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SEGID NO. |

i INTYT

GQG

T VESASTKG

APSS

LAPSSKS

143

VEP]

VVTVPSS

TQTYTCNY

KPENT?

TP PEKPKDTLMIS RTPEVICVVV SHEDPEVK

7T YTy
,_l\’qd DW

AR

KTKPREE

HN

QYNSTYRVY
321 NGKEYKCKVS

€3]

VKALPAFIEK TISKAKGOPR
ENNYHTT
401 PPVLDSDGSF FLYSKLTVDK SRWQQGNVES CSVMHEALHN HYTOKSLSCS

~1
Do el

REEMTENGVS LICLVKGEYP

SDIAVEWESN
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SEQIDNG. 2

1 DIQLTQSPSS LSASVGDRVT ITCSASQDIS NYLNWYQQOKP GKAPEVILIVE TSSLHEGVES
RFSGEGEGTD PFILTISSLOP

21 EDFATYYCQQ YSTVEWTEFGQ GTRVEIKRTV ARAPSVFIFPE SDEQLKSGTA SVVCLLNNEY
PEEAKVOWKY DNALDSGENS(O

161 ESVTEQDSKD STYSLSSTLT LSKADYEKHR VYACEVTHQG LSSPVTESFN RGEC

FIG. 13
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SEGIDNG. 3
1 BVQLVESGES LVOPGGSLEL SCAASGYTET NYGMNWVRQA PORGLEWVEW INTYTGEFTY
ARMDFERRETE SLOTEKSTAY
81 LOMNSLRAED TAVYYCAKYP HYYESEHWYEF DVWGQOTLVY VISASTHGRE VFPLAPRPISKS
TSEETAALGC LVEKDYFPEEV
161 TVSWNSGALT SGVHTFPAVL (QSS5CLYSLSS VVIVEESSSLG TOTYICNVNH KPSNTKVDKK
VEPKSCDRKTH TCPPCPAPEL
241 LGUPSVFLEP PRKPRDTLMIES RTFPEVICVVV DVSHEDPEVE FNWYVDGVEV HNAKTKPEERER
QYNSTYRVVS VLTVLHQIWL
321 NGKEYKCKVE NRKALPAPIER TISKAXGQPR EPQVYTLPPS REEMTENQVE LTCLVRGEYR
SDIAVEWESN GORENNYXTT
401 PPVLDEDGSF FLYSKLTVDE SRWQQONVFEFS CSVMHEALHN HYTQORKELSLS PGX
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SEQIDNO. 4

1 DIOQMTQSPSS LIASVGDRVT ITCSASQDIS NYLNWYQQKP
RFEGSGSGTD FILTISSLOP

81 EDFATYYCQQ YSTVPWIFGEQ
PREAKVOWRY DNALOSENSQ

161 ESVTEQDSKD STYSLSSTLT

GTEVEIKRETV AAPSVEIFPPR

LESKADYERHK VYACEVTHQGE

FIG. 15
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SEQIDNG. S
1 BVQLVESGEE LVQPGGSLRL SCAASGYDFT HYGMNWVRQA PORGLEWVGW INTYTGERTY

ol 1

ABRDFRKERFTEF SLDTERETAY
21 LOMNSLRAED TAVYYCAKYP YYYETSHWYEF DVWEQGTLVT VSSASTKEPS VFPLAPSSKS

TSEETARLGE LVKDYFPERV
161 TVSWNSGALT SGVHTFPAVL QSSGLYSLES VVIVESSSLG TRTYICNVNH XPSNTEVDKRE

VEPKSCDRTH L

FIG. 16
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1 DIQLTQSPSS LSASVGEDRVT
RFSGSGEGETD PTLTISSLOR
81 EDFATYYCQQ YSTVEWIFGQ
PREAKVOWKV DNALOEGNSQ
161 ESVTEQDSKD STYSLESTLT

PCT/US2024/032770

SEQ D NO. 6
ITCSASODIS NYLNWYQUKE

ITCBA CGRAPRKVLIYE TESSLHIGVES

GIRKVEIERTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY

LEKADVERHK VYACEVTRQG LSSPVIKEFN RGEC

FIG. 17
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Effect of Various anti-VEGF Molecules on Binding of biolin-VEGF to Plale

bound VEGFR EDC-Fc Protein

2.0

OD450nm

Effect of anti-VE

iF Molecules on
Biotin-VEGF Binding to VEGFR

& 0G1950
& O0G1953
+ |_ucentis
* Avastin
<+ o-VEGF BC
€ o-VEGF
0 1 2 3 4
Concentration (Log-nM)
Agent 1550
(nh)
0G1950 3.612
0G1953 4.085
Lucentis 9.262
Avastin 10.420
a-VEGF BC 8.129
B VEGE 7.236
FIG. 20
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0G1950 binding affinity to VEGF measured by BlAcore single cycle kinetics
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Binding of OG19850 to Fc gamma receptor |
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Binding of 0G1950 to Fc gamma receptor Hila
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Binding of 0G1950 to human complement protein Clg

Binding of C1g to Plate-bound Antibodies

oo
=
e

e
e = 2

D480

Antibody Concentration {ugfiml)

FIG. 24
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Proliferation assay

Effect of anti-VEGF Agents o VEGF stimulated HRMVEC Profeliration

QG1950
OG1953 A
OGI1853 B
lLucentis
Eviea
Avastin

Mean OD450nm

(}:U 1] ) ]
2 3 4

inhibitors conceniration {Log pA}

Agent {250 (ph)
O01850 757.8
OGI853 A 1073.0
DGI853 B 973.2
Lucentis 1218.0
Eviea 683.3
Avastin 945.6

FIG. 25
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Avastin 0G1850 D3G1853
12 120 -
100 - ‘ e 100 -
80 -+ A / ) 80 e
80 - / { 8 a o
40 — /A’ ,,f‘l 4 — ’."
a0 — / ,:/ 20 — /"‘
a7 o L
-20 L B [ T 20 S B O B B B
-500 0 SO0 1000 00 0 500 1000 2000 3000 S0 G S0 1000 2000 3000
ka (1/5) KD (M) Rmax (RUIChI2 (RUY
R.23E-0512.36E-11184.8 3.419
3.86E-051.31E-1182 0.171
4.08E-0511.94E-11173.9 0.343

FIG. 26
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SEQ ID NG, 7

Heavy chain
Atga;agctgtggtgctggccgtgqctctggtcttcctgacagggagccaggctgaggtgcagﬁtggtggaatccgg
cggaggectggtecagectggoggatecctgagactgtectgtgecgectacggetacgacticacccattacggea
tgaactgggteccgacaggoccctggeaagggoctggaatgggteggatggateaacacctacaceggegagoocace
tacgoagoocgactteaageggeggttecaccttotacctggacacetecaagtecacegoctacctgeagatgaacte
cotgegggoecgaggacacegeagtgtactactgoegoecaagtacooctactactacggoaccteccactggtactteyg
acgtgtggggecagggracactggtcacegtgtoctecgectotaccaagggacacteegtgtiecototggeaaan
tocageaagtecacctotggoeggeacaegaeagotetgggetgectggtocaaggactacttocoagagecegtgacegt
gtoctggaactoetggoegoecctgaceteoggegtgracacct ticcageegtgetgeagtoctocggectgtactece
tgtectoagtaegtgacegtgecctacagetototgggeacaceagacctacatectgeaacgtgaaceacaagoecton
aacaccaaggtggacaagaaggtggaacecaag tectgegacaagacocacacctgtoceeectgecctigecaatyga
agcagooggtgcacccagegtgttectgticooccaccaaageccaaggacacectgatgatotecoggaceccegaag
tgacetgegtggtggtggacgigtececacgaggacectgaagtygaagbbeaat tggtacgtggacggoegtaggaaghy
cacaatgocaagaccaagoocagagaggaacagtacaactecacctacogggtggtgtecgtgetgacegtgetgea
teaggactggetgaacggeaaagagtacaagtgcaaggtetecaacaaggecctgoctgecceccategaaaagacea
totocaaggocaagggecagocoegegagectecaggtgtacacactigocaceeagoogggaagagatgaceaagaac
caggtoetoecctgacotgtetggtcaagggettotacoactaagatatogecgtegaatgggagtecaacggooagee
cgagaacaactacaagaccaccccccctigtgetggactecgacggetecattcttectgtactecaagetgacegtgy
acaagheceggtggeageagggeaacgtgttetectgetecgtgatgeacgaggaactgeacaaccactacacaoay
aagtocctgtoctgecageceaeggeaagtyga

SEQIDNO. 8

Light chain:

Atgggatggagectgtatecatectettettggtggeaacagetacaggegtgeactecgacatecagotgaccecagta
cocctocagectgtoegectetgigggegacagagtgaccateacetgticegecagecaggacatotacaactace
tgaactggtatcagragaagoeccggcaaggeccecaaggtgetgatetacticacctectecetgeactoocggegty
coctecagatiotecggototggotacggeacegact ttaceotgaccatotocagoctgeagecegaggact tage
cacctactactgecageagtactecacegtgecoctggacet icggecagggeaccaaggtggaaatcaageggacaeg
tggocegotoecctoogtgticatectiteccacecteegacgageagotgaagtceggaacegectaagtegtgtgectyg
ctgaacaacttotacoccagogaggecaaggtgcagtggaaggtggacaacgocctgeagageggeaactoccagga
atocgtecaccgageaggactocaaggacageacctacteecctgtecageacaatgaceetgtecaaggecgactacy
agaagoacaaggtgtacgoectgegaagtgacocanscagggectcagetecceagtgaccaagtoct teaaceggage

gagtgetag

FIG. 27
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+ At pM 5, the solution is clear
= Histidine addition resulted in cloudy solution
« The resull has baen reapeated twice

FIG. 32

* Equivalent to % of OG1953 at 50 g/l. {based on protein component)

OG1801 (2687 gLy
OG1950 (S g/l or
18%*%)

OG1953DP (47.5 giL)
OG1950 (2.5 g/ or
5%}

QG1953DP (45 giL)
061950 (B g/l or
18%*%)

OGA953DP (42.5 giL)
0G1950 (7.5 g/l or
15%**)

N &

* Equivalent to polymer concentration of 45 g/l OG1953 (based on protein component}
** Percent relative to total 0G1950 in the formulation with 45 ¢/l as conjugatad form or OG1853

FIG. 33
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OG074 conju

DN free vy

* Eguivalent 1o polymar

gate (47.5 g/}
e o concantration of 45 g/i.

0G2074 conjugate
% Percent relative to

total OG2072 in the

Pty

formulation with 45 g/
as conjugated form or

0G2074

FiG. 36
Matrix Final i
Protein Name mMw pf  lactual pH Formulation buffer Tgrb:mty
#1 {kDa} {Day 6) Day 1 [NTU]
i BSA 66 5.7 6.0 [IxPRSpH 7.5 432
3 5 mM NaGAc pH 6.5, 0.01% 510
BSA 66 5.7 5.8 PS20 B
20 mM NaOAc pH 5.0, 50 mM
3 RSA 66 5.7 55 Na(l 1515
Lysozyme 16 9.4 39 IxPBSpH 7.5 -25
5 5 mM NaGAc pH 6.5, 0.01% 23
Lysozyme 16 2.4 3.8 iPS20 i
6 20 mhM NaGAc pH 5.0, 50 mM e
Lysozyme 16 9.4 40 |NaCl =
7 Protein X 22 5.0 6.5  10mM Hepes pH 7.0 842
8 Protein ¥ 27 9.1 3.7  20mMglycinepH3 -23
9 Fab 50 8.6 5.1  |10mM sodium acetate pH 5 -25
20 mdM Hepes pH 7.5, 100 mM )
1627
b teinz 19 5.3 6.4  INaCl 62
11 igG1 monocional 147 7.4 5.5 PRSpH 7.2 752
12 gG1 monocional 147 7.4 49  112.5md Na-Phosphate pH6.5 199
13 12.5mM NaQAc pH 5.0, 100 mM 18
lgG1 monocional 147 7.4 41 Na(l
20 miM Tris pH 7.5, 180 mM
14 12G1 monoclonal 145 7.4 5.6 NaCl 127
15 10mM Sedium Phosphate pH 387
lgG1 fusion 211 5.4 55 5.5, 100mM NaCl, 5% sucrose
FIG. 37A
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Samplaild

RERERE

Bl

1 HEA (=3 57|60 432
e s &8 3 & 3
3 azs 58 57 |33 1515
i % g8 |38 3%
B3 LyST 31 B4 |38 23
& Lwsozvme 18 LI PR 35
7 armiein X RN 342
8] oy a1 |37 23
8 salk 543 BS S -2E
R 53 |[6a 35E7
Ky sA | 52
57 RERNE S 185
157 7.4 |83 18
145 14|56 1427
213 S8 |53 387

FIG. 38A
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EX125 5588 %1 &2 #3 #s %3

- EEE

FIG. 40A
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intended free 3
Sample N i Protein conc.
Formulation buffer antibody
i3] {mg/mi}
0G1950
#1  |OGISS0PUR_10%, OGI953 S0% + 50mh histidine, 0.025% Tween2l, pH 5.2 16.0% 53.4
#2 |OGLOS0OPUR_10%, OGIB53_50% + 50mM sodium agetats, §.025% TweenZ(, pH 5.0 10.0% 50.8
#3  |OGISS0PUR_15%, 051953 _85% + 50mb sodium acetate, 0.025% Tween2l, pk 5.0 15.0% 50.5%
#3 |OGISSGPUR 20%, OG1953 80% + S0mM sodium acetate, 8.025% Tween2D, pH 5.0 20.0% 43.8
#5  |OGI9S0PUR 7.5%, 0G1853 92.5% + 50mb4d histidine, D.025% Tween2(, pH 5.2 7.5% 51.9
#6 |OGIOSDAM 10%, 0G1953 50% + 50mM histidine, D.025% Tween2d, pH 5.2 10.0% 52.6
#7  |OGISSHAM_10%, 0G1953_50% + SOmd sodium acetate, 0.025% Tweenl0, pH 5.0 10.0% 51.8
#8  |OGIOSGIAM_15%, 0GI953_85% + S0mM sodium acetate, 0.025% Tween2d, pH 5.0 15.0% 53.5
#9 G1550 20.0% 52.6
#1o 100% 7.5
* Sample #3 contains 7.5mg/mb GGISS6FUR as unconjugated form, 42.5ma{mi 061850 in conjugated form with 225mg/mi polymer
Sample 101

FIG. 41
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Plate 1
Plate 2
Sample/Sample Time Temp e
in Sample Description {Month} | {T°) {ph} Y%RP
RS407A INT Scale | SmM Sodium phosphate pH
BDS{RS 1) 6.5, 0.01% 1,20 1768 100%
RS407A INT Scale | SmM Sodium phosphate pH
DS{R52) 6.5, 0.01% T,,20 1893 100%
Sample #4 2 37 1882 Q4%
Sample #4 0OG1950PUR 20%, 0G1953 2 25| 1828 97%
80% - 50mM Na-acetate,
Sample #4 (.025% Tween, pH 5.0 2 5 1778 100%
Sample #9 2 37 2024 Q8%
Sample #8 OGIS50iAM 20%, 0G1953 2 25| 2058 97%
80% - 50mM Na-acetate,
Sample ¥9 0.025% Tween, pH 5.0 2 5 2051 Q7%
FiG. 43
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ivipact of Increasing % Unconjugated Ab on Viscosity of Qﬁlﬁhfﬁ at 35°C
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Formulation Formulation
“C” 553” “CS? “S”
OGI953 + ~100% 85% 0% OG1953 | ~100% 85% 0%
OG 19350 ~0% 15% 20% OGI950 | ~0% 15% 20%
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Light chain seguence
DHOLTOSPSSLSASVGDRYTITCSASISYVSYEYWYOQUKPGKAPKLLIYDDSSLASGVPSRESGSGS
GTDFTLTISSLOPEDFATYYCOOWSGYPYTFGOGTEVEIKRTYV AAPSVEIFPPSDEQLKSGTA
SVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPYTKSFNRGEC (SEGQ ID NOG: 106)

145
CDR (Kabat numbering}

Heavy chain sequence with notations

TESPEFAMHWVROAPGKGLEW AKISPGGSWIYYSDTVIDRET ’FSLDZ’S}(S TAYLOMNSLRAE

DIAVYYCARQAWGYYALDIWGOGTLY TVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKD
YEPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN
TKVDKKVEPKSCDETHTCPPCPAPEAAGAPSVFLFPPKPKDTLMISRTPEVICVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPOVY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWOOGNVFSCSVMHEALHNHY TQKSLS
CSPGK

(SEQ TD NO:105)

Linker

VH
CDR (Kabat numbering}

FIG. 54
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PREAKVOWKY DNATOSGNSG

161 LS\fl“LQL'bKD STYSLSSTLT

(SEQ ID NC:1323

LSKADYEKHK

TIVL TCSGSAPVVW E

EELFIFLTET
SINVEVNAVY
VTESVNDHQD

GWINTYTGEEP

EVHNAKTKPR

LVRGE
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Color Vﬁsuai <Y8 -‘ Y6 » <YE _YS
Clarity Visual Conforms Conforms Conforms Confonms
il el Potentiometry 4.3 4.8 4.8 4.7
Protein Concentration |y p . BoloVPE 51.5 51.7 52.0 50.4
{mg/mi)
OG1953 Molecular
. 259 248 8961 8936
Weight (kDa} SEC-MALS
3G1953 Polydispersity 1.064 1.066 1.069 1.063
0G1953: Biooonjugate 78.3 78.7 78.8 79.9
{%% area)
GG 1950 Unconjugated -
Artibody (% area) CEX-HPLC 217 21.3 21.2 2114
OG1802: Unreacted
= = < =
Polymer (mgémi} =35 €5 =10 %
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' LiXd -
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Color Yisual <Y& <Y& <¥Y8 =Y8
Clarity Visual Conforms Conforms Conforms Conforms
oH Potentiometry 4.8 4.8 4.8 4.8
Protein
Concentration UV Ann SOIOVPE 51.5 51.8 51.3 52.4
{mg/mi)
iﬁ:ﬁifg’; cular 958 850 961 936
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GG?Q.SS . 1.064 1.087 1.073 1.060
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53 Bi i
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Uﬂ:{omugated CEX-HBLE 21.7 21.8 21.3 21.1
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= <«
Polyimer {mg/mi} =8 5 =10 5
O -

Sum of LC + HC (% CE-8DS, 58.8 98.1 $8.3 $2.6
area) reduced
01631953 HMW Forms SEC-HPLG 2 8 o o
{% area)
DG 1953 Bisconjugate 75.5 6.5 76.5 18D
{4 area)

5 i %,
QGISH0 Antibody (% | Tandem-HPLC 20.7 21.4 21.6 RO
area)
imipurities (% area) 3.8 2.8 2.6 T8D
inhibition of huVEGF
Binding to huVEGFR
{Potency} (% relative ELISA 1032 113 106 84
to reference
standard)
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KB1-381 Dirug Substance Batch Number: KS8I1-301D8 102 KSI-301D8 103 KSI-301D8 104
Test Method Resuifts
] =Y5 =Y3 <YS
Colour Visual Slightly vellow Slightly yellow Slighﬁy yeliow
2T0NTY 263 NTU 246 NTU
Clarity Instrumental =Ref. I =Ref. I <Ref. I
clear clear clear
s Potentiomstry 4.3 4.7 4.8
Protein Concentratios . . oy ' o
Proicin Conoentration UV Asm S0loVPE 515 504 50.4
(mg/mb)
OG2074 Molecular <
207 Molecular 113 1075 1126
NS SEC-MALS
OG2074 Polydispersity 1.074 1.074 1.070
f)(}2074 Bioconjugate (%o 691 652 701
2108
O(G2072 Unconjugated P P
Antibody (% aren) CEX-IRLC 209 8 99
G 1802 Unreacted -5 <5 s
Polymer (mg/mi) - -
OG2074 Bioconjugate -
; S 25 9 7
Main Peak (% arca} 63 23
G2074 HMW Forms (% 0.0 PN 00
SEC-HPLC (LAY v

OG2074 LMW Forms
(including OG2072 28.0 31 27.5
iAntibody ) (% area)

OG2074 Bicconiugate (% o ) ‘
v:)L-QOA Bioconjugate (% 65.4 615 561
OG2072 Antibody (Y% . . N , A o A
062072 Antibody (% andern-HPLC 294 522 293
Brea)

lmpurities (% area) 52 53 4.6
Dotency TV ﬂ/

! oLency (aVt b_} ) % Cell =d Assay N < .

relative to reference RO 100 103 91

standard) (HEK293)

Potency

(o1~6) (%% relative to ELISA 87 76 R0

reference standard)
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