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SEQ D NG 1

WVRQA PGKGLEWVGW INTYTG

VIDLADS
VEPLADS

SNTZXV

LT DUT Y UL RUR NIV e I
RIPZIVICVVY DVSHEDPEVX FNWYVDCOVEV HENAK

TISX]

LTCLVEXGEYP
NYKTT

FLYSKLTVDK SRWQQGNVES CSVMHEALEN

PGK

FIG.12
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SEQ ID NO. 2

1 DIQLTQSPSS LSASVGDRVT ITCEASQDIS NYLNWYQQOKP GRARKVLIYE TSSLHSGVPS
RFSGSEEGTD FILTISSLOP

81 EDFATYYCQQ YSTVPWIFGQ GTRVEIKRTV AAPSVFIFPP SLEQLKSGTA SVVILINNEY
PREAKVOWEY DRALQSGNSQ

161 EBVTEQDSKD STYSLSSTLT LSKADVEKHK VYACEVIHQG LSSPVIKSFN RGRC

FIG. 13
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SEQID NG, 3

1 BVQLVESGGE LVQPEGEELRL SCAASGYTET
ARDFRRRFTE SLDTEXSTAY

81 LOMNESLRAED TAVYYCAKYP
TOGETAALGT LVRDYFPERY

181 TVEBWNSGALT SGVHTFPAVL
VEPRKSCDKTH TCPRPCRAPEL

241 LOGPEVFLFE PRKPKDTLMIS
QYRSTYRVVS VLITVLHQDWL

321 NEKEYKCEVS NRALPAPIEK
SDIAVEWESN GQOPENNYXTT

401 PPVLDSDGSF FLYSKLIVDK

HYVGSSHWYF

QESGLYSLER

RTEFEVICVVV

TISKAKGOPR

SRWOQGRVES

NYGNWVROQA
DVWGEETLVT
VVIVPSESLG
DVSHEDFEVK
EPQVYTLEPS

CSVMHEALHN

FIG. 14
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PEKELEWVEW INTYTGERTY

TEGEFS VFPLAPISKES

[#2)

VIEA
TRIVICHVNE KPENTKVDKK

FNWYVDGVEV HNAKTKPREE

REEMTENQVS LTCLVEGEYPR

HYTQRELELS PEK
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SEQID NO. 4
1 DIOMIQSPSS LSASVEDRVY ITCSASCLIS NYLNWYQQKP GKAPKVLIVE TIELHSGVES
RESGHEEGTD FTLTIZSLOR
R1L EBDFNTYYCQQ YSTUVPWTEGE GURVEIKRTYV AAPIVFIFEPP SDEQLKSGTA SVVCLLNNFY
PREARKVOWKY DNALOQSENS)
16l BSVITEQLESKD STYSLSSTLT LSKADYEKHK VYACEVTHQG LSSPVIKSFN RGEEC

A

FIG. 15
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SEQIDNO. S
1 BVQLVESGEE LVOPGESLRL SCAASGYDFT HYGMRWVROA POEGLEWVGHW INTYIGEPTY
ARDFERRITF SLUTSRSTAY
81 LOMNSLRAED TAVYYCAKYP YYYGISHWYF
TECETAALGC LVKDYFPERV
161 TVAWNSGALT SCVATFPAVL QESGLYSLES VWIVESSSLG TOTYICRVNE XPSNTEVDEK
VEPKSCDETH L

w

~

-]

VWGQETLYVT VSSASTRERS VFPLAPSSKS

<

FIG. 16
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SEQIDNO. 6
1 DIQLIOSESS LSASVEDRVT ITCSASQODIS RYLNWYQQKP GRAPXVLIYE TOELHSGVES
RPSGSGEGTID FILTISELOR
81 EDFATYYCQQ YSTVRWIFGQ GTRVEIERTV AARPIVILIFPP SDEQLESGTA SUVCLLNNEY
PREARVOWKY DRALQSGNEQ
161 ESVTEGDSED STYSLESTLT LSKADYERHK VYACEVTHQG LSSPVIKSPFRN RGEC

FIG. 17
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Effect of Various anti-VEGF Molecules on Binding of biotin-VEGF 1o Plate
bound VEGFR EDC-F¢ Profein

Effect of anti-VEGF Molecules on
Biotin-VEGF Binding to VEGFR

B
Y

« 0G1950

& 0G1953

+ | ucentis

* Avastin

4+ o-VEGF BC
@ o-VEGF

OD450nm
() &

o
o

&
ool

1 2 3 4
Concentration (Log-nM)

]
el
o I

Agent 1Ch0

{nMh

QG150 36812
0G1953 4.085
Lucentis 5.262
Avastin 10420
FVEGF BC 8.129
aVEGE 7.238
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0G1950 binding affinity to VEGF measured by BlAcore single cycle kinetics

w0 OG1950
B
s o
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Binding of 0G1850 o Fc gamma receptor |
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Binding of OG1850 to Fc gamma receptor llla
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Binding of 0G1950 to human complement protein Clg

Binding of C1g to Plate-bound Antibodies

9 - OG1960
1. -2 Avasiin
§ ~ higG1
B2 - higG2
§ =~ higG3a
1 g higld
Q..

Antibody Concentration {ug/ml}
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Proliferation assay

Effect of anti-VEGF Agents to VEGF stimulated HRMVEC Profeliration

CG1850
GG1953 A
OG1953 B
Lucentis
Eylea
Avastin

Mean CD480nm

QIW H ] 3
2 3 4

inhibitors concentration (Log pM)

Agent G50 (ph)
0G185C 797.9
OGIYh3 A 10730
OGi1953 B 973.2
Lucentis 1218.0
Avastin 2458
FIG. 25
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Avastin OG1950 0OG18953
20 20
100 - ey e 100 -
80 - v/{‘“ﬂ_——m._,___m_ 70 -+ / 80
4 it " f K ST e
80 - J‘ 50 -+ !1 80 T /
{ N 1]
40 T ‘/:‘ a0 ,‘/ 4 ,—'/
20 / / 20 /
o an /‘ - h/
ot oot A 0d
20—t At 20 — o

f f [ B i ! 1 i ] o !
500 0 300 1000 2008 3002 -500 ¢ 500 1000 2000 3000 530 0 50Q 1000 2000 3000

Ligand ika (1/Ms) kd (1/8) KD (M}  Rmax (RU}IChi® (RU4

Avastin 13,4808 B.23E-0512.36E-1184.6 0.419
OG195012. 958408 13.86E-0511.31E-11182 0.171

OG195312 11E+056 M.09E-05{1.94E-11173.9 0.243
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SEGIDNO. T

Heavy chain
Atgaiagctgtggtgctggccgtggﬁtctggtcttcctgacagqgagmcaggctgaggtgcagctggtggaatccgg
cggaggectggtecagectggeggatecetgagactgtactgtgcageetocggetacgact teacocattacggea
tgaactgggtecgacaggeccotggeaagggectggaatgggtoggatggatoaacacetacacoggegagocoace
tacgocgeegactteaagoggeggtteacettictecotggacacctocaagtoracegectacotgoagatgaacte
catgegggeegagganacegeagtgtactactgegonsagtacccetactactacggoacetoonactggtactteg
acgtgtagggoecagggeaccetggteacegtgtectecgoetetaccaagggeenctecgtgttecctetggeonae
tecageaagtecacctetggeggeacegecgetetgggetgectggtecaaggactacttocceegagecegtgacegt
gtoctggaactetggogeeatgacetecggogtgecacacet ttocagoogtgotgeagtectaeaggoactgtactaco
tgtoctoegtaegtgacegtgecctacagetctotgggeacceagacctacatotgeaacgtgaaccacaagacntee
aacaceaaggtggacaagaagytggaaccoaagtoctgegacaagacaccacacetgtocccactgecetgoncetga
ageagecggtgeaccoagegigttectgttoweeccaaageccaaggacacoctgatgatetococeggaceccogaay
tqacetgegtggtggtagacgtgteccacgaggacectgaagtgaagt teaat tggtacgtggacggegtggaagty
cacaatgooaagaccaageacagagaggaacagtacaactecacetacegggtggtgtecgtgotgacegtgetgea
teaggactggctgaacggcaaagagtacaagtgeaaggtotecaacaaggeectgectgoocecatogaaaagacca
totecaaggocaagggecagonacgegagecteaggtgtacacactgosacoccagongggaagagatgaccaagaac
caggtoetecetgacsctgtetggtosagggettetacocetecgatatogeegtegaatgggagtecaansggoeages
cgagaacaactacaagaccacceccoctgtgetggactecgacggetecattettectgtactecaagetgaceghtgy
acaagtoceggtggcageagggoaacgtgttetoctgetecgtygatgoacgaggecctgeacaaccactacaceoag
aagteocctgtoctgoagecceggeaagtga

SEQIDNO. 8

Light chain:

Atgggatggagetgtatcatoectottettgotggeaacagetacaggegtgecacteegacatecage tgacecagta
cocctecagectgtoogectetgtgggegacagagtgaccateacetgttocgecagecaggacatetecaactace
tgaactggtatceagoagaageccggeaaggcececcaagotgetgatetact teacectectecctgeactocggrogty
cactecagattetoaggetatggotecggoacegactttacoctgaccatotecagectgeagoocgaggacttage
cacctactactgoeoageagtactocacegtgocotggacatteggoecagageaccaaggtggaaatcaagegganey
tggecgoetecctoogtgticatoeticocacococtoegacgageage tgaagt coggaaccgectaecgtegtgtgecty
ctgaacaactictacococgoegaggecaaggtgcagtggaaggtggacaacgeectgeagagoggeaactaccagaa
atecgtoaccegageaggactocaaggacageacetactocetgtonageaceatgacactgtecaaggeegactacyg
agaageacaaggtgtacgectgegaagtgacecacragggecteagetooccagtgaccaagtacttecaaccgggac
gagtgotag

FIG. 27
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- ale. tur
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TXppng
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* Equiva ent to % of OG1953 at 50 g/l {based on protein component)

= AL pH 5, the solution is clear
« Histidine addition resuited in cloudy solution
« The result has bean repeated twice

FIG. 32
GI80T(2 17 | GASRIDP (4 57T GASSIDP AT | GISEIDR (425 1)
G1950 (5 1 o 61950 {2.5 / or G1956 (5 | or G1950¢ .5 / or
10%) 5% 10%* 15%")

* Equiva ent to po ymer concentration of 45 g/l 0G 1953 (based on protein component)
** Percent re ative to tota OG1850 in the Tormu ation with 45 g/l as conjugated form or 0G1953

FIG. 33
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FIG. 35A
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i ® Equivalent to polymer
{ concentration of 45 g/l
i DG2074 conjugate

i ** Parcant relative to
i total QG2 in the
formulation with 45 g/l
as conjugated form or

0G2074 conjugate (475 g/1)

80 &6 1 ws | oaa N4 a 52 €2 34 e 062074
FIG. 36
3 Fin | -
Matrix ) M " . Turbidity
rotein e XD pl ctu | pH Formulation buffer B v 1INT
#1 (ko } D y8) y1i i
1 Bsa 66 5.7 6.0 {IPBSpHT75 432
AR / ." 1 Cé
3 P 5 iﬂM NaQAc pH 6.5, 0.01% 510
BSA 66 5.7 58 iPS20
20 mM NaQAc pH 5.0, 30 mM
3 BSA 06 5.7 5.5 Nadl 1515
4 Lysoryme 16 9.4 3.9 {IxPFBSpH7S5 -25
5 S mM NaQAc pH 6.5, C.01% 33
Lysozymae 16 9.4 28 IPSIO0 )
6 20 mivi NaQAc pH 5.0, 50 mM 25
Lysozyme 16 g.4 40  iNadl ”
7 Protein X 22 5.0 6.5  110mM Hepes pH 7.0 842
Protein Y 27 8.1 3.7 {20 mM glycine pH 3 -23
9 Fab 50 8.6 5.1 {10mM sodium acetate pH 5 -25
20 mM Hepes pH 7.5, 100 mM o
1 oroteinz 19 | 53 | 64 Nadl 1627
11 4Gl monoclonal 147 | 74 55 PBSpHT.2 752
12 4Gl monoclonal 147 | 7.4 4.5 112.5mM Na-Phosghate pHA.5 189
13 12.5mM NaOAc pH 5.0, 100 mM 18
g6l manoclonal 147 7.4 4.1  iNadl
20 mM Tris pH 7.5, 100 mM ;
14 igG1 monoclonal 145 7.4 56  iNaCdl 1127
15 W0mM Sodium Phosphate pH 387
igG1 fusion 211 54 5.5 6.5, 100mM Nadl, 5% sucrose
FIG. 37TA
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mtended free
Sample , Protein cone.

Formutation buffer antibody

D {mg/ml}
061950

#1  |OGIGS0PUR_10%, OG1853_90% + S0mM histiding, 0.925% Tween2(, pH 5.2 10.0% 53.4
#2  |OGISSOFUR 10%, 0GIE53 80% + 5Om sodium acewats, 0.025% TweendG, pH 5.0 10.0% 5¢.8
#3  |QGLIS0PUR_15%, 061553 85% + S0mM sodium acetate, 0.025% Tween2d, pH 5.0 15.0% 50,5
#4  |OG1950PUR 20%, QGI853 80% + SOmAY sodium acetate, 0.025% Tween(, pH 5.0 20.0% 43.8
#5 |OGISB50PUR_7.5%, OG1Y53 92.5'% + 50mM histidine, 8.025% TweenlQ, pH 5.2 7.5% 51.9
#56  |CGIISCIAM_1D%, 061953_90% + SOmM histidine, 0.025% Tween2C, pH 5.2 10.0% 52.6
#7  |OGISSHIAM 10%, OG1853 S0% + S0mM sodium acetate, D.025% Tween0, pH 5.0 10.0% §1.8
#8  |QGIISGIAM_15%, O61953_85% + S0mM sodium acetate, 0.025% Tween2Q, pH 5.0 15.0% 53.5
#9  |OGISSDIAN 20%, OG1953 80% + SOmM sodium acetate, D.025% Tween20, pH 5.0 20.0% 5.8
#10 |7.5mgimi DGL1950PUR + 23 "r“mm 0G1301 polymer pH 5.2 100% 7.5

1950PUR 35 un
Sample §10 is satup to evaluats the impact of po

jugated form, 42.5mg/ml BGIGE0 in conjugated form with 235mg/mi polymer,

* Sample #3 contains 7.5me/ml 0G

fon 7.5mefml unconjugated protein,

FIG. 41
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Plate 1
Plate 2
Sample/Sample Time Temp | 1050
D Sample Description {Month} | {C°) {pM} %RP
RO407A INT Scale | EmM Sodium phosphate pH
D3RS 1) 6.5, 0.01% Tw20 1768 | 100%
RO407AINT Scale | SmM Sodium phosphate pH
D3 {RS 2} 8.5, 0.01% Tw20 1893 | 100%
Sample #4 2 37 1882 84%
Sample #4 OG1950PUR 20%, 061953 2 da) 1828 B7%
80% - 50mM Na-acetate,
Sample #4 0.025% Tween, pHb.0 2 5 1778 1 100%
Sample #9 2 37 2024 98%
Sample #9 OG1950IAM 20%, 061953 2 29| 20581 97%
80% - 50mM Na-acetats,
Sample #8 §.025% Tween, pH 5.0 2 5 2051 7%
FIG. 43
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Light chain sequence
JOLTQSPSSLS § R TIT § 8IS 8§ L W QQKP K PKILI __ SSL § PSRFS § 8
T FTLTISSLOPE F T QWS P TF @ TRVEIKRTVAAPSVEIFPPSDEQLKSGTA
SVV LINNFYPREAKVQWKVDNALQSGNSQESVTEODSKDSTYSLSSTLTLSKADYEK
HKVYA EVTHQGLASPVTKSENRGE (SEQID NO: 106)

L
R iKabat numbering)

Heavy chain sequence with notations

GGGSGGGGSE QL £S L OF SLRLS S F
THSPE MHW RQ P K LEW KISP  SWT § T T RFTFSL TSKST LOMNSLR K

T RO W L W Q TL T SSASTKGPSVFPLAPSSKSTSGGTAALG LVKD
YFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVIVPSSSLGTQTYT NVNHEPSN
TKVDKKVEPKS DKTHT PP PAPEAAGAPSVFLEPPKPKDTLMISRTPEVT VVVDVSH
EDPEVEKFNWY VDGVEVHNAR TKPREEOYNSTYRVVSVLTVLHODWLNGKEYK. KVS
NKALPAPIEKTISKAKGOPREPQVY TLPPSREEMTKNQVSLT LYKGFYPSDIAVEWESN
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVES SVMHEALHNHYTOKSLS

SPGK
(SEQ ID NO:105)

Linker

LLII

R iKabat mumbering)

FIG. 54
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