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Light Chain Sequence

DIQLTQEPSSLSASVEGDRVTITCSASISVSYL YWY QQKPGKARPKLLIYDDSSLASGYPSRFEGSGSGT
DETLTISSLQPEDFATYYCQOWSGYPYTFGQGTRVEIKRTVAAPSVHIFPPSDEGLKSGTASYVCLLNN
FYPREARKVOQWKYDNALQSGNSQESVTEQDSKDSTYSLESSTUTLSKADYEKHKVYACEVTHOGLSSR
VTKEFNRGEC (SEQID NO: 169)

4R

CDR (Kabat Numbering)

Heavy Chain Ssquence with Notations
SOTGRPFVEMYSEIPEIHMTEGRELWVIPCRVISPNITVTLEKFPLDTLIPDGKRIIWDSRKGFHSGMNATYK
EIGLLTOCEATYNGHLYKTNYLTHROQTNTHDVWWLESPSHGIELSVGERKLVENCTARTELNVGIDFNWEYPS

SKHOHKKLYNADLKIOSGIEMKEFLSTLTIDGVTRSDOGLYTCAASSGEMTEKNSTFVRVHEKBGS
CEGGOESEVOIVESGGGLYQPGESLRELSCAASGFTFSPFAMMHWVRQAPGKGLEWVAKISPGGS

GPEVFPLAPSSKSTSGGTAALGCLVKDY FRPERPVIVEWNSGALTSCVHTFRPAVLQSSGLYSLESVVTVE
SESLGTQTYICNYNHKPSNTKVDRKIKVEPKSCOKTHTICPPCPAPEAAGAPSVFLFPPKPHKDTLMISRTP

VENKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNOQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPYLDSDGSFFLYSKLTVDKSRWOGGNYFSCSVMHEALHNHYTQKSLSCSPGK (SEG 1D
NG 170)

Linker
Vi

COR Kahat Numbeting)
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Production of Fusion Antihody (-8 &b VEGE Trapd

Vial from VIT2072 cell line master cell bank 12174

¥

Hep ¥ Vial revivel and incoulum expansion

Seep X Cell cuiture in production bicreactor
*

Hep R Haervest, clarification and post-harvest (.2 um filtration
+

Beep i Protein A affinity chromatography (bind and elute chromatography)
+

Sep 3 Low pH hold treatrent

L

Shep & TFF 1

Beep T AEX chromatography (fow-through shromatography)
Shep B CEX chromatography {bind and elute chromatography}
e B Virus reduction filtration

Sirp 1 TFF 2

S B Filling and storage (0.2 ym filtration g and storags at -15°C or below
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Frovlucton of ooibined dusd nhibiter moleoule (VEGFR AL OGBS

g | E Thawing of 0G2072 Antibody Infermediate

o,

Decapping of 0G2072 Antibody Intermediate

{Conditioning and decapping with TCES-HC! followed by TFF)

Bapd | Re-oxidation (Re-oxidation with DHAA fallowed by TFF1)
S d H E Thawing of 01802 Biopolymer intermediate

o Conjugation ‘ .
{Conjugatior: of decapped re-oxidized mAk with bicpolymer intermediate)

Conditioning of Conjugation Pool

Cation exchangs {CEX) Chromatography

| E (52074 Drug Substance formulation
l E Vacuum assisted evaporative concentration in Grade C cleanroom
l E 0G2074 Drug Substance fifling and storage (at -15°C ar below)

FIG, 45
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intendad free

Sarvple Formulstion buffer antibody Protein conc.
D . {mgfmi}
OR1850
#1 4 S0mB/ Twmendl, oH 5.2 10.0% 53.4
#2|GEL9BCPUR 3% + S0mAT sodium 3.035% TweenlQ, pH 5.6 10.8% 58.8
#£3 | GE1I9E0RUR 83% + 30mbd sodium acetaty, §.035% Tweendl, pH 5.0 15488 505"
#4  GGINSORUR Z & + 30mM sodium aostate, G,005% Twasnil, pH 3.0 23.48% 4.8
#5 [ ORUR, A% 4 Bl histidine, 0L025% Tween20, pH 5.2 1.5% 51.%2
#5  OGLOSHANM 108 3 00% + SOmbd histidine, 1.025% Tween2 pH 5.2 .0% 5.6
#71CG105HAM 108, OGLE5E 8% + Sl sodium acetale, B.025% Tween2, pH 5.0 3.0% 815
#3 | CGlosAanM 8 DGLH53 859 + SCrahd sodium acstate, $.025% Tween2(, pki 5.0 15.8% 53,5
#3 | CGIONHAM 20%, 861853 80% + SMimbd sodium acetate, LO25% Tween2l, pki 5.0 20.0% R

by
W

100%

Supated for with 225

#1087 A3mg/ml 0619 ymg/mi QGLY

O hapgie R

25

slatt 7.3¢ UR ay wocunjugated fusey wiint poly

mpact of polymer on LSmgdmi wnno

FIG. 54

Sample £30 5 setug to evatuste ¢ niugated protein,
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Plate 1
Plate 2
Motectile of Time 050
interest Sampie/Sample D | Sample Description {Month} {pM) SoRP
RO407A INT Scate | S5mM Sodium phosphate pH
RS 1 65 8.5, 0.01% Ta20 1768 100%
RA4U7A INT Scale | 5mM Sodium phosphate pH
RS2 DS 8.5, 0.019% Tw20 1983 100%
£2196_bB19#31 | Sample #4 2z 1882 8d%
£2186_5619#40 | Sample #4 0OG1950PUR 20%, 061853 2 1828 97%
80% - 50mM Na-acstats,
£21958 5619448 | Sample 4 0.025% Tween, pH 5.0 2 1776 100%
£2186_5619#36 | Sample 49 2 2024 Q8%
E2186_5818#45 | Sample #9 OG1A50IAM 20%, 051953 2 2058 97%
83% - 50mM Na-acetate,
£2198 56819454 | Sample 49 0.025% Tween, pH 5.0 2 2051 97%

FIG. 56
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Anti-VEGE antibody (e.g.. OG1930)
Anti-VEGF antibedy conjugate (e.g., OG1933)
Sadium Acetate
Polvsorbate 20
~pH4.5-3.5 (e.g.. ~pHS)

FIG. 63A

Anti-1L-6 aptibodv fused to VEGF tap (e.g..
052072
Anti-IL-6 antibody fused to VEGE vap corjugate
{c.g., OG2074)
Sodivm Aceiate
Polysorbate 20
Sucrose (optional)
~pH4.8-3 (e.g., ~pH3}

Anti-IL-6 antibody fused to VEGF trap {c.g..

OG2072)
Anti~lL-0 antibody fused to VEGF tap conjugaie

OG04
Histidine Acetate
Polysotbate 20
Sucrose (optional)
~pH3.2-6.2 (e.g. ~pHS. 7}

FIG. 638




WO 2025/122670 PCT/US2024/058543

100/135

EEEA81 Drug Substance Batch Number: KSi-50108 102 | KSE-501DS 103 KSE301DS 1

Test Method Results
. =Y3 = V5 <Y
sl Vistal Shgbtly yellow Shghtly veliow Shightly yeliow
2 240NTU

arity ingtrumental <Ref {
clear

nH Potentiometry 4.8 4.7 4.8

Potein. - Coneentation g 5 qsiovpE 515 50.4 504

mgd )

OG2074 Molecular

18 078 o
Weight (kDa) SEC-MALS hies 1T bze

Hspersity 1074 1.074 L.O70

G074 Pol

OGgﬂ?’«-& Bioconjugate (94 691 652 -
area )
G072 otjugated . r o e
Antibody (% z‘cn')] ) CEX-HFPLC 3049 34.8 206
OG1802 Unreacted; .
Polvmer (mgil ) ’

207+ Biotonjrgate .
by . L 720 68.9 725

Main Peak (9% area) “

OGZj 74 HMW Torms (96 a6 0.0 06

aren )

G074 AW Foux

inch - 28.0 331 175

65.4 61.5 66.1

ST Apibedy (9q . DT ; - .

DG2072 - Antibedy  O8 1o g BPLC 29.4 322 293

7en )

Cmpurities (9% area) 52 0.3 4.6

Fotency  (aVEGE) (Y%

relative  fo reference) 100 105 41
standard)
:)()"{' A%
i (% relanve 1o ELISA 87 76 30

=S

standard)

FIG. 64
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Total mass recovery {%] nla n/a 0.146 nia

0G2074 [%] n/a n/a 0.146 n/a n/a 0.326 0.258
LP2 [%] -0.00158 n/a -0.0308 | 0.0074 n/a 0.78 0.731
Peak 3%} 0.0148 n/a n/a 0.0269 n/a 0.402 .342
Peak 2{%} n/a n/a n/a nla n/a n/a n/a
Peak 1{%] n/a n/a 0.0108 n/a n/a 0.443 0.387
0G2072 [%] -(0.00439 [-0.000838 n/a 0.00078| 0.00935 |r 0.79 ¢.744
Impurities [%] 0.0129 n/a n/a 0.0479 n/a 0.337 0.270
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| Vial from VIT2072 cell line master cell bank 1217-M |

!

| Step 1 | | Vial revival and inoculum expansion |
‘

| Step 2 | | Cell culture in production bioreactor |
v

| Step 3 | | Harvest, clarification and post-harvest 0.2 pm filtration |
v

| Step 4 | | Protein A affinity chromatography (bind and elute chromatography) |
v

| steps | | Low pH hold treatment |
v

| steps | | AEX chromatography (flow-through chromatography) |
+

[ step7 | | HIC chromatography (bind and elute chromatography) |
!

| steps | | Virus reduction filtration |
v

| steps | | TFF 2 |
v

| Step 10 | | Formulation |
+

| Step 11 | | Filling and storage (0.2 pm filtration, filling and storage at -15°C or below) |

Abbreviation(s): TFF = tangential flow filtration; AEX = anion exchange; HIC = hydrophobic
interaction exchange; um = micrometer; °C = degree Celsius.

FIG. 95



