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el Al 12]al 3-VEGF &Ae} 23E o m3hevt. g2 A el Aol Hrkd uf FHsHES 4 F
o) °F 10% w/wo]T}.

1322 E3lolA Ay A ¥t ol UE AdE T3 B dgoa 288 4 9ty va 535 FlER H
3 A2010/00762095. % FAIAN R AWE Fa o e ddd AP fExEs I 54 PEG-HAHE

HEAE dndc. 2
HollA dE whep 2
gto] ggd F Qlrt. TNEHEAA Bl 38k (R2)(R1) =& AlE-X-
PEG-R1 @ /E= RI-PEG-X-ZEAZ(R2)(RDS z2t= 29 xatshn . o714 RIS wl&Asl/] -0 ==
-0CH30]1L; R2 2 R3& #heulo]E, Lo, v xHolE, BrlHoE, ~HolyolE B #EgdoES ¥
et uk, olo] A|TE R = A Wabo|i; 18]I X

= 27 o] 23S dEhdT. R2

R3S (2 EE (3 F 3lite] 9x19 & Yrt. dukE

o] N5 SHEE T,

RIS & Lo, -NH2, -COOH, -OCH2CH3, -OCH2CH2CH3, -OCH2CH20H, -COCH=CH2, -OCH2CH2NH2, -0S02CHS3,
-OCH2C6H6, -OCH2COCH2CH2COONC4H402, -CH2CH2=CH2 2 -0C6H6oN Al st Aeld 4= it} H3t RIS #XEF X
ol XBA T HAAE dZse= AE v Y F Utk o]EL opvn I dzEHE,

Zeolv=, HEAd oHE, ZRlen= ZEIeUolE, WY sh2udolE, EAstolm=iE ¢,

o=, Teyted-oinl, Zested dis, NIS dAHE, stol=giA s, Aileind o aHE, HAlomd
BIEEZC|E, Hilojujd HAHolE, % EFALFUCIE d& £ 5 vk, & 2 HExF AA el
A F-VEGR IAS zhe 2EF AAE 2Fsta Rl #8718 &8 2lEFo] o 2d%hd £= dZ2% F-VEGF
FAE AT Joo vE AR gEs FUrE TS ¢ vk oY@ Ao, & e =3 A Ee
H-2f 2% fa A8 2 o 28 78 AL & ZFE 7K AAleAY ol X Zoja 74 A7
TE ATS LAY Aol & v

oledt FHY HEFT AAAA FE&3AY A3e BAE '209 TTHRAA AHE AE

E FxEA 2 AN dgdEnt. A7) AR % 12 olHe AFE #
7] B ofHl, MAdolne ofA|Eolu| k., 2-ofu| = gtolu e, 2(2')-R'-o}H] oA 3l
stoh, zhzhe] 9o, AH-& 1209 FANFTREY F 4olA veRd wkel o] 20 2 37ToA ARRAQl 2 EES
PAeth, wEka B @S PEG-12-N1-GDO; PEG-23-N2-GDO; PEG-18-N3-GDO; PEG-23-N4-GDO; PEG-8-S1-GDO;
PEG-18-S2-GDO; PEG-12-S3-GDO; PEG-18-Ac1-GDO; PEG-12-Ac2-GDO; PEG-12-N1-GDM; PEG-12-N1-GDLO; PEG-12-
S3-GDM; PeG-12-S3-GDLO; PEG-12-Ac2-GDM; PEG-12-Ac2-GDLO; PEG-23-N1-GDL; PEG-12kN1-GDP; PEG-23-Ac2-GDL
9 PEG-12-Ac2-GDPEA A ol& X A& FEI3th, GDLOE FHUAE tggdoES gnsla (Pe &
Ag dImgelEE ousitt. 3§E ZHe 25ToA Aol M7 1830 WA 86991 %) 3}ejv]E] Pa
aga B9l 0.872 WA 0.924¢ PvE zh=t),

e
o|
tlo
Kl
o

B A A £l .ol Al AA A e A
9Hs ¥sta, ©, 252 IA5AA F-VEGF AESH 548 e RS FAAA, A= B5FH
Ql -VEGF AESH 2 ok&Esty EA& zhe A dhHo|th, mjar 53] WE #16,884,879 T E o)A
83 A-VEGF &5 sNAgch, olid A= VEGRe disl 73k A% =g xdsts 5AS 7 A3t



[0037]

[0038]

[0039]

[0040]

3-VEGF 3A] 2 3F-VEGF A WolAS xa3dt}; VEGFS Adlsls 58S Wa Axe F4S ZAZL
VEGFE Adsl= o8 3 AL FEddich. apeze 243 3= (
o E

Woll A W] Al VEGF-RFE 52412 Aaist7] 98 ED50 a2 ©A] oF 5 nMolt}h. &A= 5 mg/kgel 34
T ST
\;l

=
(=N
~

(¢}
o2 A673 BAU TF EdollA Hojk ofF 50% TF FFS Aslste A
E LUCENTIS® (BFYu|Fgh 2 #v=ar 2140 AAl =4
525 98 ¥t 8o "F-VEGF FA "= A
Are] WMo AT Adke ol AW =
ey

=

-0,
n:
2
e g

oo
I
o}
[.

f
2
av)
=)
il

i
¢

3
odt
i
fr
)
k]
%
o
iy
odt
é
@
[p)
Sy
ol
ol
i—",
ku
ﬁ:{
i
it

r
b

)
rlet

F‘(
e

i

>
oX,
i
yu]
i)
o
1=}
N
3!
(o ok o
=
= (
=
u
d
=
[
i)

o
N
g
o
o
)
=

|

N

S

2>

N

olf k

: ro
o O
2t TR

o N oo

o XN oo mt )y XN
DR
o2

R
AC)
k]
2
-
=
>,
ek
=)
olN
ot
=
N
ot

oy 2
o -

Qi
s
s
N
i
>
T 2
oF
>,
>
2
)
o

n)
I
AC)
k!
S
Ay
o
N2
n)
it
oot
Jo T
LT
4y
N
X
kel
(it
S
oo
QL
Q
ox
2
"
m
0,
v
>.\l
uf

)

R
e
tlo
ox
2
(<0
o
N
do
:oé
p=r)
o
0,
oo
°,
& K
r«O
=
ot
o
L
=
[p)}
sl
o
2
rl
o

oo
S

[}
27 ded e At
Az WolAel sl F7t= <
vt A9E 2zt S U =
e 4 Aok, ol d Iztst WolA=
Md W 1159 F4 7hd =dl)l MES xekE

o, ]
Y % of,
[
W
SIS
0o > —ﬂ FU{>
cg 12 °
'{)‘ _Ilm 'z E
2l
x o 2
)
2o B
m& rE i
2
}Oll r\
= > o
2 X3
o
o
N
E on
H
=)
ro
X
i
I
o
k]

nls 53 W A17,060,2695 % A 2 HAlAe dsidch. o] S8 fuHlFe ATEkal A
gk, 1269 S8 AT AT el A VEGF-FE FRAZE Ay g dHe Asta, 4] W
© WA o 1x 1079 Kd gho@ 13 VEGRE AFA7E 131eh F-VEGE FAY FaDe 47] taols Fol
b WAE 2t A7) IEE F-VEGR @Al ME WE: 1169 T b =Eel Md TEan Ad
AE 1159 A 7k =l MESs 29T dyuFEe b 5ES 96 agkd =g 13} 161

2 S E FAlE QIR A ¥ A 1A A (VEGF-A)Ol AFFste] ol

"lg-i o
2 "Y4E ) 0.01% A2 o]

310 mM 3| 2ElY HCl, 10% &3, o3, Eg=z E
b e vloldeA] FHEA, Fo SN RA FFHT.

mg/nl PNIFE £ SIS A9 & Qi A

oo o

gy r] e 199919 "Selection and Analysis of an Optimized Anti-VEGF Antibody: Crystal Structure of
an Affinity-matured Fab in complex with Antigen"®] WA © =2 Chen et al.o] 93] Journal of Molecular

Biology (JMB)olA wralwl 38} st& oA A ATt (Chen et al. JNB, 293:865-881 (1999). FH|Fgte]
A % AA ALE o] =AM YO3172A WAIE AL =& = 1A vehdth. o] Adwit ojye}, =EE &
gk VEGFell gk o] A whe] A7 slwo] #aA tlolg & ATt (=9 870 #Aojxo] % 6). ]
TS S AR BEA AT FA E FEFS ofy|she VEGF-A AFete] oo AETHA &8s A3

= A0RE FAHETE. H|FHS VEGF-Ad] A8l ol& Aastal T A3z W ol A VEGF -&-A <

O

=

HEAGIHE AORE VEE-AS BT mebd AR B 34 (ABA); A FE 2 09 AL F
e AaANT, S Fel Ackel GaF Kol VEGF Fx FeAMS AT §o] F-VEGF A
v A% g4 2 A dE, 74 Fab, Fab', F(ab), R F.& X&staL, o, A7 @& A3k VEGF Ao

A AR ke B4e JEdn. GEFEe B oF 1x 107 e VEGRO] tle A% AFE (Kd)E

Zb=th - = ¢k 1.4 x 10 ¢ A% H3% (Chen et al. 870 H o)X E i), '269 E3¢ = 10A 2 10B= o
ke A s 2 S spA =ofele] Y8 AlFE) (Chen et al.olA vERD mle} 7S Fab Y0317).
o] MEL '269 E39 AE WHE: 115 D Adg HE: 1167 AT},

271 =i 5sjoA AwE gynlsy 9l o F-VEGE AsiAl e of= Rt ofyel, F7FAQ] F-VEGF =

_10_



10-
2177437

==
=0l

T T
LcﬂWmﬁ]
2 = < N TS
Wﬁ% T x
70 ® ,oﬂNmOg
éﬂﬂ w)inn
2 i ™ momam.mW7Lé
mgﬂwol)u,Fémwz,i P
e &ngqmm4wa w T
- ja + _60 lrﬂr .
ﬁﬁg,_}vxﬁmﬂm&ﬁTO VL% g B R
i erlr,mﬂoG,I.Zon;o o‘lR\LI;A
%mﬂﬂ@%_ﬂﬂ V\ﬂ =3 Jlo r71%u$ﬂ
?%w@@%ﬂ%%%iwmx Wdr.mwﬂﬂlﬂ =0
@uE%ﬂxL L.Lum‘_ ﬂ]a_{]rimﬂ Mﬂ]
= Lﬂoluww Ho %2 EUMCHM% S
i i&ff& 4E muvﬂilr ﬂ:L;
7mﬂiELEEﬁE# = Aso9x(J|LoE,mE1W€l1MAT
N w - S 91ro EAL _#_1rux‘_1E N
W ol = Tl 111_5ﬁa X Logﬁﬁwrm;eg%
dﬁémﬁmo}t{ﬂlﬂl, WG()? Y *© H i &
wamxaﬁweglﬂ@moucawo mﬁk_l.m zuﬁ Lfgoggag.ﬁbMEMﬂT
jwiéf?ihm i Eg =5 iﬁwiiilmf
1r1o (]]ﬂo i o T G _ =r -~ Eﬂ Unma(\u
oLza,lMoMo.mL&al, ﬂmﬁcewl dﬂFﬂLHﬂs]W%%&lzdrMSJIM,mWMﬂO
) A0P1dr.su|%uu_mv mon6ﬂ_..noﬁwd;udFﬂuoix.ATze-Tﬁanr
,ao.aa szr1 se4uﬂ1F héxwr S ﬂmll&sa‘ﬂ1
wrtlrgo#%wmﬂmﬂﬁﬂ w® B mo:ﬂ B R e mﬂg. lo@mmi ormmm%iSALHEﬂooQE
o Fo) ﬂ_”z« ]Ll _ ! oz V_‘Dv07 ‘_Iﬂ_/ 4n SIQU_L o=
OfmgWrWUeru ogdWL, Wva .ﬁfmﬂ ﬂ%% h%im_@{ m«ﬁoéEﬁ%W Wﬂﬁ%?iﬂwmﬂrﬂ
mffxww\t%@m% I c;fu%m,_ﬁ %ﬂmmu% ,Vaﬂ%moﬂqorp% ,@Mggﬁrm%zﬁ%
BK mxd;o_nsn;o}ébﬂ i @lVﬂu _EE4 ]&Lﬂéx} EH?LL%QG o%umyugzumeliu
}Eglgg@ﬂﬂawﬂhx By oquuﬂ@ %;Eg@w,&ea xéﬁ;Tso)Lamo mguaf N A L
mﬂwﬂﬂlﬁaf Mo Aﬂﬁrdr.ﬁ}gr1 _@ﬂﬂ_% 11L.,0Tmm %muzﬂ@mwégo Pa#ﬂﬂ_@&ﬂ
e 2 ﬂ@mi%o 9 ahlwour; gm;o}zgﬂw .UEL:Tﬂ aéﬂﬂgoﬁ mfﬂi
Oﬁ&wmamwmg: wwo;m@a@zo _Mﬂomﬂ.yfﬁgmfgwaquqqnflaj;o
L%Euwutcny)ﬂ N W ) EAR Fo m};%bﬁwb%wnﬁwo; 1mﬂ1lx%i5 =
s VémeWATémwh 2 w @Jdﬁ :_A@ﬂﬁ%ﬂg%o% ﬂwEL vuxvﬂmoio# L)Mlo
7%3 = 1&1% }105 111xr ﬂu@yohuiii]]xd ﬁb_ — % = M LL:HO
sﬁTdﬂe ﬂ7 HZ ior X gl x_,ooo X = ° Jlo,mez_,oo ]o_uz___ﬂyu ~
oaiﬂﬁﬂG@aﬁﬁlLﬂ = I a o ﬂEHIH,%Qﬁ X EEWW%EMW ,ﬂbwﬁoﬁa,x MLEW
@gwaﬂg%méuh ,@@09%041%1% 4@aﬂm¢@omoma aisogwﬂk @ﬂ%@g%g%
aof,%gm mﬂéum wgmum G wmgwmémgww%wmys%bﬂ p P S LLEE
ST ﬂm;r...@a%ym z;ﬁw;ﬂwwm@ 2 ATUJHHEEm%%xﬂzmwmﬁw_woﬁwg
gw_mﬁg@ﬂﬂfih Maﬁoﬂng 5 Sz w{%% AHM%Fw;ala%mmqomxuﬁnﬁaimo
. ouxﬂ' Mo = e . ° = £ ° ﬂ%(_Lo ~ o R
é]m%1lﬂ.ﬁ Mwo = W anﬂrpumﬂ z.mo& HMLlﬂ ogur{ for %7?au@ﬂmﬂ1?m1wvé
mma;wwg%HWﬂ gmoyngqmevyﬂ;wﬂ&wej.wﬂmaw M;Z.mimfwafmm T
,o‘_7m2moso(lﬂox,molo ,modﬂVLHIAo]LP.W mEEuo,omﬂ,waﬁezTHléf%ci&oﬁt Ulle,mo mudl
= o ° io 410 = — mut X X0 e NN N _E_B‘aL J a =
d W éﬂ®g IS T o A = < i 1&_% T § oow B T B
ﬂ)oaﬂthﬂe%&W -~ ﬂmﬂ E%t1 .ﬂrogaﬂzaoulo —_ N a2 A A__&Bmoﬂ
zoﬂumaéﬂﬂﬁaz,_ié V@rﬂmu% mgme uxw/.lmnnﬂxoﬂorge Momowﬁ o 2 .%ﬂ,izmxﬂbfmoo_n@maﬂ
fffmf? = T . =Ee T : Py f:;ﬂqiéfaqaﬂoffim i
mﬁaLﬁmmﬁﬂlMﬂLXﬁWiﬂ T o 1Arx_.7ﬂ% zTATATo1 iﬂtﬂ%Hl@%“@ﬁﬁlﬂ%ﬂ&uéilﬂ(ﬂ
%;}% ixzﬂ moﬁaﬂrw__m Qnorm ﬂé@ B 1ﬂinog1,1LL K é,Aﬂﬂ
o ocmoLLHL_ gl noE A w LMLE LE% & — Eﬂao_y T]E
B I~ " o el XA | T o= K <0 %JI ‘HQE B e o il N o ajo N = WIﬂZﬂ]ZFJIZ‘.# n} | ToH B! 7 X
C_mo%émo%z1k i gwr : X .ﬂ%&ﬂ_ %u&iﬂgﬁﬁ.uBM sov %mgﬁgallolo
Lhmrugﬁéﬂnxooﬁﬂ hu_c)mﬂmxﬂmw L%ﬂx?ﬂoﬂﬂEaF%}moEﬂﬂﬂﬂE fe auw =
ucﬂﬂ z\maoamﬂro thﬂwwﬂHSd.wo - ];T.@LP ﬂa,] Gthsﬂ.@%ﬂmﬁﬁVuuujleaiFﬂllo
Tgk,fop@( up@_a_ = %@wa&gg,%.ﬂ J@mlezﬂyia}ﬂfvg U
AF.m_é W W = mw,go 717E Mnau@o = o X o & CI k é_d@iﬂr"%
gmwvmm o X EC % F %waﬂgu@qm o;fﬂ;l,ﬂoqwi;f;;mnml1
) ) = ~— = X ° ;. ” 3 _ﬂ
ok me?liuyiqﬁfimmwwﬁanffzza;&.
] o S 3 = 3 T T = 9 ot%v ol " a2 u1ro/1a4
b = SR mﬁ_m Eé%éﬂmﬂwmﬁuomrma )owimmﬂwohﬂﬁyaioDaﬂuyuo
W Tz %Dt Adhmoaolo%zou %OTEE 7nxniug1ynuﬂ1%zig
L;ﬂw] SNy mofﬂeih .F@ %woqwaégﬂeaanxg.ouua.}ux%LAﬂ
Emau.rqtﬁaeﬂmsmé,ﬂoo;ﬁm%wxfr AT@w_wm%ﬂ.qA
o T @Eﬂﬂf%vﬂx _@Maf_é_ ﬂﬁ%%%ﬂ_] Hﬂim@%mm
- RpE El_yo aOﬁz_L x41og_w VJE3L
ouag:cﬂowga @mxwubrkloouﬂé %ﬂ%&mmeﬂm%
T 3 e W v " o ) = ﬂ% — K Z ! S N
T m T )ATE v ¥ Ts_q1
Z;;rb@4%3;;ija@im>w@ﬂ§omq
= 2 @L?W%ﬂ%% LEWS.&IYMEE@GBI
FL_SLﬂl‘_ qoq‘uryﬁlﬁ,lmg@ q}%]ﬁi
_suﬁOAﬂr.i_xom mﬁﬂq.ou T = m\L)u.f Vﬂmw
#%ozlbfiﬂeﬂ@zﬂo.m .mﬂx B
®ﬂﬂg% wgw%5qﬂh§ﬂ
@Aaﬁ%ﬁiﬂ%%d@ﬁmﬁﬂl
?H\Mx mo./?bwriﬂ
RN mﬁmr_o;;o
\UIMOEE/EN/HE
7o @.%mﬁ o O ’
oﬂm_.mﬂwkl
ol
Eﬁﬁ

11



[0043]

[0044]

SESdl 10-2177437
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fE AR F e sy e Y] R AR Ao
OFE W o9 xR o]FT. FUIE, <k WS 3 woR
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[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

SES534 10-2177437
5L YEF HEH|E &q7} 15 mL &9 9 2Eo}H Ol E, YERF F2ol=, A1A7AH YE
F E2HolE 9 A2¢74 FNG 2FFoRH AF £AS AZ3AT (V= 20 nL,
pH 5.5). ©]% 1.45 mLe] o] g | &8ssk, M@ YrE dE AAY K
GA Zh7te) FEE 0.142 mg/mL (A2¢9718 YEF F2F0|E); 6.7 mg/nl (A1G/NAH YEF E2d0]E);
50 mg/mL (ZE]L2A 40 ~HolHo]E); 5.1 mg/nl (JEF ZF=eto]=); 0.333 mg/m (FYHIF5); 10 mg/mL
(PEG-12 GDM) % 2.8 mg/mlL (UHEF Huo]E)ATt. pHE HCl EE NaOHZ 24T 4= Qo AEATF ofv|w
A EE e B 288 5 Adu. & 32 AHe] 74 g3 E3E o PHH= Holx F UM 739

¥ (Qusomes®)S HoJFr),

Yajd 2- =7] ZeeAe] ek By ol

MR PEE olgstel B/ Zuel AgHt JEF AA A Aw ﬂﬂﬁé A A

ol
R
NI
“., =

h =
[0kl | 10, 20 2 30 Fol 1@ 1, 2, 3, 4, 5, 6 L 24 A7k MEZ S AHEGCH. HolHE FRFHO
2 Hed gxF JUnFH AAY A AN 3dxolA B Zure] g Y 2o folHdl HE £EE W
AFYTh. H-ZEZE AAL] A EFA olHd Ry 79 @ 14937 tiu|sle], 2ZE AAA guynF
we Fo] & 3AIZ AlFsle] A E AL HU) 24417704 okl Tt (dlelE s YERA] 282 - Chen et al.

Eye London 2011 Nov;25(11):1504-11& #.). #£3HAQ f&o= 7, @ ol-x]4dl(Valia-Chien) X‘Etﬂoﬂfﬂ
AFS FPt. B2 AdA 3459 2xoA Aledksir. 2 AW JE XA Aleld f1X|Eia, o A
Aol A, B7] ztuke wto A o] &5t 4=& MW (receptor chamber)E 3.2 mLe] A= A & & F
Lo Aol Fgde] FHES AFAIZTE. BHRIFE B 49ty o g ke, AU AAS 2FS 3 nlo
7t AA7E Fe] AW (donor chamber)oll AF AT, b BHE A&HH 02 ATt o7 A[Ho] +&
HEZRE HES FHEAT - 400 uL MES AHSR L 742Ee] Al7bel] 400 ple] 292 dAAZAG. HE
o2 Al AFHSG T 10 w5 20 B 30 5 1 AIZE; 2 AR 3 AIZE; 4 AIZE; 5O AIRE; 6 AIRE 2 24 A
7k, olw] 3HA A|zte] HPLCO 93l gfun|Fito] A& HPLC 2+ 8] iz §N2=2 A Lucentis®
ol &3ttt E7 Ztt whg T EF AAC] FAE HUEskE dld AP EES =S o] &3l Ay
HPLC dlo]E]e} dA|Fitt.

2Ale] 3~ DUEE 7}7] FERpo 4] o] A]S] =] o)Ak ol 37

o

DEE 7H1 x5 25 5 wd (6x/d) 341wkt
F/L2 6 x 17 ug E= 102 ugol k. o] 25:¢] 7|3 of Ax Mt FAek FA (CFD)Q A B AlE 9
S7Fe] iAol vkt (= 13 &= 25 FHan). 85, W FAe FUF 9 A AEe] A dolwtar,
10500 v F 4R ARE thA] AT (34 ug/Y). A14Fel] OCT 2 BCVASIA <] Aol digh F31%k

gro] FAHAG (= 17 28 Fa), YT ZIEZS o|&dle] 21 FU} AL EF X FEdh. 3%
F2p o] Aibs = 4-7olA yEbgar dizel Hlsl CFT R VAClA 9] 7i4de WolErt.

YAl & EAGAEER HAEIES ol §ste] Bxp4)s] AT 98 oA

—
oz
o
1o,
2
2
,
fo)
_@

/9 Azt BuuFe % &

f
o T

gl T M A ARA ATl DEE 7R AF S Egdise (TMHE Z233 =% AAS
REQkeh. b A dEE DMEE VH 3] gk (Ho AW 5841, 53-6441 H)el F 3] = al
65 WA 4078 S#ko] Hol-rAg AlF (BCVA). #Ab= 50| 1259 Ao
o
2

7 712 Bk Ao Ae= AFo| A 241 7kmbT} 133 ug (Wlo|AZ M) o] TAE 3-h8k 3 o

L= AAESITE, AlZtel| w2 P eSEdAA (D)2 SHE nie} o], Fo Az FAHLS 1Y

of o & AMAHC Rztgel Nk 9 FFE Ty T A (CFDA 7150l wslel & U3 3
= obA AR

(FP) #tollA ETDRS W5 T5x2 7|+ 3-TA JE 7hRl Ak vE, ¥F g9 =29 Zﬁ*]’ (FA)
oA rEo] AAW Bxe] W& alw ATl mE Fur ol Awmel We ol T AAE AHow
ol87bsd A% BARRE N A GAS BAow Az

\'HU
4
i
Vv

7} W4 (primary end point)E XFSSTH. FAHQ A= Aol whE 7]F BCVAIAIL] W3},
= [e]
Al

EUAEE + 1% HEFT A3 HetY
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[0060]

[0061]
[0062]
[0063]

[0064]

[0065]

[0066]

[0067]
[0068]
[0069]
[0070]
[0071]

[0072]

[0073]

[0074]

TA A A

mg/mL
EYIAEE oHEYE * 2.667
SO EEANTZHMYAEZ QA 3.000
A19714 YEF E2H0|E 10.000
A 28714 YEF E2HE 3.000
Zg42H0]E 80 0.500
EDTA 0.100
UEE FEgo|= 2.500
Hzdag 2805 50% 0.200
PEG-12-GDM 10.0000
& 1ml
pH 5.0 - 7.5 2 ZA3d7] Y3 NaOH E+= | 449 d= 432 133.35
HCI ng g FHIT.

PEG-12-GDM: X =; tjoldZE A&

ZYAE grg2EHE (GDN).

e
B
r o

—

2. JOIESNTRANYAEEO LT Bha QLo 2T U EFE WFY
0,

o] "t

e

H[A F/H4e HE FI9] 40%5 Wil o]E 70 WA 80T7HA

-ZgddA=2eE (PEG 12),

Bolt}, o] TA v &3 (W 12 m)E Aol HEZ
2]

I o] Ax TREF

ol=E 50%% H7}eta oA
:—é—ﬂ/‘aﬂﬂ olE 80 S
21t}

= Jd= W=

7ra gt
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[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]
[0082]
[0083]

[0084]

[0085]

[0086]

T A7l detels AT Zzhe] Ayl WE o] EfhiwE A3 @S 1.5 al
[e:

o9l F4-T MBS AR BAGA BTE AAY TAE TFF 2R A 4L B
2 4 L AR waeA egv. A2Adel, 39l $A mEel FTE 71E
S

o] ulal 7FAaE ok 3} 29 Hojx 100 ume] CFTOlAM <] #ZA7F ARk, A3HLols, 389 3t
B A A eI S F g He > 15 U 2AE i

e dro] ole] Hol Al Al ik ek Al il AFAleHA AW EHAARE, HatE 2l ois)
olo] Al Bl WPIRNE Hlod glo] thFe mistel Wio] o]Fold 4 k= Mol s woke] 4o Vs
Ak Al WEHE Aok, wEkA], dE 5o, s oo T VEAs A AHAd RS ol &ste], WE
3 AWEA ZUs FE AT ATE Lo Be FAdE AXAY FAT 5 s Helnk. olEjg A4
= 2 el H9 del gl

ZaEd

1. Roskoski Jr, Sunitinib: A VEGF and PDGF receptor protein kinase and angiogenesis inhibitor. BBRC,
2007.

2. Fong D, Diabetic Retinopathy. Diabetes Care, 2004.
3. Bhagat N, Diabetic Macular Edema: Pathogenesis and Treatment. Survey of Ophthalmology 2009.
4. Meyer C, Current Treatment Approaches in Diabetic Macular Edema, Ophthalmologica, 2007.

5. Chen Y, Selection and analysis of an optimized Anti-VEGF antibody: Crystal structure of an

affinity-matured Fab in complex with antigen, JMB, 1999.

6. Presta L, Humanization of an Anti-vascular endothelial growth factor monoclonal antibody for the

therapy of solid tumors and other disorders.

7. ETDRSR, Photocoagulation for macular Edema, Report 1, 1985.
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