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The present invention relates to use of a bispecific fusion protein that inhibits activation of complement
pathway and vascular endothelial growth factor (VEGF) pathway for the treatment of age-related macular
degeneration. The present invention also relates to a pharmaceutical composition comprising the fusion

protein, and a method of using the fusion protein to treat age-related macular degeneration.
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The present invention relates to use of a bispecific fusion protein that inhibits
activation of complement pathway and vascular endothelial growth factor (VEGF)
pathway for the treatment of age-related macular degeneration. The present invention
also relates to a pharmaceutical composition comprising the fusion protein, and a

method of using the fusion protein to treat age-related macular degeneration.
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[0001] ZRZHAM K HNHIRE A RIS E W 52 A & AT(VEGE) RIS AUS
G ARG EE Eié&?@@%ﬁ Gt T AVER - ARHES KEE
i & B B Y B SR B AR E Al sz & E B e RS R H R M = S B N T
% e

[SEATRET ]

[0002) 4Fi ARSI (AMD » BRI B D E Y
BB MR Pt - A EBERMA S BN 45 DL » EL PR
BTN RIS BT - 2IRUTE 3000 B RN EEES
SEATE 50 8 RIS - EREOBSELA OZHB(LIHE - AMD &
RESFREBE LTINS > HEERREE = ABEER -

[0003] AMD :Z30 R B G % b R AIHIRPE) S AT ML B
BT THE - SRR AR 2 LA TETEeS NI T S A S BT
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BEIERTERE ¥R R BEREEEIGH  BELERER
73 R ERERE > 7y REGEAB AL - 2 HA AMD thig KR AMD -
FrAEME M AMD » EERESERME N K EIRE RET(VEGE)RREUEL » 11
SRR LR 3R b R AR RS2 28 Z IR AT AR M AR B » BIFRES AR
A MEER(CNY) - FHEE MR - 4R E3R _E A Bruch REUR - R

SR B -

[0004] AMD HUREHSNGE A2 MYE » BRI VEGE S
TN 2 7 £ R AMD By L TIRIA - B4 - MBS SN S
BB R RE R TR R AR AMD SRIEEEN - MEAGHErES
RPE 18H E#HEA - — 5 EEE RPE 24 - FHEGAEE T O4iEss - 76
Rk GA(ZEYEI AMD) ; 53— 5T » RS -G 4BRR N » BEGEAESR 4 » VEGF
BRE > FAEMBER > TR £ AMDGSEE! AMD) -

[0005) Hrissey s AR AA MBS AMD » HENEE
B S LA R M AMD BRI R URE  TTAE TR BB VEGE By A A BB
54 o (B2 H AL R AR UGB VEGE B84 RN R £ 534
ZEAR » MITHIEASTIS VEGE IVEUESEY) « I S — E A
i BEIEEALEES - BEIEEESE RIS S RO T SRR
B ~ 4658 L BAIAE S _EERER T AR S » RIS A RG] VEGF AT
A B BB IR PR B - B4 RS e B R A B
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- [0006] WO2013082563A1/AF T —H&ERTHIHIH] VEGF S NIAHEG A EHY
i EEH o HE - W02013082563A1 HEEREE T szl & H LB ie ARYIEE:
#AJHHY AMD 2 S A NHVIST HATEEE T+ » T EH5EE AHRES
AMD JRRERVEFENE - IRER4EEEERRIPNIZEY SRR ERVRZIRMERSIAMES > 028
FEREA SRS EERYENER T ESETSH AR AMD HRRAYEE
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[0007] — ~ J&RTTi%
—J7TH » A KA E R P Y AR R H B M R DR M (AMD)HY
737k - ZITEOTEEZERFE %] VEGF BRI ARREES -
[0008] TE—EEHTEY  ZRaESES SEQIDNO : 1HFF

DTGRPFVEMYSEIPEITHMTEGRELVIPCRVTSPNITVTLKKFPLDTLIPDGKRII

WDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLTHRQTNTIIDVVLSPSHGI
ELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVNRDLKTQSGSEMK
KFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV

HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS

LSLSPGKGGGGGGQCNAPEWLPFARPTNLTDEFEFPIGTYLKYECRPGYYGRP
FSIICLKNSVWTGAKDRCRRKSCRNPPDPVNGMVHVIKDIQFGSQIKYSCTKG

YRLIGSSSATCIISGNTVIWDNETPICDRIPCGLPPTITNGDFISTNRENFHYGSV
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VTYRCNPGSGGRKVFELVGEPSIY CTSNDDQVGIWSGPAPQCI (SEQ ID NO
1)

[0009) f&E—{EEREENEMTEY » ZmaEEIFY ]S SEQIDNO 1
RAEERR  ZBEEOELARFEFTHEL BB2> HEETES2A
W02013082563A1

[0010] 7E—(EEHMITETF - 5% AMD RiE!E AMD -

[0011) FE—EERITES  ZRME AMD BEFLTH—ESEEEIRN
BRI - RS - HLIEEE - BEEREE IR AENEIEAR - BRI
HrAEMERE - EES(LER - HERERES  SHZHERES -

[0012) FEEHITES  ZREE AMD EEARGFEH I 2R (choroid
neovascularization, CNV) ©

[0013] F—EBEHGET » 2Rt AMD HEAITREHT AMD !

DEFFRAR SR ME AMD HREBEEBER LM T CNV 5 MI/E
)BT B B(OCT )it - ORGSR E>250um -

[0014] TE—(EEHITZES  ZEE/ASEE -

[0015) fF—(EEREERERITEF » ZERRNEER  HEF LER
AL —IHRTIHIR ~ RN B -

[0016] 7E—{EEREEMEMTZET @ ZERH ASFER - RN AMD
BEN AR B -

[0017) F—(EEENERTET - ZEREEEHUTRERVENE
AMD :

DR FEAR RS R ME AMD HYEBIMEREDEF LM T CNV 5 /B
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DR TERERER(OCTIFH - T REEERE>250um -
[0018] F—EEHENERITES » AR EEETERUT TEHE
ERVE I
1) SRR R R AR
2) HksEHEHTAEME A R(CNV)ERRE ;
3) EERSIEATJ(BCVABRERIES |
4) % AMD B BRI RS 5 A/
5) R AMD EBE B NS EIG RIS -
[0019] HE—EEENERITEY » ZAFAEETER T —Eg %
TR
D= s EREIERR JJ(BCVA) 5 FI/E
fFEEF L REEERE 5 1/
)RR && AT A= B A B (CN V) [EITE
[0020] fE—EEENERTETD  ZaF I EEETER DT —EHS
ERSE S
DERFERSIET I (BCVA)BEEGK-PARLEIR S E /D | {E ETDRS & By ER
=2/ 5 {E ETDRS & » BERERS 5-35 {# ETDRS F& » fla1EE 5-25 (&
ETDRS Z=H} » Fl4ItEs 5-10 {& ~ 5-15 {& ~ 5-20 {& ~ 10-15 {& ~ 10-20 {& ~ 10-25
& ~ 15-20 {@E=k 15-25 i > Flaikes5-6~7-8~9~10~11-~12~13~ 14~
15~16~17~18~19~20~21~22-23-24~25~26~27~28~29~30~31-32-

33 ~ 34 B 35 &L 5 FI/EK
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2)E R EH JJ(BCVA)BEELAR /KSR = S% DAL » efEfEE 10%LL L -
BlanERE 10%-200% » BXE 10%-150% » FEfE 10%-100% » B fE 20%-100% ~ £
50%-100% ~ 60%-100% ~ 20%-80%%Y; 30%-70% » BE{E 50%-70% » B{E 60%-70% >
B0 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% -
65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% ~ 130% ~ 140% ~
150% ~ 160% ~ 170% ~ 180% ~ 190%%%, 200% » K/,

3) R R B (CS TR B4 /K PR 25um DL E » BIAIFE(X 25-350pm >
B 50-300pum > B{E 50-200um » BIAIFEE 25 ~ 50 ~ 75 ~ 100 ~ 125 ~ 150 ~ 175 ~
200 ~ 225 ~ 250 ~ 275 ~ 300 ~ 325 ~ 350um » BEEEAR/KOERRE 5%EL E o i
B 10%-70% » BXEE 10%-60% » B 30%-50% » B {3 40-50% » Fl40 5% ~ 10% ~
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65%%5%, 70% ; Fl
=9

4) &S REHT 2B I 8 4 AG(CN V) I FRBE B4 /K AR EERE 0.1 mm? DA | » B0
[ 0.1-20 mm? - BYEE 0.2-5 mm? » F4E 0.3-2 mm? » FIAIR&{K 0.1~ 0.2~ 0.3 ~
04-05-06~07-08-09~1-11-12-13-14-15-16-17-18-19-
2+21+22~23+24+25-26~27~28-29-3+31~32-33-34-35-
36-37-38-39-4-41-42-43-44-45-46-47~48-49-5-55-
6-65-7-75-8~85-9-95-10~105~11-115-12~125-13~13.5 14~
145-15~155~16~16.5~17~17.5~ 18 ~ 18.5~ 19 ~ 19.5 =, 20mm? » BE L
%5 7K SEAEEL PR 5% A E » BIIFR{K 10%-70% - 85 10%-60% » BEEE 30%-50%
B 40-50% » A0 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% >

55% ~ 60% ~ 65%5EK 70% o
99032D1 %6 H - 3£ 76 H(EURREE)
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NMU3@—%?%%%@’$%%W@6EEM@%K%%¥@&%%
M - AT FREREALA B EIEK - M - B E RN E 2 8 LA
55 o AN TR E I A FRARE AR RIS EIEENE - HTILHAY
A UF A ERR S HIS FEE S R H BRI - EE SRR H U B R E
B o LU - sEAHERHIARRTER I AR TR AT -

[0022] FE—EEHITET  GafERREENEEARY RN
PSRRI EEZRY B - DI » s 4B ARz > H R A R0y RRR SR

‘ﬁ%&%ﬁlETQQM&mﬁ?TMEWﬂP”W%.ﬁ%&ﬁ@ﬁﬁ@ﬁ%
RNE BRI ERE -

[0023] HE—EEHTET » ARPRSEGRBHDEEA -

[0024) F—EFHTET » AEPNRISEOREFRNERTER -

[0025] FE—EFERHITET  FAEWORSESERIAIH -

[0026] F—ELEHTET  HIRSIRASEFEEA S AEHNREE
ARV BEARY - (E— BT KT - WiR SRS EEE g - £ — ST T
P > FEHHIRERPYE S SR S & HYAR G 5 A B S 4E R B DA
FEERRPDEE - IREES - R TS - BRI - BIREEE - ZET
VBT ~ BREEBEPEST ~ FURSPUES - SR TS - IRBREDEE T34  IRERIREST
IRER LS B B IR I A &1 - B BTN EHERRHYHERAS ~ e
KC - BEK - R - GRS - BRI RN  IAERARAS IR, - TR
EEETIRHY MG 4A S - BUEN - IRAISEARE I EST4E%E -

[0027] FE—EEEfTET - ARV EESGERELBR-R &

KWK ~ FR—RK ~ FMRA—K - BERR - FHE—R - GWHE—X - §UHA—
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R~ FRE—R - 8NE—R - FEE—X - 8/UB—R - -E8HF—XR - GWA
—RECE R - ARV S B VEEEEITT U A—E - Z8 - =8 — R
WA ~ = ASCE RIS - T BB EE SR B Z Rk o SUH R A ] © £ — (@
BENERLTET - ERHEGSEEIGE— KRR - BiE—2 G EE
{EFEHHE S — KRG EE -

[0028] #£ FALHVREERITFET - ASNREER BRGERI BT E

H 0.01-10 mg/HR - #3fE 0.05-8 mg/iR » B{E 0.05-6 mg/lE » FE 0.5-5mg/iR » &

@

£ 1-5 mg/iR » = 2-5mg/lR » FI40 0.5-2 mg/iR ~ 1-3 mg/fE ~ 2-4 mg/HR ~ 2-3 mg/
AEEK 3-5 mg/R » 40 0.05 mg/fR ~ 0.1 mg/HR ~ 0.15 mg/HR ~ 0.2 mg/iR ~ 0.25 mg/
AR ~ 0.3 mg/iE ~ 0.35 mg/HE ~ 0.4 mg/iR ~ 0.45mg/iR ~ 0.5 mg/iR ~ 0.55 mg/lR ~ 0.6
mg/HRE ~ 0.65 mg/iE ~ 0.7 mg/ER ~ 0.75 mg/iR ~ 0.8 mg/HR ~ 0.85 mg/HR ~ 0.9 mg/iR ~
0.95mg/if ~ 1 mg/iR ~ 1.1 mg/iR ~ 1.2mg/iR ~ 1.3 mg/if ~ 1.4mg/iE ~ 1.5 mg/iR
1.6 mg/iR ~ 1.7 mg/fiR ~ 1.8 mg/lE ~ 1.9 mg/iE - 2lmg/EF’< ~ 2.1 mg/iR ~ 2.2 mg/HR ~
23 mg/lR ~ 24 mg/iE ~ 2.5mg/iR ~ 2.6 mg/iR ~ 2.7 mg/fiR ~ 2.8 mg/iR ~ 2.9 mg/iR -
3 mg/iR ~ 3.1 mg/BR ~ 3.2 mg/HE ~ 3.3 mg/fR ~ 3.4 mg/iR ~ 3.5 mg/fR ~ 3.6 mg/i§ -
3.7 mg/iR ~ 3.8 mg/iE ~ 3.9 mg/iR ~ 4 mg/fiR ~ 4.1 mg/iR ~ 4.2 mg/iR ~ 4.3 mg/iE ~
4.4 mg/iE ~ 4.5 mg/lE ~ 4.6 mg/BR ~ 4.7 mg/iR ~ 4.8 mg/lR ~ 4.9 mg/i§ ~ 5 mg/lR -
5.1 mg/iR ~ 5.2mg/BR ~ 5.3 mg/iR ~ 5.4 mg/iE ~ 5.5 mg/lE ~ 5.6 mg/iR ~ 5.7 mg/iR -
5.8 mg/lE ~ 5.9 mg/iE ~ 6 mg/iE ~ 6.1 mg/iE ~ 6.2 mg/iR ~ 6.3 mg/iR ~ 6.4 mg/lR -
6.5 mg/f§ ~ 6.6 mg/iR ~ 6.7 mg/iR ~ 6.8 mg/iR ~ 6.9 mg/iR ~ 7 mg/i§ ~ 7.1 mg/iR -
7.2 mg/BR ~ 7.3 mg/lE ~ 7.4 mg/iR ~ 7.5 mg/iE ~ 7.6 mg/iR ~ 7.7 mg/iR - 7.8 mg/fR

7.9 mg/iR ~ 8 mg/HR ~ 8.5 mg/HR ~ 9mg/iR ~ 9.5 mg/AR - 10 mg/HR » /3 2 mg/AREL,
99032D1 %8 H » 76 H(BIHRHED)
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4 mg/iR - ZBIEAVEEE T R EHIRSIRES B i B S A S ANR S E A
HYBSEELH Y - Bl - WIR BB IE R EEAH A » B30 FEEHIRERAEH)
BIR & G HYABSB0T51 56 P B BB AR ) » BIANFE IR AESS - IREESS - TR
RS BEREUUER - SRR - B TS - IREEHEPUEST BB PRS-
GERETTEST ~ HRBRERME LSS ~ BRERIRITST - IRBR IS B iR o IR 253k e
TRRSEH &Y - BRI DA {ERS R B RS - TRAREE ~ FEK ~ B - G50 - A
GERE > FERE S, - TRAEEARGE IEANS: - BT aiR P e de IR A & i A 4R S
Yy o BUEEM o SRR ETEE -
, [0029] HE—EsBE T Hrp - RS IAR T (S L B B 5y =] B B
WA - ] DAT & HA SE YL F A
[0030) 7 BHtT7/ER—SE 7=+ - E{EREHY . O RER R R4 5E
RiZKSEAEED - TR4GEER 21 ~ 3 BEC 418 - 655502 518 - 455805 608 ~ 45588 7
4BER 8 - 4BER 908 - AEER 1008 - 45BER 3 (A A - S8R 4 R
wEEte 5 ER - ZERN P LEAEEEAKERE 25um BLE > GO 25-
350pm » BE{E 50-300pum > B {E 50-200pm > FIAIFEAK 25 ~ 50 ~ 75~ 100 ~ 125 ~ 150 ~
175 ~ 200 ~ 225 ~ 250 ~ 275 ~ 300 ~ 325 ~ 350um » B E HAASEER /K SEAEEERRE 5%
PAE > BIAIREE 10%-70% » BE{E 10%-60% » = 30%-50% » FE{E 40-50% » #
40 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% -
65%%, 70% ©
[0031) 7 BaiU77A—SE TS - B{EERAIAREE T 4 8 AR
(CNV)HREIVAAZERT/KSEAHEL - 1E4R5E, 2 4 ~ 3 BSR4 8 ~ 40BER 5 ~ 42k

& 6 43 ~ 4a8E1R 7 ~ 40851 8 8 ~ 40EE(R O ~ 4RBER 1078 - 458512 3R ~
99032D1 F£9H » 376 H(EHRESE)
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4GEE% 4 B HE@EEER 5 B H » ZERRIVIRGE R £ 1M E £ B(CNV)EEEFK
0.1 mm? B F > FIA0FE(K 0.1-20 mm? » B 0.2-5 mm? » B {E 0.3-2 mm?* - FI40fE
{£0.1-02-03-04-05-06-07-08-09-1~1.1-12-13-14-15-16~
17~18~19+2+21-22~23-24+25~26-27-28~29~3~31+32~
33-34-35-36+37-38-39-4-41-42-43-44-45-46~47-48->
49+5~55-6-65-7-~75-8-85-9-~95-10~105~11~11.5~12~12.5~
13~13.5~14~14.5+15+15.5~16~165+17~17.5~ 18~ 18.5~ 19~ 19.5 5, 20mm? »
B E PG EER /K EAREL R 5%2A L > BIAIFRREIE 10%-70% » &¥E 10%-60% » &
£ 30%-50% » FE{E 40-50% » Bl 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% »
40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65%%E%, 70% ©

[0032) 7£_E#I77AN—EEHITE T BERAIRER TR IBCVARY

(EEFIVKPAEEE - fEAGEEIR 218 ~ 3TN A  EEER 51 - 45BETR 6 1 ~ 4R
®7TH - GER 8 ORI TR 108 - (AEEL 3(HH ~ LABER 4 (H

HE&agE% 5 @A » R EBENRERERIBCVARSEZE/D 1 {E ETDRS F
 IERE S 2V 5 {E ETDRS 28} - E{ERRS 5-35 {E ETDRS 21} » flAES
5-25 {& ETDRS &} » Sla1iEE 5-10 & ~ 5-15 /8 ~ 5-20 /& ~ 10-15{& ~ 10-20 {& -
10-25 {F ~ 1520 {EEK 1525 (B> BlaEE=5-6-7-8~9~10~11-12~13
1415-16~17~18~19~20-21+22-23-24~25-26~27-28~29-30- 31~
3233~ 345 35 (EF R} - SiEBAEEERTIY K SEARER RS 5% 2L | - B RS 10%
DUE > BlAEEE 10%-200% > 8% 10%-150% > B EE 10%-100% » B 20%-100% ~
B {3 50%-100% ~ 60%-100% ~ 20%-80%5%, 30%-70% *» FE{E 50%-70% » FE{E 60%-

70% > B40 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~
99032D1 £ 10HE » £ 76 HEHHRHED)
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60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% ~ 130% -
140% ~ 150% ~ 160% > 170% ~ 180% ~ 190%3% 200% -

[0033] £ EHMITTEN—EEHITRT » Headhk  ZERTEERES
RS

[0034] 7£ EAITAN—EEHETRT @ EG5E% - ZERNVREGR
AR A RIRNEEHEE -

[0035] F£ EHCG/AN—EERAET > ZEREA -

[0036] 1£ EHTAR—ELARERIR T  ZITAEMRERZERLLY

0.01-10 mg/HR - & 0.05-8 mg/HR » 4% 0.05-6 mg/iif > F{E 0.5-5 mg/if » F{E

1-5mg/R » S £E 2-5 mg/iR - B4 0.5-2 me/iR ~ 1-3 mg/iR ~ 2-4 me/R ~ 2-3 mg/iR
% 3-5mg/iR - %141 0.05 mg/iR ~ 0.1 mg/iR ~ 0.15 mg/lR ~ 0.2 mg/iRE ~ 0.25 mg/iR -
0.3 mg/fR ~ 0.35mg/BR ~ 0.4mg/MR ~ 0.45mg/iR ~ 0.5 mg/AR ~ 0.55 mg/iR ~ 0.6 mg/
HE ~ 0.65 mg/HRE ~ 0.7 mg/HR ~ 0.75 mg/BR ~ 0.8 mg/ER ~ 0.85 mg/HR ~ 0.9 mg/HR ~ 0.95
mg/lE ~ 1 mg/HE ~ 1.1 mg/iR ~ 1.2 mg/fR ~ 1.3 mg/lE ~ 1.4 mg/lE ~ 1.5 mg/iE ~ 1.6
mg/lE ~ 1.7 mg/iR ~ 1.8 mg/iR ~ 1.9 mg/iE ~ 2 mg/iR ~ 2.1 mg/iR ~ 2.2 mg/iR ~ 2.3
mg/iR ~ 2.4 mg/iR ~ 2.5 mg/iR ~ 2.6 mg/fR ~ 2.7 mg/iR ~ 2.8 mg/HR ~ 2.9 mg/iR ~ 3
mg/iRE ~ 3.1 mg/fR ~ 3.2 mg/fE - 3.3 mg/fR ~ 3.4 mg/iR ~ 3.5mg/iR - 3.6 mg/i ~ 3.7
mg/iR ~ 3.8 mg/IR ~ 3.9 mg/iE ~ 4 mg/lE ~ 4.1 mg/l§ ~ 4.2 mg/lE ~ 4.3 mg/liR ~ 4.4
mg/iR ~ 4.5 mg/iR ~ 4.6 mg/iR ~ 4.7 mg/fR ~ 4.8 mg/lR ~ 4.9 mg/iE ~ Smg/iR ~ 5.1
mg/iR ~ 5.2 mg/iR ~ 5.3 mg/iR ~ 5.4mg/fiR ~ 5.5 mg/fR ~ 5.6 mg/i§ ~ 5.7 mg/iR ~ 5.8
mg/HE ~ 5.9 mg/iR ~ 6 mg/iR ~ 6.1 mg/lE ~ 6.2 mg/fR ~ 6.3 mg/lE ~ 6.4 mg/iR ~ 6.5

mg/fR ~ 6.6 mg/iR ~ 6.7 mg/iR ~ 6.8 mg/iR ~ 6.9 mg/lE ~ 7 mg/iE ~ 7.1 mg/iE ~ 7.2
99032D1 F 11K - £ 76 HEHERAE)



202525865

mg/iE ~ 7.3 mg/R ~ 7.4 mg/iR ~ 7.5 mg/R ~ 7.6 mg/iR ~ 7.7 mg/iR ~ 7.8 mg/fE ~ 7.9
mg/iE ~ 8 mg/ER ~ 8.5 mg/iR ~ 9 mg/iR ~ 9.5 mg/HR ~ 10 mg/iR - &£ 2 mg/iEE; 4
mg/RIVEREIR - FR—R - FRR—R > GFERK - §E—X - GWE
FUUE X SFRE—REENE IR NEFHRAIE %Rt e E 0 - BE
AR EY o O EIR JE R /K P HYAE BER /KT REED - 458518 N BB UE - sx (BRSO
TRAGHR R 7K PR 25pm BA_E - BTN 25-350pm » #¢E 50-300pm » 5 £ 50-
200um > FIANFE(E 25 ~ 50 ~ 75 ~ 100 ~ 125 ~ 150 ~ 175 ~ 200 ~ 225 ~ 250 ~ 275 ~ 300 ~
325 ~ 350um » BEBIAGEERTKEAHEERRE 5%RLE - BIIRR{E 10%-70% » 5tk
10%-60% > FE{E 30%-50% > FEHER{E 40-50% > BIAI 5% ~ 10% ~ 15% ~ 20% ~ 25% »
30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65%E{, 70% °

[0037) #& Rt J7 /AR —LBRERITET - i AEEEZERLE
0.01-10 mg/iE » #¢fE 0.05-8 mg/HR » B (£ 0.05-6 mg/HR » B{E 0.5-5 mg/iR » FE
1-5mg/iR » L 2-5mg/iR » 4 0.5-2 mg/iR ~ 1-3 mg/iR ~ 2-4 mg/iR ~ 2-3 mg/iR
B 3-5 mg/iRE > 40 0.05 mg/iE ~ 0.1 mg/iE ~ 0.15 mg/if ~ 0.2 mg/iR ~ 0.25 mg/Hf
0.3 mg/iR ~ 0.35mg/liE ~ 0.4 mg/fiR ~ 0.45mg/iR ~ 0.5 mg/iR ~ 0.55 mg/iR ~ 0.6 mg/
iR ~ 0.65mg/HR ~ 0.7 mg/HR ~ 0.75 mg/iR ~ 0.8 mg/ER ~ 0.85 mg/fR ~ 0.9 mg/HE ~ 0.95
mg/ER ~ 1 mg/iR ~ 1.1 mg/iRE ~ 1.2 mg/BE ~ 1.3 mg/iR ~ 1.4 mg/lE ~ 1.5 mg/iRE ~ 1.6
mg/HE ~ 1.7 mg/HR ~ 1.8 mg/HE ~ 1.9 mg/HE ~ 2 mg/lR ~ 2.1 mg/iE ~ 2.2 mg/iR ~ 2.3
mg/iR ~ 2.4 mg/iRE ~ 2.5 mg/fE ~ 2.6 mg/lR ~ 2.7 mg/iR ~ 2.8 mg/lR ~ 2.9 mg/iR - 3
mg/iR ~ 3.1 mg/iR ~ 3.2 mg/iR ~ 3.3 mg/iR ~ 3.4 mg/fR ~ 3.5 mg/i§ ~ 3.6 mg/HE ~ 3.7
mg/iR ~ 3.8 mg/lE ~ 3.9 mg/lE ~ 4 mg/iE ~ 4.1 mg/iR ~ 4.2 mg/iR ~ 4.3 mg/iR - 44

mg/iR ~ 4.5 mg/iR ~ 4.6 mg/iR ~ 4.7 mg/HR ~ 4.8 mg/iR ~ 4.9 mg/iE ~ 5 mg/iE ~ 5.1
99032D1 F12F » # 76 HEHHRHAS)
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mg/iR ~ 5.2mg/HR ~ 5.3 mg/lR ~ 5.4 mg/iR ~ 5.5 mg/iE ~ 5.6 mg/iR ~ 5.7 mg/iE ~ 5.8
mg/iR ~ 5.9 mg/BR ~ 6 mg/HR ~ 6.1 mg/iR ~ 6.2 mg/iR ~ 6.3 mg/fE ~ 6.4 mg/fE ~ 6.5
mg/iR ~ 6.6 mg/iR ~ 6.7 mg/iR ~ 6.8 mg/iE ~ 6.9 mg/fiR ~ 7 mg/iR ~ 7.1 mg/ER ~ 7.2
mg/iR ~ 7.3 mg/lE ~ 7.4 mg/iE ~ 7.5 mg/§ ~ 7.6 mg/iR ~ 7.7 mg/HR ~ 7.8 mg/fE ~ 7.9
mg/iR ~ $mg/iR ~ 8.5 mg/i¥ ~ 9 mg/iE ~ 9.5 mg/fE ~ 10 mg/iR » &E 2 mg/liR=;, 4
mg/IRMEREE - FR—K - BWMRK—R - BEWRK - B8R GWHE X
I~ BRI — KN B — O R A AR R A E S » B
REHYAREE IR 4= 1 42 B(CNV) ETRHVAS EERT/KSEAREL » 45858 /IR UR » 3
{EBEAYHRES BSR4 I B A2 (CN V) EREREE 0.1 mm?® B » f20FEE 0.1-20 mm?
B 0.2-5 mm® > BAE 0.3-2mm?* > FILIfE(K 0.1+ 02-03+04-05+06~0.7>
08-~09-~1~11-~12~13~14~15~16~17~18~19~2~21~22~23-
24~25~26~27~28~29-3~31~32~33~34~35~36~37~38-39~
441~42~43-~44-~45-46-47-~48~49~5~55-6~65~7~75~8~
85~9~95~10~105~11~11.5~12~125~13~135~14~145~15~155~
16~ 16.5~ 17 ~ 17.5 ~ 18 ~ 18.5 ~ 19 ~ 19.5 5, 20mm” » BB BERT/K PAREL I
& 5%k > BIZIRRE 10%-70% » B¥fE 10%-60% » FEfE 30%-50% > £ 40-50% »
B 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~
65%2%, 70% -
[0038]) 7 Buit57Aay— BB ITES » 7 AEERZERE Y
0.01-10 mg/iR - #efE 0.05-8 mg/R - FE{E 0.05-6 me/iR > FfE 0.5-5 mg/iR - FEE
1-5 mg/iiR » B fE 2-5 mg/fR » #40 0.5-2 mg/iR ~ 1-3 mg/fR ~ 2-4 mg/iR ~ 2-3 mg/iR

B¢ 3-5 mg/HR > #1140 0.05 mg/HR ~ 0.1 mg/fR ~ 0.15 mg/iR ~ 0.2 mg/fR ~ 0.25 mg/fR -
99032D1 B 13 H - 76 R(BHERASD
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V.

0.3 mg/ERE ~ 0.35 mg/fRE ~ 0.4 mg/iR ~ 0.45 mg/iR ~ 0.5 mg/iR ~ 0.55 mg/iR -~ 0.6 mg/
HR ~ 0.65 mg/HR ~ 0.7 mg/BR ~ 0.75 mg/HR ~ 0.8 mg/HR ~ 0.85 mg/HR ~ 0.9 mg/ER ~ 0.95
mg/HE ~ 1 mg/HR ~ 1.1 mg/HR ~ 1.2 mg/HR ~ 1.3 mg/liR ~ 1.4 mg/iR ~ 1.5 mg/lE ~ 1.6
mg/lE ~ 1.7 mg/iR ~ 1.8 mg/iE ~ 1.9 mg/lR ~ 2 mg/iR ~ 2.1 mg/iR ~ 2.2 mg/iR ~ 2.3
mg/iE ~ 2.4 mg/iR ~ 2.5 mg/iR ~ 2.6 mg/iR ~ 2.7 mg/fR ~ 2.8 mg/iR ~ 2.9 mg/EE .
mg/iR ~ 3.1 mg/fR ~ 3.2mg/lR ~ 3.3 mg/iR ~ 3.4 mg/iR ~ 3.5mg/fR ~ 3.6 mg/iR ~ 3.7
mg/HR ~ 3.8 mg/fR ~ 3.9 mg/HiE ~ 4 mg/iR ~ 4.1 mg/BE ~ 4.2 mg/iR ~ 4.3 mg/f§ ~ 4.4
mg/HE ~ 4.5 mg/iE ~ 4.6 mg/MR ~ 4.7 mg/iR ~ 4.8 mg/iR ~ 4.9 mg/iR ~ 5 mg/li§ ~ 5.1
mg/HR ~ 5.2 mg/BE ~ 5.3 mg/R ~ 5.4 mg/iR ~ 5.5mg/flR ~ 5.6 mg/iR ~ 5.7mg/iR ~ 5.8
mg/HR ~ 5.9 mg/iR ~ 6 mg/iR ~ 6.1 mg/iR ~ 6.2 mg/hR ~ 6.3 mg/iR ~ 6.4 mg/fR ~ 6.5
mg/HR ~ 6.6 mg/EE ~ 6.7 mg/fE ~ 6.8 mg/iR ~ 6.9 mg/iR ~ 7 mg/iR ~ 7.1 mg/fi§ ~ 7.2
mg/HE ~ 7.3 mg/iE ~ 7.4 mg/lE ~ 7.5 mg/fR ~ 7.6 mg/iR ~ 7.7 mg/iR ~ 7.8 mg/fiR ~ 7.9
mg/iR ~ 8 mg/AR ~ 8.5 mg/fR ~ 9 mg/iR ~ 9.5 mg/iR ~ 10 mg/iR » 8XE 2 mg/HRE 4
mg/IRAVEREIR - §R—R ~ FRA— FERIR ~ FE—K ~ FRIHE
FIUE—R - FRE-REENE - RSB EEI A EAZR S E D 9E
FEHVERERSIER J(BCVA)RVAEERT/KIEAELL - 45288 /B UR - 22 ERHTR
ERIERJIBCVAYRE 2/ 1 i ETDRS F&f - #{FEig= 27D 5 {8 ETDRS F&)-
¥ {EiEe 5-35 {E ETDRS £} » fliiiEs 5-25 {§ ETDRS & - FliEEs 5-10

& ~ 5-15{& ~ 5-20{F ~ 10-15{F ~ 10-20 {& ~ 10-25{& ~ 15-20 {@E=, 15-25 [@FF} »

FlantgE 5~6~7~8~9~10~11~12-13~14~15-16~17~18~19~20+ 21 »
22+23~24~25~26~27~28~29-~30~31~32~33-345;35{HFE » BFHEHE

ZERIHYAOPAEELERR = S% LB SRS IO%L/U: plantEs 10%-200% B

99032D1 514 H » 3£ 76 H(EIHRAE)
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{# 10%-150% > FEE 10%-100% » F{E 20%-100% » B {E 50%-100% ~ 60%-100%
20%-80%E%, 30%-70% > F{E 50%-70% > FE{E 60%-70% » & 5% ~ 10% ~ 15% -
20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% >
85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% ~ 130% ~ 140% ~ 150% ~ 160% ~ 170%
180% ~ 190%%E%, 200% -

[0039) = ~ A&

BT HE - AN AN VEGE RN R KAVRELS R 5 ERE R

FE(ERE P THP B AR AR B M =P B M (AMD) Y EEY) P HY R -

[0040) =77 - 43895 kilf VEGE R RREHRESED »
ERANEERE R FEV BB FE R R =D 8 M (AMD) -

[0041] SR ETHE=J7H > HEMVE—FREDT :

HF—EEHTEF » ZMEEHEE SEQIDNO © 1HYFF

DTGRPFVEMY SEIPEIIHMTEGRELVIPCRVTSPNITVTLKKFPLDTLIPDGKRII
WDSRK GFIISNATYKEIGLLTCEATVNGHLYKTNYLTHRQTNTIIDVVLSPSHGI
ELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVNRDLKTQSGSEMK
KFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSILTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKS

LSLSPGKGGGGGGQCNAPEWLPFARPTNLTDEFEFPIGTYLKYECRPGYYGRP

FSIICLKNSVWTGAKDRCRRKSCRNPPDPVNGMVHVIKDIQFGSQIKYSCTKG

99032D1 B I5H v 3t 76 H(RHRAZE)
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YRLIGSSSATCIISGNTVIWDNETPICDRIPCGLPPTITNGDFISTNRENFHYGSV
VTYRCNPGSGGRKVFELVGEPSIYCTSNDDQVGIWSGPAPQCI (SEQ ID NO

1)

[0042]) FE—(EEERNERITET  ZMaEARIFY R SEQIDNO 1
REERL  ZRMEE0EARFTEE BB2> HEEHEZR
WO02013082563A1 -

[0043] FE—EEHITET * #Z% AMD KR!t AMD -

[0044) 7E—(EETET » ZRME AMD 275 MU N — Es &
Rl RTINS ~ oL - BEEEREE - S EAE R EAR  IRE G »
FEMER » BIRSMELER - thERER S EERHEE -

[0045] FE—EERITET  ZAME AMD ERREHEEHT B E(CNY) -

[0046) HF—{EEKITES - ZRME AMD &EALITRAEHT AMD :

DIRFEIRE ST RN AMD RYEBIMESEBER LM CNV 5 RI/EL
)RR BRI (OCT) RS » LRI E E=250pm -

[0047) E—EEHRITET > & ERERHARERE -

[0048] 7 —{EECENERITES - ERAH R EE - AR LilE
T EE—IEFTIEYRR ~ TEINA/ B -

[0049]) FE—(EEENERITES  ZERAHNIREE - HRRE AMD
BEMEAHERRZEE -

[0050] E—{EEENERTET - ZEREE B HI T RHRERVRKE
AMD :

1)FRZEIRME SR AMD BYESHHESTE R LITR ONV 5 RIS
99032D1 516 5 - 3£ 76 K(RHRHEE)
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DE LR TETERUE(OCT)fFTE » P ORMEER/ERE>250um -
[0051] FE—EE{ERVERTET  ZeFTEERTREALTENS
TERR
1) LSRR A AR
2) HR&EHEHT A M A U CNV) BRI
3) FFERSIEHTI(BCVA)BRELRTER ;
4) JRME AMD BB e s A R AR ¢ /K
5) &Yt AMD BB S Es AR ETRR -
[0052] FE—EEENEITET  ZoFRIEERTER &S
ESVE K
DR EEERJBCVA) ;
DR LAAEREE - RI/E
3) R ARARAS HEHT AL M A= F(CN V) [Hi % -
[0053] E—(EEHENVEHGEST  ZaFTEEBTERL T &S
TR
DEREBIEGRIBCVAERG/K LS ZED 1 {E ETDRS 7 - Sz
=z 5 { ETDRS T > EERES 5-35 (H ETDRS F& - fllfEE 5-25 (E
ETDRS 4 » FIA0RE 5-10 {8 - 5-15 {8 - 5-20 & - 10-15 & - 10-20 {8  10-25
8 ~ 15-20 {E5% 15-25 (E5F > BIAISERS 5+ 6~7-8~9-10~11~12~ 13 14~
15+16~17~18~19~20~21+22+23+24~25+26+27~28~2930~3132-

33 ~ 34 5 35 H=H 5 F/E

99032D1 F£1TH - 376 H(EHRHEE)
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2)EERSIERR I (BCVA)BEERA /K SEAR AR & 5%LAE » BEER S 10%2L L
FIAIEEE 10%-200% » B3 10%-150% » B £E 10%-100% > F{E 20%-100% ~ FiE
50%-100% ~ 60%-100% ~ 20%-80%E, 30%-70% > FEE{E 50%-70% » FfE 60%-
70% » B4 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55%
60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% ~ 130% -
140% ~ 150% ~ 160% ~ 170% ~ 180% ~ 190%35%, 200% » F1/5¢

3) RO RAE IR R B (CS YA G /K (K 25um BA F - FIfEE{E 25-350um
By 50-300pum » B 4E 50-200um ¢ FIAIFEE 25 ~ 50 ~ 75 ~ 100 ~ 125 ~ 150 ~ 175 »
200 ~ 225 ~ 250 ~ 275 ~ 300 ~ 325 ~ 350um > BEEEELAR KA 5%Lj F o g
BEAE 10%-70% - 85 10%-60% > T {E 30%-50% » FE 40-50% > BI40 5% ~ 10% ~
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65%5X, 70% ; K
/84

4 R BEET 4 & 42 B (CN V) EI R B R G /K SEAHEE R 0.1 mm? DL | - 4140
FEEAE 0.1-20 mm? » §34E 0.2-5 mm?” » FEFE 0.3-2 mm?* » FIA0FE{K 0.1~ 0.2+ 0.3 ~
04-05-06-07-~08-09-~1-11-12-~13-14-15-16~1.7-18-~19~
221~22+23+~24+25-26~27-28+29~3-31-32+33-34-35-
36:37-38°39-4-41-42-43-44-45-46+~47-48-49-5-55-
665-7-75-8-85~9~95~10~105~11~11.5~12~125~13+13.5~ 14~
145+15-155~16~16.5+17~ 175~ 18~ 18.5~ 19 ~ 19.5 5 20mm? » Bi:FBiEL
LK SEAFERREIR 5%LE > BIAIFE{E 10%-70% » 85 10%-60% » F4E 30%-50% »
B 40-50% > A0 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50%

55% ~ 60% ~ 65%EY, 70% o
99032D1 %18 H » 3 76 H(BIHRIAE)
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[0054] fE—LEHITES  ASHPNMEESGERRRER=R

KRR ~ BR—R ~ EFWR—R - BERRK - BE—X  FWE—X - FHE—
R~ GRBE—R - BARNE—R - FEE—R - 8/E—X 3E8A—X - EWH
—RNFE RIFH - ARANR S ESNGEBEIT U —8 - — 8 - =8 - — >

WA ~ = BEE &R - T A BRI REIR T DAREZCRF - E—{HERE
WETTES AR EAEEIGE M BE—R - GET A EE
FHAVER—R4&GZE

[0055) £ EAHVEEE TR T - AR S EOBERGHEEEES

0.01-10 mg/HR - #¥fE 0.05-8 mg/lR - F{= 0.05-6 mg/iR » F{E 0.5-5 mg/liR - HfE

3

/i3]

1-5 mg/iR - F{E 2-5 mg/iR » #1140 0.5-2 mg/bR ~ 1-3 mg/fR ~ 2-4 mg/iR ~ 2-3 mg/iR
g 3-5 mg/iR > 140 0.05 mg/HR ~ 0.1 mg/iR ~ 0.15 mg/HE ~ 0.2 mg/HE ~ 0.25 mg/HR ~
0.3mg/iR ~ 0.35mg/iR ~ 0.4 mg/HR ~ 0.45 mg/iR ~ 0.5 mg/HR ~ 0.55 mg/HR ~ 0.6 mg/
iR ~ 0.65mg/HR ~ 0.7 mg/HR ~ 0.75 mg/iE ~ 0.8 mg/fE ~ 0.85 mg/HE ~ 0.9 mg/HR ~ 0.95
mg/iR ~ 1 mg/iR ~ 1.1 mg/iRE ~ 1.2 mg/iRE ~ 1.3 mg/iE ~ 1.4 mg/iE ~ 1.5 mg/iR ~ 1.6
g/ ~ 1.7 mg/iE ~ 1.8 mg/iE + 1.9 /MR + 2 mg/l ~ 2.1 mg/iE - 2.2 mg/iR 2.3
mg/lR ~ 2.4 mg/BR ~ 2.5 mg/iR ~ 2.6 mg/fRE ~ 2.7 mg/HR ~ 2.8 mg/iR ~ 2.9 mg/HR ~

mg/iR ~ 3.1 mg/i§ ~ 3.2mg/fE ~ 3.3 mg/fE ~ 3.4 mg/iR ~ 3.5 mg/iR ~ 3.6 mg/HR ~ 3.7
mg/fR ~ 3.8 mg/iR ~ 3.9 mg/iR ~ 4 mg/iE -~ 4.1 mg/HR - 4.2 mg/fF ~ 4.3 mg/iR -~ 4.4
mg/fR ~ 4.5 mg/iR + 4.6 mg/iR ~ 4.7 mg/fR ~ 4.8 mg/i} - 4.9 mg/iR ~ 5 mg/iE - 5.1
mg/iR ~ 5.2mg/iR ~ 5.3 mg/iR ~ 5.4mg/iR ~ 5.5 mg/fR ~ 5.6 mg/fiR ~ 5.7 mg/HE ~ 5.8
mg/iR ~ 5.9 mg/iR ~ 6 mg/iE ~ 6.1 mg/iR ~ 6.2 mg/lR ~ 6.3 mg/HE - 6.4 mg/iR ~ 6.5

mg/BR ~ 6.6 mg/ER ~ 6.7 mg/fR ~ 6.8 mg/HR ~ 6.9 mg/iR ~ 7 mg/iE ~ 7.1 mg/iR ~ 7.2
99032D1 %19 H - F 76 HEREE)
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mg/R ~ 7.3 mg/iR ~ 7.4 mg/iR ~ 7.5 mg/lE ~ 7.6 mg/lR ~ 7.7mg/iE ~ 7.8 mg/iRE ~ 7.9
mg/iR ~ 8 mg/iR ~ 8.5 mg/iR ~ 9 mg/AR ~ 9.5 mg/BR ~ 10 mg/iE - #{E 2 mg/HEE; 4
mg/iR -

[0056) fE—LEHEHET  ASHNRMESE D NEBEEE Y™ LUEE
A » R DA & FAth B2 L [T -

[0057) fE—iERMTEY - E{ERIF LOHREEREE V4 EERT/K A
bh» E4E5E1% 278 ~ S ES4E - CEERSB - LHRE LEETH L&
% 8 I ~ 4rBEI% 9 IF ~ 45ET% 1008 ~ 4GBE1R 3EH - 455E1% 4 (B B 2i4a5Ee
TH - ZEEEAY O R E R AR 25um BLE - SIA0FEE 25-350um - 8%
£ 50-300pum > B {E 50-200um > FILIFEE 25~ 50~ 75~ 100~ 125~ 150 ~ 175 ~ 200 ~
225~ 250 ~ 275 ~ 300 ~ 325 ~ 350pm » 2% BAAGEERT/KEEEL R 5% E » B4l
PR 10%-70% » 85 10%-60% » B 30%-50% » BE{E 40-50% » 40 5% ~ 10% »
15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65%E; 70% -

[0058] fE—ieEhiFZE - BERSHIARAE N 4 M E 4 BU(CNV)ETERY
GREERI/KSEAELL - 1E455E1% 28 ~ 30438 - 455518 5B - 4aBE(% 6 ~ 4o5E
% 7T ~ $55E% 81 ~ 4aER 98 - 458ER 1038 ~ BEER 3(HH - 555 4
A& 8% 5 8 B s (E R HIAREE B0 28 B 42 B(CNV) IR (K 0.1 mm? B |
BIAIPEAR 0.1-20 mm? » #¥E 0.2-5 mm?* » FEE 0.3-2 mm? » FIAIFREK 0.1 - 0.2 »
03-04-05-~06-07-08-09~1~11~12-13-14-15-1.6~17~18"
192~21-22+23-24-25~26-27-28-29-3+31-32-33-34"
35+36-37-38-39-4-41-42-43-44-45-46~47-~48-49~5-

55-6-~65~7~75~8-~85~9~95~10~105~11~115~12~125~13~13.5~
99032D1 20K » 3t 76 HEHHRHET)
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14+145~15~155~16~16.5~17-17.5~ 18 ~ 18.5~ 19 ~ 19.5 B¢ 20mm? » B#
SRS BERT/KSEAEEERE (R 5%LLE > BIAIFE(R 10%-70% @ 8X{E 10%-60% * FE{£ 30%-
50% » B3 40-50% > 40 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% > 45% ~
50% ~ 55% ~ 60% ~ 65%8%, 70% o

[0059] FE—EbErH T ’éﬁi{%%E@%{%%E?ﬁjj(BCVA)E@%Q%“—%—%EM@
FHEL » FE4AZER 238 ~ 34 - 468ER S - B2 6 - (REER T HE
SE1% 8 ﬁn;:?ﬁ 9 ~ 4hBE% 1028 ~ 45EE1% 3 (B R - 455514 4 (R B4 EER
5{EA > 2R ENRERERIBCVAREZE/V 1{E ETDRS Fif - BHERS
Z/) 5 ETDRS &} E{E#R & 5-35 (& ETDRS F& WU#D&%T% 5-25 {l§ ETDRS
=4 FIATEEES 5-10 {@ - 5-15 {F ~ 5-20 & ~ 10-15{& ~ 10-20 {& ~ 10-25 {& ~ 15-
20 (&Y, 15-25 (=R BlEE 5678910111213~ 141516~
17+18+19~20+21~22+23-24~25-26~27~28~29~30~31+32~33+34
=%, 35 TR » BEEBAAEERTIV/K EAELLERS S%LE » ERS 10%LL L - F
WIS 10%-200% > EHE 10%-150% » FiE 10%-100% - F{E 20%-100% - FfE
50%-100% ~ 60%-100% ~ 20%-80%35%; 30%-70% > FE{E 50%-70% » F{E 60%-70% »
B 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% »
65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% > 130% ~ 140% *

150% ~ 160% ~ 170% ~ 180% ~ 190%E( 200% -

0

[0060] FE—EEHITET - 4R - ZERARLEESRSF -
[0061] E—EEfITEY - E45ER - ZERATT REMFZEREFT
ZRIFRIEREAEE -

[0062) F—HEHITET  ZEREA °
99032D1 %21 H 76 HERAE)
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[0063) HE—teEREHTEYT  ZRAEAMU TR TRAZEERER -
BL&9 0.01-10 mg/HR - #¥{E 0.05-8 mg/HR » B 0.05-6 mg/HR » B {E 0.5-5 mg/HR >
HE 1-5 mg/iR » F£E 2-5 mg/iR » #40 0.5-2 mg/fR ~ 1-3 mg/HR ~ 2-4 mg/HR ~ 2-3
mg/ARE, 3-5 mg/iRFEXFIE - BR—RK - BRR—X - BERRK - 5K
ST b/ G AU BRE—REENE— R R I SER IR P 5% B
GEA - E{ERN T R E R EAGEER K AL - 46852 /iR UA -
Z{E Ay ORI E KRR 25pum BLE » FINEE 25-350um » EEEE 50-
300um » BE{E 50-200pm » FIAIFEE 25 ~ 50 ~ 75~ 100 ~ 125 ~ 150 ~ 175~ 200 ~ 225 ~
250 ~ 275 ~ 300 ~ 325 ~ 350um + RALEHATKTALLIEE S%bl - - PRI
10%-70% > B (% 10%-60% > B {E 30%-50% » T 40-50% > B4 5%~ 10% ~ 15%
20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% > 60% ~ 65%EK; 70% -

[0064]) 7E—ScEESER TR @ xFtaER AT E Mz EARH -
BA%Y 0.01-10 mg/HER » B¢fE 0.05-8 mg/HR » BE#RE 0.05-6 mg/iR - B 4E 0.5-5 mg/iR -
FE -5 mg/liR » FfE2-5mg/lR > fild 0.5-2 mg/iR ~ 1-3 mg/iR ~ 2-4 mg/ER ~
mg/fRE, 3-5 mg/lRMVEREE - FR—R -~ BMA—RK ~ FHARRK - §E—:
SRIE— 2~ SIDE 2~ I — K — RO P R P S AR T e P2
GEH - EERRIINRAE N4 ME LR CNV)EFRRVEEERTCHAREE © 458818
FE/ A > % ERRIIIREE IE T B 4 B(CN V) EFERHE 0.1 mm? DA E - FIaifE
{& 0.1-20 mm? > B¢ 0.2-5mm? > F{E 0.3-2 mm? » FIIFEK 0.1~ 0.2~ 0.3~ 04 ~
05-06-07-08-09-1~11~12+13-14-15-16~17-18-19-2"
2.01+22+23+24-25-26~27-28-29-3+31-32-33-34-35-36"

37-38~39-4-41~42~43-44-45~46~-47-48-49~5~55~-6~6.5"-
99032D1 B2 E - 376 EEIHREE)
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7-75-8-85-9-95-~10-105-11~11.5-12~125~13~135-14- 145 -
15415516~ 165+ 17~17.5~ 18 » 18,5+ 19~ 19.5 5%, 20mm? - » B E BIAEEER /K
SEAEEERRE S%BLE - BIZNFR{E 10%-70% » B 10%-60% » T 30%-50% » &
R 40-50% > B4 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50%
55% ~ 60% ~ 65%EK, 70% o

[0065] FE—EBEEEHTEF @ giaEO N A E nzEREA
PI&Y 0.01-10 mg/HR - EifE 0.05-8 mg/ER » B 0.05-6 mg/iR » BE{E 0.5-5 mg/iR »
B 1-5 mg/iR » FEEE 2-5 mg/HR - #1140 0.5-2 mg/iR ~ 1-3 mg/iR ~ 2-4 mg/fR ~ 2-3
mg/HREY 3-5 mg/lRIVEREE - §R—R ~ FWA—RX - BERR - §H—2
S s S AU EFAA—REE N E— R RSN EEEAR A i FH % i
BEH - E{EEEARER R TI(BCVA)NWAEERT/KEAHEL - 428 NEZ VB
Z (ERSHI B EREIER JBCVAYREEZ/D 1 {E ETDRS Fi} - BERSZED 5 @
ETDRS £} » E{EE 5-35 {E ETDRS &) » A4z 5 5-25 (8§ ETDRS &)
BIEEE 5-10 & ~ 5-15 1@ ~ 5-20 @ ~ 10-15 & ~ 10-20{& ~ 10-25 & ~ 15-20 {E=,
15-25 (AR » FlRE 5-6~7-8-9-10~11-12~13-14~15~16~17~ 18 ~
19+20+21~22~23+24~25+26-27~28~29~30~31~32~33+34535(F
FhF  BCEBGGEERIAY/KSEAS LIRS 5% L - SRS 10%M E - flifes
10%-200% » B5f2E 10%-150% » B 10%-100% » B 20%-100%~ §{E 50%-100%
60%-100% ~ 20%-80%EX, 30%-70% > B {E 50%-70% » B {E 60%-70% - 40 5% -
10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% » 50% ~ 55% ~ 60% ~ 65% ~ 70% »
75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 100% ~ 110% ~ 120% ~ 130% ~ 140% ~ 150% ~ 160% ~

170% ~ 180% ~ 190%zE%, 200% o
99032D1 F£23H 76 HEIHREE)
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[0066] FEETEfE - F3CE T Z =T SRR EERSE —JTH
SRR 7T A AL R T A B A S BB T Rt s A
[:FI °

[0067] = -~ EREEYEISETRRESEES

FEHMNFHE  AFHSR—BEREYRIEE T  HEEENE 0
VEGF #EN R m M EEH -
[0068] 7E—EE#/TEF - ZMEEHES SEQIDNO : 1HYFF!

DTGRPFVEMYSEIPEIIHMTEGRELVIPCRVTSPNITVTLKKFPLDTLIPDGKRII

WDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLTHRQTNTIIDVVLSPSHGI
ELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKILVNRDLKTQSGSEMK
KFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI
SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKS

LSLSPGKGGGGGGQCNAPEWLPFARPTNLTDEFFFPIGTYLKYECRPGYYGRP
FSIICLKNSVWTGAKDRCRRKSCRNPPDPVNGMVHVIKDIQFGSQIKYSCTKG

YRLIGSSSATCIISGNTVIWDNETPICDRIPCGLPPTITNGDFISTNRENFHYGSV
VTYRCNPGSGGRKVFELVGEPSIYCTSNDDQVGIWSGPAPQCI (SEQ ID NO :

1) -
[0069]) TF—{EE{ENERITET  ZaELINF5A SEQIDNO 1 -
BAERLE ZReESEAREERER BB HBEHTESRE

WO2013082563A1 -
99032D1 2524 H - 3 76 H(ZUEREES)
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[0070] FE—E&EfTET  ZEREYRIEE TESU TRENZRMS
FH : 0.01-10 mg > #EA{E 0.05-8 mg > F{E 0.05-6 mg > FEfE 0.5-5 mg » FfE 1-5
mg > B {E 2-5mg » 40 0.5-2mg ~ 1-3mg ~ 2-4mg ~ 2-3 mg 3K 3-5mg » F41 0.05
mg ~ 0.1 mg ~ 0.15mg ~ 0.2 mg ~ 0.25 mg ~ 0.3 mg ~ 0.35 mg ~ 0.4 mg ~ 0.45 mg ~
0.5mg ~ 0.55mg~ 0.6 mg ~» 0.65mg -~ 0.7mg ~ 0.75mg ~ 0.8 mg * 0.85mg * 0.9 mg -
095mg-~1mg-~1l.1lmg 12mg-~13mg-~14mg-1.5mg~1.6mg-~1.7mg~ 1.8
mg~19mg-~2mg-2.1mg-22mg-23mg-24mg - 2.5mg - 2.6 mg * 2.7mg *
28mg-~29mg-~3mg-3.1mg-~32mg-33mg-3.4mg-3.5mg-3.6mg- 3.7
mg~3.8mg-~39mg-4mg-4.1mg-42mg-43mg-44mg-4.5mg - 4.6mg
47mg-~48mg~49mg-~S5mg-~51mg-52mg-53mg~54mg-55mg- 5.6
mg~57mg~58mg-59mg-~ 6mg- 6.l mg -~ 6.2mg ~ 6.3mg ~ 6.4mg * 6.5mg *
6.6 mg ~ 6.7 mg~6.8mg-~69mg-~Tmg-7.1mg>72mg>73mg*74mg-~ 7.5
mg~7.6mg-:7.7mg-~78mg~79mg~8mg- 8§5mg~9mg-95mg 10 mg -
E2mgEi4mg -

[0071] FE5E107H @ ALK —EREEYEES - ERHEIER > &
& bt R EEY R B BT B E M EE RS E S -

[0072] AEZ7NTTTE  ASEHL M AL ATl R SR & BT LR

Y R S S B TR B0 S SRl FARH M s P B M (AMD) Y ZEY PRV A 28

[0073) 7EETJTHE » AEEHM Al LRy R R 2 BEoc s _EAT
MEVESRE S - RN TR S0OEFFEER =D M (AMD) -

99032D1 505 » £ 76 E(SRESRAE)
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[0074] JEETHAE - EXENE CHHECCENE AT EESE -2 =7
TH ST E ARG U7 R E A R iR B E B S BRIV T Rt B A A
B

[0075] XEZ&

ASFERMTERE AN TES - HALAES > TEAEFHE
WO02013082563A1 FHYES - MIRIEME PERLFLaER » QAR TATE
R e RN e e N

[0076] % T AEAE > FEALI T ES  WHAEEE - DHEP
2 EFAATEE L T VB E - WA IR - R R - A IR E R R
TR E T - W AR RGP -

(0077 41 SCRARR » iR/ o R HE T b 0 (TS T R R
EE I e

(0078 #IASCATH - B B & s EiE SR aEA e ER « BRI
SE - BRATRMEREMER - BEEI R - A EEREEEHK
“ERE"E BRIESA TR BRIt R E BT VR R  BRED A SRR -
B > E R A RS T R B » B RS i A1
FREVITAG T2

[0079) “{EEsEFERALENY) - WATYEMEEARR - KEFVIGIA -
4 F 5 WHE) - EREEIGIAN - ARIFEABREEIOR) ~ &~ 2k
BeEEG - NERIRR) - EHERTET  EREA  BERE &
DTN

99032D1 26 E It 76 H(RIEREAE)
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L0080 745 48 & i 4 i R AR £ R S RO LS e A A B
SRS - BTN A A | F S S R e e BIIDL B
5 L BIRTE s U — 50 - SRR S B RS
RESRAE S BHOZR 22 (BT 1 ~ HEE ~ MR P WS D » R e
RIS SRR E T AR - JE S AEHE R DA S e
AT RIS R DR 75 = PR o) - TEE— T ST
RS A D SRS T SRR BT 25 -

L0081 FIRAASCES » SEREHEREE « chET - VS - B - 21k ~ (-
RSEEAERER R - SRR R R

[0082) FEFAASTES » “TAU e B R SR S R SR R
Y88 E SRR AN - 72— RN TR - U R S B R T SR

R TR RN AT » R A R

BERTVEEY A

[0083] fisE AR R e A SRR A LRSS > HILE—
RERBENFIEE G - HLRNELPEETIRRER SR Tt e AE
S A B AT B L T SR BB BUREE | ST SLE Y
W ERIAUN - IR | R BAER | RIEER e
WIS IR AT RISt B AR B
AT EE © RUTAAAEBEROAATER -

[0084) “SERPENEEBENEIE G EE RIS - R
IR RN E « AR BRI B B AR ST LR

WE ] LIRS S ER R ERAAGE « ([ERRIVERS - R EEMPrEsEiEEl 7
99032D1 27 E 76 HEYRASD)
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TE(ERS B AT SUERVRE NI 88 - ARAVNETEERN—HE - Af&8
- i EE A S H S E e EEEE SR e e R
ER -

[0085]) “FHFANE e A RERIE N EFRERIIHE - AMERA
FETEM4ERATR - B - N TR MR ST R I RS RIS B TSI R
BIRREEL AT - TR AR E NERERE -

[0086] fifzE FiaEn AR LEERE —ENMERSEL TS
iR Hhaz s hiE—ERE RENE R E - W E S (EE 5 o D A
BR(EIR SR e A — (e R A R AR - 1l - AR B
X FEEN T LR FA RTSERE T - o A A4 -

[0087] fig=E“HIIf VEGF BRI AR EE D L afHiailHsEE
J5k(CID) ~ VEGF f{IHI45 5 (VID)RI L BHAE RSB - (EASI—(EE et E
W52 > #% VEGF Rli&ZEHEE W02013082563A1 thffy SEQ ID NO:40 » it
“CID” ~ “VID” J “*[-ZEHAIE B45REI5 2 K WO02013082563A1 -

[0088) ffiB O RAERE" - AR - B DESEE - BEY
BB RS MmN EE » R ET R RZEER RS g5
LR EVHEE N - T A HEBRY - GRS - DRSS » ERE T
REUR L ~ KHE ~ SRR RE RS - S90 - SBLAIR e L R
L @

[0089]) flo=E AR4EIERTAIME” - 252K B IREIEB MM ERVIEHME -
$&HH Bruch BRAYZLITM % » 4 Bruch fREFEMERE R B 7 7 » B C 4R |

BIRAEREEEE bR 2 AT RAEIE B 2 LR ReE IR TR R 372 &
99032D1 528 H - £ 76 H(EZHHRRESE)
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K. RPE-Bruch E-Aké&IE 4N EE & RHVRFIE A E2WRGEIER £ MERTP
B o

[0090] #iTeE s ERRIER ST RiSe &R IEIRBRIVESEA IERANGHITR I -
R THRERE IR RYIRE

[0091] #03ZHFRRA - AiTEE VB B B B0 ) e Ea TR R B e
AFYEFE AN ES 20— EEERS N E D — SRS E e -
“TRAS A B AR A R TR R T B - A HRTR R SR 2 DR
SHHFTIAVR S EE S  (DERETR - M)EE - ARIHRERAE R EEDS
RS B B T SR - A SR e A

[0092] “FIZEFEH 15 SV BRI h BRiE e T DA NS - B RIE

Bt - WEAEEREEENIRNEEE - BT - REREIEE -

[0093) AZZHFTH » “REE TS pH &EHE - B4 > &ETREEE
B ~ DB - WL - ZERER - MBI R A =SSR A

[0094] AISXFFTA - 08B A B e N A B RIFRAE

| R LAT BRI - T A S A A E R IR S R
RAERSEIEREEARNESN ] - 288 - BTEE - 5 s -

[0095] 0SCHRATH » MBI R B BT S ia e R A i 2
FHVE 2 AR E O R EREEYRIAL > FIATES IRV ~ 229 - TRASE!
RIS R - HaA SR E IR EURE -

[0096] #lis 4 EABFREMEFEANEREEEREERTFRE
/N 10%8Y T IRFIEEFE EBFBE AR 10%0Y L IRNVEREANNVEFEE -

99032D1 B 29H > 76 H(EIRRHAE)
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[ B =R ]
[0097]

[ 1337 IBI302 % VEGF-A 552 HUVEC HFE e ilEIfEF -

[ 2 4t T IBI302 $H e &R BT M EE fAVHIRIEA -

[& 3 f#Eu T IBI302 e S RN S MmAVHIHIEA

[ 4 f4ul T £EIE IBI302 ¥ CNV AJHIEIER - *P<0.05 vs PBS 4 ; #P<
0.05vs IBI302 1 ~ 35 5 pg &l -

53T IBI302 flif] CNV B ECRIZR - *P<0.05vs PBS 4H ; #P<0.05
vs IBI302 10 pg 4H -

6} T IBI302 I 35 HEARREE &2HIVE T - *P < 0.05 vs PBS 4H ; #P < 0.05
vs IBI302 10 pug 41 »

& 7 ##a T IBI302 $HEUEE CNV AR BRI (R ER) -

8 FAU T AR4E AR CD31 SRt EE -

9 HEAl T AR4EHE C5b-9 R dE bR ERFEE -

B 10 #E3i TR ARE AR ST R RERG ST IBI302 1R (ME iR A 2E- I

11 $ 3l T RARBEE RS PR AT IBI302 18 557K RIH 3 As i R 2E- I iy

12 ft T TR RS TBI302 ik - A - HLE - RAE
AREEHE ~ Tl ~ R R EE-IFHh4R -

13 HE DT R T RSB PSR EI B Y IBI302 4
M ImEERE-RF 2 bh4g -

99032D1 530 5 - £ 76 E(EHHEHEE)
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B 14 a7 RUTE R E R 4 R R PR S A FIRERY IBI302 123
SRR - R M B 4R

[ 15 i T BB 5 Fraitay e R FeAv A E R R

[ 16t T BB 5 Fralkey THIEE R ZE v eiie nEE

17 #3717 BB 5 Fraiay | B PR SEa o R s bR E R R Y IEHES A
FRIBER LSS B BAELGRELE

B 18 i T E R 5 ATty 1 BAEGPRIA Fe A B Bads R Ry TP R4
FRIEEE(CST) B LB DL R BAFL R LRI (ACST)

19 $Eal T EWES] S Fraiey 1 BRI E SeE R P RSB EE
BCVA(EDTRS FRIEE) I E4ERIER NV E(L KSR ERE T REY IR
FhET R R B RS E —RIRFRR(EIE R AR -

B 20 FEL T BRG] S FTALET 1 SIS PRI AR R I & BB
BCVA(EDTRS F 518 B AGUEE LR B LERER RIRVEME R ESRAERGE T

REEY M (EFEEE BRI — IR EIE LR - B EER RS
I B {E B EAR 2 H A PISE -

[ 21 fElt 7 E R 5 Ariatey 1 BIERPRIAZEAVERRG I SCE R TRV S BB 4R
#OCT i &= T OB E RN E (L Hh A E XSG TIREy R
FRET B BUR R & —RIFBRAEE RER -

B 22 fEaf 7T E G S Aty VEHERRITZE (U 4RAGIFEAE R RS B E4HAR
R} OCT Mg S5 o BRI P AL L A B L (E BB R {1 > HLPiRAEE
REE TR BRI (BEIEET RN RIS R1E —IORRAEE AR - B{LEE

E SN EE G ZENFIEE -
99032D1 31 H £ 76 HEHHRHEE)

A

am
]
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(&5

[0098) LA A BRI —5RuAS - FoIEA e R At
AR FERA] -

[0099] #&%

AMD fEELAEREME BT M
BCVA e ERSIERT
OCT JtE2AHTEr RS
CNV  Bré& BT 4= 8 AR
AE FRFJE
DLT HISREIMHEE
EC50 FEARORE
SAE BEFRKIE
TEAE JEEHAER RIE
CR1 A 1 ZUFHEGSZHG
[0100] FEjHaBl 1 & BEIIMEREEWIT
IBI302 82 VEGF S RFIFERE S GR4RARR FHI#A1
[0101]) £FF Biacore T200 22 IBI302 HAAHRHACASATEEAIST » IBI302 &2
VEGF S HEFI C3b ~ C4b AR T » Bl e
[0102] IBI302 &2 VEGF FGRAHHIA T YRR ET A E L R E

B ERPA H AR R BT B R - IBI302 B C4b HYERAIJFI CR1 #5% ; IBI302 ¥ C3b

99032D1 £ 32H > #£ 76 H(RHSHS)
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EYERFI IS5 CR1 @ BIRERE A IBI302 £y CID I R 2 CR1 BB 4EREE AT
2 o [HEPREZ nM 4] -

7 1. IBI302 FI=fE% iR AL EL VEGF RIEEH flife RIGAIREE TRy

ALY [iwy; 5 KaxE5(M-1s-1) KdxE-5(s-1) KD

IBI302 VEGF-A165 187 8.75 4.68 pM
VEGF-A121 85.7 5.79 6.76 pM
PIGF 10.0 179.7 1.79 nM
C3b 2.88 287.0 9.96 nM
C4b 4.32 334.9 7.75 nM

BREEHESE  VEGF-AL65 12.62 4.06 322pM
VEGF-A121 3.75 2.49 66.2 pM
PIGF NB NB NB

PRI FAPEE R VEGF-A165 205 7.93 3.87 pM
VEGF-A121 54.6 4.25 7.78 pM
PIGF 33.2 384.5 1.16 nM

CR1 C3b 31.6 109.7 0.35 M
C4b 0.47 80.5 17.1 nM

NB : RigHIE] -
[0103] IBI302 ¥f VEGF-A 5% HUVEC S IIHIFIEA
LX—%%‘%J’E‘E*%TEE’\J IBI302 B2 = RE ] VEGF-Al 65 1% » HUVEC 41
REREE ey VEGF-Al6S (YRR FEMRER LR EAVHEIERET] - FIA CCK-8 &
ERFIEHE HUVEC JEMIERE - HAlE IBI302 #f HUVEC 4 asEllH]

S o [ LIRS PR A R B S E R R S R -

99032D1 533 F 3£ 76 H(EHRAE)
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[0104) 45EEEER : IBI302 By EERRE(EC50) 5 54.36 ng/ml A1 57.53
ng/ml> A& F 347 pmol/L 1 368 pmol/L; Pl FE I F 4181 EC50 k& 41.02 ng/ml»
FEE A 357 pmol/L; B AAERE S EEEAY EC50 £ 87.07 ng/ml #HE 7 584 pmol/Le
IBI302 sEEEEHIE] VEGF H%HY HUVEC HE3E » BEEfuigpgeviEasaMl - tER
REREPUTHRHE - FR 2HIE 1 -

% 2. IBI302 ¥ VEGF-A 52 HUVEC W FEAYHIEIE

ERLT IBI302*  POfHPEEEENR  IBI302* HEBREFUFEIR
EC50 (ng/ml) 54.36 41.02 57.53 87.07
* A A W SR AR B T e R » (RIE IBI30O2 (T 24K -

[0105] IBI302 HiaE 48 HRICAIHIFIE A
PR AU RIS 4R 4T 4HAEEEY - IBI302 71 0.02~1080.26 nM %
P 45 [ P9 A SR FE B MR AV U B F A SR B Y SRR SR AT 4 I A T
TE » B RO T (BCS0)E B 2.514 nM-CR 1 # EC50 {8 5 2.254 nM #2571 IBI302
REFRE IR RHES S BIRTS - B CRIMHD - BAGERAE 2 -
[0106] IBI302 ¥ FERGSHH IR HIHNHITE
B A A ME RS R ATATREEERY » IBI302 1% 1.50~383.39 nM R HilE A
RESTR S CRE MR AYHIARI AMUE R e 0 R ALY A I S FE - EC50 £ 5% 14.59
nM - CR1 #J EC50 {E5y 15.30 nM - &7 IBI302 AEREEHIHIFHRG ST R RS » B2
CR1AH{ - EAR4ERAE 3 -
[0107] IBI302 HEAaHUEHIELIRGHY hRPE SR IETIRERIIE AT S
4l

99032D1 %34 H > 76 H(RHRHED)
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. EEHEFS hRPE 415 > 535 E 4R (nor) « BV (ctr) ~ PS4 (VEGE-
Trap) » CR1 41 ~ IBI302 &1 + BT BANS AT IA t-BHP A1 10%EE3 AL
TE R4\ SRR PBS - BEYI AR A0 A RIS » 315 4 BRI e e
Fo 1 pg/ml » TERAERIBRIEI A SABREHY PBS - #78 4 h (401 hRPE SE4HT
HIFERETHAE - 554 40 %% ELISA 773408 bRPE 48553344 VEGF « #{LE TR
A% 2(Chemokine (C-C motif) ligand 2 » CCL2) ~ C3a ~ C5a il MAC

[0108) HEEIAH(ctr) - FIRITEEFE - CR1 415, IBI302 G B HOBHE iR
{% hRPE §72% I & B (TER) {153 Bl 25 TE3 4 (nor)hRPE ] 54.01% » 64.64% -
63.48% %, 75.90% « FIPEU4R « CR1 4EK] TBI302 4ASFEEI4R 8% TER 7%
127 » IBI302 (EETINTE A - CRLGALLBNE LSS - RS -
% 3. IBI302 5 _+ 7 EERE B HYE2 42

&H 71 5 E7EEREE(Q cm2) Mean+SD
nor 58.70 58.97 59.80 59.16+0.57
ctr 35.82 30.87 29.17 31.95+3.45
Pl A PE 38.81 38.57 37.34 38.24+0.79#
CR1 38.19 35.23 39.24 37.55+2.084*
IBI302 45.19 4337 46.14 44.90+1.41%

*P<0.05 vs FEAILE 3 #P<0.05 vs IBI302 4 -
[0109]) EEfEEFULHAMEEL - FAIPEE4H - CR1 4HA1 IBI302 48 hRPE /7l VEGF
AR R HIRRRR L - IBI302 4R EAMAPE L 4HAT CR1 4HAHEL > VEGF JREHARARE -

CR1 4H#1 IBI302 4H hRPE 433 CCL2 #AE R 4H HHEERHE M felAa a4 hRPE 73

99032D1 B 35H > 76 HEHRHESE)
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AR CLL2 BERVARAELL 4T EE2 R B, - IBI302 4HEAfafHPE 4 AT CR1 &H
MHES » CCL2 FREZRIEEREE » RRATIRS -

% 4. IBI302 % VEGF F2iEfy 58

A=z VEGF EBE (pg/mg) Mean+SD

ctr 79.49 82.18 88.29 83.324+4.51
IAEPEE 59.39 68.28 64.91 64.19+4 494+
CR1 74.48 75.49 74.24 74.74+0.66#*
IBI302 56.24 50.28 50.16 522343 48*

*P<0.05 vs #EFUZH ; #P<0.05 vs IBI302 4§ -

Z= 5. IBI302 ¥t CCL2 FHENFE

4R CCL2 }BE (pg/mg) Mean+SD

ctr 43.15 56.72 59.37 53.08+8.70
PrlAE e 50.38 44.19 53.28 49.28+4 A6#
CRI 42.69 39.72 39.47 40.63+1.794#*
IBI302 26.37 22.16 24.38 24.3042.11%

*P < 0.05 vs fEAULH ; #P<0.05 vs IBI302 4H o

[0110) ¥} hRPE fifg 0SB0 B IRaS AR « BEHEAILH (ctr)MHEL - CR1
4R IBI302 4H3gBH MRS B MR /> C3a ~ CSa ~ MAC HYREE - B2 CR1 4HHH
EE - IBI302 4B C3a ~ C5a fll MAC MRIEZEMRRTEZER - iigre i 4H B
RU4H PR R E R C3a ~ CSa ~ MAC A A EdmAna T =R » H5R6 -

7~8°

99032D1 36 H - 76 H(EHHREE)
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% 6. IBI302 ¥f C3a 3By

4HE] C3a BE (ng/mg) Mean+SD
ctr 93.25 95.26 88.63 92.38+3.40
iy =rise s 95.81 85.29 93.07 91.39+5.46
CR1 71.49 71.16 68.07 70.24+1.89%
IBI302 73.28 71.05 71.79 72.04+1.14%
*P < 0.05 vs FELRULH o
7= 7. IBI302 ¥} CSa FiERYEZEE
461 C5a 2 [¥ (ng/mg) Mean+SD
ctr 23.59 30.67 22.18 25.48+4.55
B[ VY 22.18 | 27.48 23.99 24.5543.46
CRI 19.38 17.28 18.48 18.38+1.05*
IBI302 16.93 14.25 16.55 15.91+1.45%
*P <0.05 vs FEHULH -
% 8. IBI302 ¥ MAC By e 28
£H 71 MAC E[E (ng/mg) Mean+SD
ctr 182.56 196.47 202.13 193.7210.07
PP 176.36 175.40 204.32 185.36::16.43
CR1 146.37 154.46 149.92 150.25+4.06*
IBI302 132.49 139.71 160.91 144.37+14.77*

*P < 0.05 vs fEAULH o

99032D1

FI3TH - # 76 HETRTE)
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[0111] iSibEERGERFRET IBI302 HWHHAAUEHIS(LIBEHY hRPE iR
EIIRE R (REMER » HARRITTRE R HENF A% VEGF MR RUSRAvRAS
JEMER Sy C3a~C5a DL MAC HyZRiE  #E—2 8> hRPE 4374/ CCL2 f1 VEGF -

[0112] EHEf] 2 : B NEENERE

IBI302 S Ea Sy /N B ARES IR A= B AR B AR IS

[0113] EE&ERA CSTBL/6) /NG, - BEIEEE 4 ERG - B AT Y
SEVNEFER T K 6 4 - FF4H 2 R IR)/INER  BOLIEIRAR » BiRLEE AR ENR(PBS)
JEFRAH » TBI302 1 pg/pl ~ 3 pg/pl ~ 5 pg/pl ~ 10 pg/pl BIEAR - BoE esER 1R
ZAAAREE R 4 18 AR BU(CN V) NV IR BRI P &5 1 Wl SEIEH
IBI302 B¢#& PBS - &UEBOCLEIESE 7 REMAMEEER-F etk R (FITC-
Dextran)HEFFARE B FIAREEARE S A - BIE & HI & IBI302 $R0EEFER/NE CNV
HTERYVRZEE -

[0114] E—F B4  1BI302 4 - ffargE(VEGF-Trap)4H » CR1 &H -
PBS 4H - IBI302 FIEREEY)35 K 10 ug/ul » BOEIEEHE L EN I &4E CNV /NEHY
SIRGEIHASHE R 28T 1 ul BAEMES - BOLLEHESE 7 X/ BETIRESERR
2 0 g2 ONV BB - /NEBR /K & SRR 2 FE 7 it m Rl - Hoer
BAMRIEIRS - A2 53 BIHET FITC-Dextran ~ 3|k E 4k M2 (ICGA)FIHR
RENIMESEFFFAIRESEERE - &% M ELISA AigHll RPE-fkidHE H
VEGF ~ CCL2 ~ TNF-a BLJ C3a ~ C5a B -ME -

[0115] EEREER -

REEIE 1BI302 #f CNV yHIFIER © BULEERS 7 KT/ NEIERIRE
FITC-Dextran JEX12ARGEIESER - RATAENE ZEIHAGERE - BotEHEHaser

99032D1 38 H £ 76 HEEHRHASE)
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4H)#3 PBS 4HAY CNV ETEESTE 2= - B4 PBS 484HEL - IBI302 1 pgéH ~ 3 pg
4H ~ 5 ug4H ~ 10 pg 4H CNV ERESBILL PBS 4E8 /D 14.27% » 48.79% » 62.46% >
68.83% © IBI302 10 pg 4HEL 1 pg 4l ~ 3 pg 48 ~ 5 pg AHZ MR ELEHY CNV TR
EZRERETEEE > AR ITE4 -

¥ 9. ZHIE IBI302 4HAEAFIKEE 7+ FITC-Dextran 1% CNV HR

4H A1 CNV [Hf&(um2) Mean£SD
laser 12305.34 12957.21 13048.31 13442.94 12938.45+471.79
PBS 12614.93 12901.45 1283531 12518.08 12717.44+180.74

IBI302 1 pg 10846.59 11156.42 10836.47 10771.92 10902.85+172.25%*
IBI3023 ug 668238  6803.82 6823.45 5738.39  6512.018+£519.51*
IBI302 5 ug 4704.49  4592.72 4629.02  5172.53  4774.694+269.28*

- IBI302 10 ug 3837.91  3938.81  3916.53  4163.03  3964.072+139.52%#
*P<0.05vs PBS4H ; #P<0.05 vs IBI302 1 ~ 38035 S g4l -

[0116) Ei PBS ¥%ER4HAALE - 10 pug/HR IBI302 - PfHPELEL CR1 IH&
CNV BYERBRIER - HEFEFEE R CR1 48/ » 10 pg / E IBI302 AEEREEHI4E]
CNV HFERIZ)R » B2 10~ 11 FIE S -

99032D1 $39H £ 76 H(RHRHAR)
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< 10. FFA &4 2 REE H 27 EL

&H 51 FFA th 2R HEE B 77tk Mean+SD
PBS 100.00 100.00 100.00 100.00 100+6.80
fIfEPEE  63.17 50.49 56.28 58.94 5722453144
CR1 - 67.31 69.52 71.64 48.89 64.34+10.45%#
IBI302 10 ug 31.09 35.72 37.14 21.37 31.3347.12%
*P<0.05 vs PBS 41 ; #P<0.05 vs IBI302 10 pg 4H -
% 11. ICGA &40 CNV HEH 4tb
&H Al ICGA 1 CNV HiEH 77th Mean+SD
PBS 100.00 100.00 100.00 100.00 100+7.00
fiEPEE  68.31 64.69 48.28 44.72 56.50+£11.73*#
CR1 73.17 67.18 76.28 52.89 67.38+10.37*#
IBI302 10 pg 31.09 35.72 39.41 47.02 38.3146.73*

*P<<0.05 vs PBS 4H ; #P<0.05 vs IBI302 10 pg4H

[0117] IBI302 ¥HE¥EEER CNV /NE, VEGF & piVilisIfER - #otk
BEZ55 3 K B PBS ¢HHEL » 10 pg/HR IBI302 ~ fIfHpPEEAN CR1 S RIHIGIEDE

28 HY CNV /N, VEGE B4R - B AEvE 25 4R A CR14FAHEL - IBI302 7] VEGF

ERHIFRINEZRESTEEE  RER12-

99032D1 E40E - 3£ 76 HEHRHESE)
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.. 2= 12. IBI302 ¥#f VEGF F=iEN L&

&H 11 VEGF JE[E (pg/mg) Mean+SD

PBS 150.54 16726 14727  179.37 161.11£14.99
(Eipis FiER=Y 100.84 12046  90.87 108.41 105.15:£12.48%#
CR1 120.37 123.19  113.89 129.01 121.62+6.28*#
IBI302 10 g 76.29 7243 66.53 o 7217 71.86+4.02*

*P<0.05 vs PBS 4H ; #P<0.05 vs IBI302 10 pg 4H -

[0118] IBI302 HHIFOEHEEET CNV /NERRERUE | BOLEAHESE 3 K
ARGEHR S B Ot A 23R 5 PBS 4 ~ FIfaPEE4H - CR14HAGEL - 10 pg/bR IBI302
H]EHEEIH] MAC EARSERRAVI I © BUCLEER 12 h » ELISA AR RPE-HRéE
IRE ST C3aMl CSa HRE/K I - BEANHMEE - CR1 4540 IBI302 40

C3a il C5a B 3ERBREREE - 10 IBI302 42 CR1 4A[E C3a i CSa B AR RS

E27=5E 5 IBI302 4HBAMIA e 4HAREE - C3a B CSa HYREVIRIE - BaR 137

%14 -
2 13. IBI302 %f C3a i &

4H B C3a B[E(ng/mg) Mean+SD
PBS 8.97 9.74 10.98 9.90+1.01
eIFEPE - 8.59 9.30 11.00 9.63+1.24#
CR1 6.59 6.95 5.58 6.37+0.71*
IBI302 10 g 5.96 5.87 5.75 5.86+0.11%*

*P<0.05 vs PBS 48 ; #P<0.05 vs IBI302 10 pg4H -

99032D1 FE41H - FE 76 HEWRHEE)
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% 14. IBI302 $#} C5a FiEHY L

4H R C5a 2 (ng/mg) Mean+SD
PBS 5.54 3.25 437 439+1.15
FeI A P 4.75 4.71 5.31 4.92+0.344#
CR1 2.67 2.53 3.32 2.84+0.42%
IBI302 10 pg 3.16 247 2.44 2.69+0.41%

*P<0.05 vs PBS 45 ; #P<0.05 vs IBI302 10 pg4H -

[0119] IBI302 $FEGEREZERT CNV /N
TEFE 1 o BITEEOE A% 12 h 158 3 KA ELISA f#0f] RPE-IR&EIEE S+
3E MEEF CCL2 F1 TNF-o fy723E /K - B2 PBS 4848 EL > 10 pg/AR CR1 4HFT IBI302

40 3R PERF CCL2 M1 TNF-o HyFREFREREK - CCL2 I TNF-o J2E7E IBI302

BB - AR ISR 16

2 15. IBI302 & CCL2 SEigfyas s

£ 3K
BELR ]

MR CCL2 #1 TNF-a. B

4H I CCL2 B (pg/mg)

Mean=SD
PBS 238.29  219.25 21148  190.82  214.96x17.01
fIFEPEE  219.27 21745  218.45 184.93  210.02+16.75#
CR1 160.94 17829  171.38  183.01 173.4149.58*
IBI302 10 ug  140.28 14528  143.14  193.15  155.46+2521%

*P < 0.05 vs PBS 4 ; #P<0.05 vs IBI302 10 pug 4

99032D1

A2 E 376 H(BHSRHE)
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22 16. IBI302 ¥ TNF-o 2348

&H A1 TNF-o. &/ (pg/mg) Mean+SD
PBS 259.19 21048 20501 20330  219.50+23.07
PfEPEE  214.18 209.25 20356 20034  206.83+6.13#
CR1 148.94 157.94  169.23 159.3 158.85+8.31%
IBI302 10 pg  130.46 159.35 13456 12559  137.49+15.03*

*P<0.05 vs PBS &1 ; #P<0.05 vs IBI302 10 pg 4H

[0120] IBI302 ¥FEEERER CNV /N

B3 5%
BB R

Eadiiki

EVIIFIFEA - Bot

YEEEREE 1 RMISE 3 Ry plINREIRG A e el M AR E 4R E
AREERIARYFREE - IBI302 A BB R A AR Bl ANA AEARAE IR (AE - 2
PBS 4HAIFEMAPE AL IR Sis T2 2R - RR 17 - R 18 FE 6 -

% 17. [BI302 & oA AT S0

Al R sV AR e e Mean+SD
PBS 37 28 29 23 37 30.80:£6.10
fIAEPEE 24 26 21 28 35 26.80+5.26#
CRI 24 17 26 13 15 19.00:+5.70%
IBI302 10 ug 17 19 24 15 13 17.60+4.22%

*P<0.05 vs PBS 45 ; #P <0.05 vs IBI302 10 pg 48

99032D1

FA3H - H# 76 H(RHHHED)
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2 18. IBI302 R LG4SR &

4B 51 e A A8 B o Mean+SD
PBS 24 19 15 19 25 20.40+4.10
Pl R P 17 16 26 27 23 21.80+5.07#
CR1 15 16 16 11 17 15.00+2.35%
IBI302 10 ug 13 6 14 9 10 10.40+3.21%

*P<0.05 vs PBS 4H ; #P < 0.05 vs IBI302 10 pg 4 -

[0121] 4EIRFHH BI302 FHIRIHOEFHERY/NE CNV IR AIETR - B
HIEERERIERE R EIHH] VEGF FIRRSUER GRS C3a -~ C5a~ MAC R
CCL2 ~ TNF-a §95R %2 > %1 ENRAHRER] R Ampaay= T - /&Gl VEGE 4
I A M AR R, -

[0122] IBI302 S ARAE AT 4 MR

B AR BRI RSN LMD - SFEREIRGE M E R 4E
‘@ﬁ@kﬁﬁﬂﬁéﬁH%%ﬁéhm%;‘éﬁwﬂﬁb%ﬁﬂ - BRIRREIRISIER IO 25 SR (ke
SR S 4 0 o3RI RIETIEIRAR - BARBRESUESTIR 1.25 mg/iR4H K IBI302
0.25 mg/IR4H ~ IBI302 0.5 mg/HR4H ~ IBI302 1.25 mg/iR4H » 454H 5 &7 > Mk
H - BRI 19 - L 21 K » ZEEMRE 50 W/ARESH RS EIOF N AHIEEEY) -

[0123] 45%Ei% 14 ~ 28 FE(THRER GIAE - B RREMEES 11
25 RETEEAETETEREOCT nE B & ttalmE IR g £ M E I HIFI R
e 29 REPIREEIRFHE /K #E1T VEGF #fl] » BUAIRETAASRHEERE » A

HR#ETT CD31 ~ C5b-9 it b oinE -

99032D1 ¥44H > £ 76 E(RERHED)
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# 19, ST EES TR

KHEERIE  GEERE  GEEH B

4871 4ETERTK AREREL
mg/iR mg/ml p/ER (R)
PR IREH BrERE T ET — — 50 5 10
BEREHUER K .
BRI TR 125 25 50 5 10
1.25 mg/HE4H
IBI302 0.25 mgAR4H  BEFEAE &Y 0.25 5 50 5 10
IBI302 0.5 mg/iR4E  IEFEAEEEY 0.5 10 50 5 10
IBI302 1.25 mg/R4H  ERERei =5 1.25 25 50 5 10

[0124] &E5RETR -

BIEEA OCT M © AN IEAIRATEA 1428 RRNZSRIEREEE
ARPBE L BLREREINRRIFEE N Mo BERE RS R 2 ] 7R E
ETRINEATEE: - 4 UL BEGEERTEILR RS - 888 11 - 25 K
OCT G E AR E S R RBHERK > JHE Bruch’s AR FIEIE » IRGEIETE
METEREFAE - TR RAHEE -

[0125] BE{REREVUTHRLELEEER 14 - 28 RZRHREGGEERTHEE
/N > SIS AV IRAR A EL A B 72 B(P <0.05) » 4 4 LD B R 4n SERT FH ELEARRR
/b o 488 11 ~ 25 K OCT AT ERERIER S R R E EITPEER K &
ZREOISGERIEMATKY > A BEMELERITESRETE B P <0.05) -

[0126]) IBI302 0.25 mg/ER4H ~ 0.5 mg/ER4HAT 1.25 mg/ARAENFEAEETS 14
28 KB IREITREBAGEERTIARRNE/ ) - BT IR LA EEER(P<0.05) - H
Lg% 28 RIS TREENES T EZ SNIGHETREP<0.05) - 4 GrE e PraE
(BRI EEBREER D - 482514 11~ 25 K OCT e R EE K - B2

99032D1 545 H » 376 H(RHERAE) »
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BEMBCEREER/KY - SRR L Z B9 AHE 2R 2P <0.05) » 45
MERIRAAAELE - RIEEERENETEREREP>0.05)

[0127] 4EEERTERSARIREBDERE ERIZR - BRI E
Rl RAR 20~ =21~ R22HE 7

2% 20. IBI302 $H{ADAHREE RS BRI & (mm?) j 50 R 8

REREHUE
IBI302 0.25 IBI3020.5 IBI3021.25
ERAERE RN R 125 my
- mg/HREH mg/iRE  mglRA
XQ

BHRSREE /D B (mm?)

» 20.834 + 23.715 + 21.670 + 23.177 +
4oBE(R 14K 0.952+9.211
20.279 * 11.349 * 11.650 * 16.198 *

o 17.209 + 22.685 + 19.742 + 23.888 +
4REET% 28 K 3.270+£9.918
20.766 * 11.910 * 11.197 * 13.939 *
BNRSREENEE(%)

-9.015+ 68.728+  80.684+=9.881 82.625+ 73.854

BEER 14K
49.323 16.744 * * 12.904 * 13.774 *

ssre 25 % 11.739 = 47656+  75.556+13.108 73.577+ 79.919+13.825
$RZE(% 28
36.270 25359 * i 16.676 *# i

* AR RIS IRAE EEEY » P<0.05 5 #EARS SRR RS » P<0.05 -

99032D1 546 B » 4k 76 H(SZHHREE)
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72 21. IBI302 ¥R AR L SRR 2

. HEEREHUE IBI302 IBI302
AR E] B N IBI302 0.25
EAUEIRAE 59K 1.25 mg/ 0.5mglR 1.25mg/MR
F4R mg/AR4H
AE4H aH
SOEER]
34k 17 19 20 20 20
4 4% 40 38 41 38 38
LLEE% 14 K * % 3 3
34K 8 19 10 12 26
44k 45 9 4 4 7
4% 28 K * * * %
34K 12 22 13 17 21
44K 38 9 6 5 6
*ER R AU IEAH ELET - P<0.05 -
7= 22. IBI302 S IER AR EE R D & M ER &
] . BARBREHUIEENR IBI302 IBI302 IBI302
TEAAERSRE]  ERUARA
125mghR4E  025mghR4E 05mgHR&E  1.25mglR&H
TRAEEEE R = (um)
4R%EI2 14K 3650 172 + 69% 185 + 98* 136+ 64* - 193 +120%*
&GZE% 28 K 48+ 72 198 + 90* 192+ 101* 146 + 57* 199 + 110*
R E R EER(%)
457 14K 18.05+22.17  8046+1991*  90.04+13.89* 86.03 £20.62% 87.67 + 14.91%
4{E%EL 28K 23.07+33.14  89.70+17.56%  94.23+12.78* 94,00+ 19.02% 92.79 + 13.98*

*ERFE R IR 4H FEEY - P<0.05 -

99032D1

47 H 0 76 HEERED)
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[0128] VEGF #ll : 45%E(% 14 #1128 K » RIKEREIUESK 1.25 mg/hR
ARFIASEU MRS HIE 1 E5RIME VEGE BEAGEER TIRITAVEES -
HASRB9ENEE TR - 4458(& 29 R - HEREDUEH 1.25 mg/iRASR
57K VEGF R Eait IRaHHERRR(E - Z2EASET 2R (P <0.05) » IBI302 £4H
J&P57K VEGF BREHSENEE TR - BRGERER23 -

% 23. IBI302 $HADRRIMIE e 57K VEGF FEERAYF 2 (pg/ml)

BB BI302 IBI302 IBI302
FERIETHEAH
TR e A R 025mghR4H  05mghR 125 mgHR&H
(n)
1.25 mgMR4H(n) () 4H(m) ()
3% VEGF
SeEERT - - - -
4EEER] - - -
GEER 14K - 36.547(1) -
LEER K 31.411(1) - -
7K VEGF
94203+ 17.360 38.644+6.521%*
45EE(% 29K -

(10) )

- BLOQUEFA B T IR)EEAMEITA T © *EE RIS IRAH PhRe > P<0.05 -

[0129]) 4H&BumaEEEEapyTaR b  HE JeEsERA0UR AV IAH HITRESY
~ P[5 P o A 1 4 B T 48 PR A e G 0 2 IS AR~ FE AT I M e R e -
IBI302 &4H f BARBREEHUE I 1.25 mg/MR4H F Al S B AR RIgEis Al iE
HEE -

99032D1 43 H - H 76 E(BHRHEE)
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[0130] Masson =fEZLtaaE R | AT HIRGE HIREC UG AR IR P AL PR
TR ERERS A IR - BB AVHITEAEARLE - BEREHUESR 1.25 mg/HRAH K IBI302
FHH A BRI R IR R SR T - PRI IR K IBI302
FAHBAR RIS HRAH R/ D » IBI302 1.25 mg/AR4H 1 RIRBRR A IERE -

[0131] 4R EAERATR RS LR EIRR ] IBI302 SHIEH
YRS VARG RE S CD31 F1 C5b-9 #YRE - Wi H BA—ERVEIE 8N - AKX
TREEHUESTIRE CD31 BYREE A HRERVINHEIER » ¥ CSb-9 HUREIG AR E -
BRERAR24 R -E8NEI -

7 24. PRe&AE 4R/ b CD31 il R

47 PSS

ks Sab& g8
s bR icaE] 4 1 | 0
BARBREEDTES K 1.25 mg/HR4R 0 4 1
IBI302 {&5 245 1 3 1
IBI302 HR7I&4H 1 3 1
IBI302 = E4H 0 3 2

99032D1 49 E - 3 76 H(EHHRIEE)
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7= 25. PreEIE e aHAE C5b-9 feflaE R

4]  opesE

Sl 244
P iE 3 2
BAKEGUEENN 125 mgRAL 3 )
IBI302 {4 2 3
IBI302 R &E4H 2 3
IBI302 = E4H 1 4

[0132] DI EWTFE&ERFN - RO GHERITRIRSE R M B R A=A -
IBI302 REFIRRRR I E AR R ERIB R ~ B CPERITRAIER LB - PR e PEm
FRGERER - (EhR DR REZENEE B EE/KT VEGF K » JHREHE
deaHanie A - INAIIRASAE R CD31 fl C5b-9 HyR3E » IBI302 LLEGPRE & HRERE
PUBRERE 4T -

[0133] Zr4gEtEEs

50 ERITAREEME I ECE] 5 4H - HReH  IBI302 BARITEH 8 mg/fR4R - IBI302
BB ST 0.5 mg/iR&H ~ IBI302 BT HT 2 mg/MR4ATN IBI302 HFEEHG T4 4
mg/HRA - FFeH 10 EFNY) - WEMES - - SRR FEEREHSRBE S AE K

1T RIEED ~ BEHHARE ~ IPFRIRRE S SENE—ER 56 1 R&EEREY 624

~ 120 /N » SRIUSHERKT 6 /NI - PRIGHAIES 4 TR IR IE SIS S BRI R

REN ] 1L B0 B | e T BR -

99032D1 %50 H £ 76 H(EFHEE)
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[0134) EEEERT - REHTARSERENE - SEETRE IR
BIF - BAEBITEY ok BEEE R T R B TR TR
BBERE N o AR 6 - 24 48~ 120 /NES » RUUEEIBET 6 /NIF » IR0
1 4 BRI » IBI302 B4R - QT RATE QT B - PR FEE - RR
TS - P ISR - QRS SHESIEISE. 0 BSEASHL - UCUREE « SFIREE - VSRR IR
ST R AR BRI R O - ST RS L 1BI3020.5 me/H
2 mgRELE 4 mg A E RIS IBI302 8 mg/ R BRI A - IR SRR
DT S SRR -
[0135] 4536

S g

IBI302 — 7 A SReeh VID B Sk & VEGF 5% » H11Hl VEGF-A F2
) HUVEC HYH47E © 53— 496 CID S B C3b Rl CAb - HT0
B R ORI SR (A I+ 08 TBIS02 SRS L0 B PR - B
BEEE - (R FEASHIAE -

[0136] IBI302 FEFIEEmIAET VEGE-A TN/ A0 SRBE - IR o

BHP #l]% hRPE 4HpafER VEGF-A ~ CCL2 ~ C3é ~ C5a {1 MAC [fj2&#E hRPE 4
TOIRBER © HIE ORI 454 NEL &% VEGF + CCL2 » TNF-a -
C3a-~ CSa BB MAC » SUSHRAGIBE T4 © HVH e SR I L B AT
Js i VEGE ~ CD31 Al C5-b9 + FH{ERRABEIAS I 2 A 2L (1980 » {551
WERETERY > (REEEE F Y - FYT IBI302 BERGREL] - |

[0137] ZERBZFENESR

99032D1 % 51K » 3 76 H(EEHHE)
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(1)EEEEEE : IBI302 — i H VID Ik 21445 S VEGF-A165 - VEGF-A121
1 PIGF » 55— 7 EIFEH CID IR 21 E C3b I C4b » BT HEEY)  $0EL
BHHE

()fEFHERIERE - IBI302 #Y CID Resa#E T B4 S C3b Rl C4b - HIFHH
R IR TCORIST BRIV » TRESHRRR S (BN BT RIESUE © VID Tfesa s
VEGF F#45 & FEET VEGF /M E8V{E57 R - {IHIMmE 7 A4 - 35E
WETmAEIMAE AL - BEMESEE - BOmESRR -

(3)FE3EHE © 1 t-BHP 5528 hRPE S/ CERIHAIRTT 1BI302 #f hRPE 55
I ORENE A RO RS/ NERN D o RARAS B i A A o - IBI302 REEEAL
BEEERIMEH EFSIRIER - $ER IBI302 B IEE IrHERER -

(HLLTTESL VEGF BEYIEAEST | 15 t-BHP 54 hRPE &LIERIEE - 3
HEFE/ N BRI REIREGS B B AR E o > TBI302 5L farEs e 2R BRE
PURREYF » $27R IBI302 WREEL T E BEMEHT VEGF B2 B E4F

(O)ERPREIERE © 47& IBI302 &2 B AR REIZESE AR DI ZE YN REIR
JER - IBI302 FERGEPR L HERT iR E e HR M =P E 4 (AMD)HYEHE -

[0138] FHEiBl3 : BN IR

IR UL

IBI302 fE(E AR A PRI EEYM R B 18T 5E

T SR B AR R T R A R 5 IBI302 BB B B ge - 27 &
TR AR BE S R AR AR E STA RIS T R R 5T 4 - LR TS 5T 4H 21 SR
1148 > ftE 1088) - FRIRLETAE 6 SN 3 & » I 3 &) - R EE4EE)

YIRIBE A B4R 6 BRIy RN EERT f458412 05 h~1h~2h~4h~ 10
99032D1 %52 H - £ 76 HEHRED)
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h~24h~48h~72h~96h~ 144h~192h~240h ~ 336 h ~ 504 h FELEMRK » 578k

7% - BEEAREHTAHN G EER T AR 40~ 24h ~ 72h ~ 168 h ~ 336 h ~ 504 h HYFE
7K~ BEERER  EiREE ~ AR ~ IR - GRAERE - ARAEFE - B - R RIE
RN EREGETRER 26 -

7R 26. HEREGTR

LEERIE  BEYLREE AEEEER
Azhall| BB B4R AR
(mgiR) (mg/ml) (WAHR)
1F001  1MO01
EFAR
‘ I mg/& 10 0.1 m/E 6 1F002  1MO002
JFEETER
1F003  1MO003
2F001 » 2F002
4REER 4/)NIF
2M001
2F003 » 2M002
LETES 24 /NI
2MO003
2F004 » 2F005
BEER 3R
2MO04
ITERE
0.5 10 50 21 2F006 » 2M005
paza Azl NN
2MO006
2F007 » 2F008
LREE R 14K
2MO007
2F009 » 2F010

2F011 » 2M008 45BE%R 21 K

2M009 » 2M010

[0139] &EREUR : BERAEST IBI302 1% » 841328 T1/2 BEEAR
FRAOEST - IRESEEYRERZE S NS EYIRE » 2B EEREY ] - (2
IRESAERA KT - BT B IR AR TS - SRR » 3

99032D1 %53 H » # 76 EEIHREE)
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- BEERORIHERERER T12 BREPEEERRE MRT 305 @ 8RR
FIRAEHE I AR 1= RRE R AVIRFIE] - TR HE(ER -
[0140] MERVEEY BB NEERRZR 27 MilE 10 - IREPLASAVEEY
B JEREE R AFR 28 ~ B 11/ 12
R 21 FRREEES N RIS IBI302 R UAHY S (BT IS8

28 i AR ( mg/E)  BERRES (1 mg/E)
AUC(0-t) ng-h/ml 561.7+164.6 173.5+45.9
AUC(0-inf)  ng-h/ml 631.3+161.4 252.3+63
MRT(0-t) h 3.3+0.8 27.2+1.5
Cl ml/h 1684.2+478.4 4177.9+1037.4
vd ml 23399.6+10614.4 247716.1£87020
T1/2 h 9.4+1.8 4149.3
Cmax ng/ml 238+104.7 5.9+2.1
Tmax h 0.6+0.2 6+4.4
EYVAHE % N/A 30.9

N/A @ R -

99032D1 54 5 - £ 76 H(BHREE)
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7% 28. TR B I R PR 5T IBI302 1R AR SRSV SEM B S22 8

RS
28 EBfi Bk " AR AR TBE HRAEIE IReERE R B
TG ®
7
AUC(0 '
pgh/g 12472 7030.9 261.9 17714 11902 40652 18314 129 800.6
—t)
AUC(0
ugh/g 12530 73294  266.7 1827.8 12094 4100.7 18474 - 814.8
-inf)
MRT h 46.3 113.6 935 166.2 89.1 1014 106.5 635 93.8
Cl mlh 04 0.1 1.9 0.3 04 0.1 0.3 -- 0.6
vd ml 50.7 11.5 242.8 352 48.8 13.6 28.1 - 74.3
T12 h 88.1 1164 89.8 89.1 81.8 71.3 71.9 - 83.9
ne/e
Cmax 33.1 81.7 3.8 6.0 104 252 12.5 0.1 9.6
(pg/ml)
Tmax h 40 4.0 4.0 168.0 240 72.0 40 72 4.0

[0141] IBI302 EEGEEEHEIIENS
TEIRAGH e R T 4t IBI302 ER4GEE 4 BEMEHET - S0 ERITHRER T
ELE( 5 4H > $184H - TBI302 8 mg/EFFHREHAH ~ IBI302 0.5 mg/ARIZFRRDEET4H »

IBI302 2 mg/AR B FE HE - S 4H A IBI302 4 mg/HREFFE A 5140 » 5 2 H45%E 1 =X

THIEL

99032D1

4H 10 S8 - BERERF o BRI B RATR KRG ZER]

3K
455E(% 24 h BREEIUR - SIS - IBI302 8 me/ERFREH AT BRI ERAIARK

452%7% 5min~ 1h~4h-~8h~24h~48h~72h~120h -~ 168 h 1336 h

1 BUHEITUR - IBI302 B FEES T ST45 B4R 0 IS E RADR K4 EERT - 455E

%5 55 H » 3£ 76 H(EUERTE)
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% 1h-~4h~8h~24h~48h~72h~ 120 h 1 168 h LM  EEIE - FH
ELESFH ELISA J53AMRIfnE 4 IBI302 J2E - BT R%E 29 -
R 29. BRI

o L
4H A1 “ETYIE GREEIARIE
()

HHIEAH A-JHEEK g pacs:y 10
IBI302 8 mg/&4H IBI302 FRAOE ST 10
IBI302 0.5 mg/iR4H IBI302 WA LA 10
IBI302 2 mg/HR&H IBI302 e A 10
IBI302 4 mg/HR4H IBI302 IR RS 10

[0142] &ERETR - RREEFAICTS BI302 R EEIRE A 0.7 - 1877
TEH ISR ANEE T 0.5 mg/IR ~ 2mg/BR ~ 4 mg/iR IBI302 BK45%E7% » Cmax Fl
AUC(0-tYfEELBEMA Y Bl By 1:4.4:5.5 71 1:6.3:13.4 » H—ENBIEER G 0 KX
48EE1% > Cmax R AUC(0-t)RELERERSY Bk 1:2.3:7.9 F1 1:15.7:54.6 - IBI302 &K
BERGE R NACKXEFBYANEZEY) - f05315) ~ 037104 B
BE4EIR B3 30 FI5R 31 DAKJE] 13 FlE 14 -

99032D1 %56 H 76 H(EUHREE)
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% 30. TR E TER RIS AR A 4T IBI302 IRV S 8

FRATOL A BEEREER SRR IOEREN

SR BB
8 mg/&dH 0.5 mg/HR&H 2 mo/AR&H 4 mg/iREH
AUC(0)  ngh/ml 247172479398  193.5£95.9 122243632 2593.7+707.1
Cmax ‘ngml  29133.8£93959 5242.1 22.9+8.8 28.4+7.8
Tmax h 0.1£0 11.249 12+14 24£21.6

R 31 RDIRR R E S R R VST IBI302 2R ERHEEHHSE

AR BEEEE  IOEREE  BOHREES
8 mg/E4H 0.5 mg/iRdH 2 mg/RAH 4 mg/HRAH

28 Bfr

AUC(0-t) ng-h/ml 14789.7+4457.2 17.8+152 278.7+201.1 971.2+627.3

Cmax ng/ml 17872.5+7692.7 4.142.5 9.4+4.2 32.3+17.1
Tmax h 0.1+0 4.443.5 17.849.4 1249.2
ETRRE 0.7+0.4 / 0.3+0.3 0.4+0.4

[0143] DI E&ERED » TRIGHERAEETIS IBI302 > ZYREER
Bl R R R ITTR > 2R — BB RARI: RO EHE R % s
VRBEILERGERERRE I EIEENRE  SEREREGERRIAH
TEWIEA TG 0 FIRIAERGERREER -
[0144] Sy
REHS 1 7Y IBI302 fE ARG PIHVEEY{ GBI U 2T 5T -
[0145] <A

99032D1 557 H - 76 H(EHEEEE)
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fR 38 ICH S6 Preclinical Safety Evaluation of Biotechnology-Derived

Pharmaceuticals DLz (Ca e H A8 3 iR PR 20 = MRz s —i R Al » IBI302
FUIRGEEY) - A EEHRAEE - NI oREERE IBI302 RN -

[0146] MREZEFFEEYIRIEIFRTE - TAHA IBI302 AVCHEY) RAKER S &

[0147) HEtt
REEHIZE -
[0148] &5
S RHEN S EITeeEE
RO AREEEAG 5 [BI302 12 - IBI302 7F /& B0 (HR 30 #5 E P AU SRR K
"eg  RAFIEREEZSNIUEEEYIRE » @RI EEYHRGIEIR
> 2 E BN - SRR RE ERHIERR - AR IR P2
Yo% » M EEEEE A « ORI RS RS N B4 IBI302 - B2V REEE
FOEE RS FERIE I Img i - EF—ENEIEERE  RIOEHGERIET
Y ZBEEINENGCERFEENA AN AREENRE - SEetEREEREH
HOBIES TS - FFHRIEERGEH R A ETE -
[0149] ZEYRHBIIBRBEES
(D& © RS AEST BI302 1% - B AER ZEYPIIRIEIRER - IRAY
[EEREEYREBZE SN MUFEEYIRE » $27~ IBI302 T E iR EREE S IEM: -
- REEEREEC] - ERSEEIER - SRS AR iR S e

EEAE AN TR RS IR SET HAE ©

99032D1 558 H - 76 H(EHHREEE)
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(QEEX ISR & - BYFEEREAT IBI302 %% » fmTRIn R = TI2 8
B R R E] MRT 208 » 8272 (R IR ARSI oG (E R R VAR - 1
A EEER -

GYETEN R FERIRSCER TS EA TN 1BI302 » SRR ERNEEY)R

- BEISENERGEE  WEMWILE -

AR - TR IR E R E TS IBI302 1% - RIVEHGEER
MY RERILEROERZFBEESE T EEENRK - REI 88
WESE T $1i5 IBI302 Y HTEE -

[0150] EEHEHI 4 : FHEEERAR

TR B R BFERS E 45 T 2 me/iRE 4 mg/iRAIERY IBI302 » HiZE 14
X FTERARPBEEERIE  RPETREREHIEE R T 2 mg/iRE 4
mg/HRHE& Y IBI302 Bt RIFM -

[0151] E#w4GEEEENE

50 SRR EER I ECE] 5 4H > BERAH - IBI302 FRARCEST 8 me/ R4 ~ IBI302
FHEREFET 0.5 me/IR4H ~ TBI302 BEHASF A 2 me/IR4EAT IBI302 BEFHAS 4T 4
mg/HR4H - 40 10 &Y > WERESF - HHIRAER] IBI302 4 mg/AR4H 73 Al 100 pi/
IRATEEREACEE IR TR B BH4E T 0.9%EESESTRAT 40 mg/ml #Y IBI302 »
IBI302 0.5 mg/AR4H ~ 2 mg/AR&E 43 RIHE 50 ul/ARHyAEE R IR S A R 5145 F 10
mg/ml FI 40 mg/ml #Y IBI302 - £ 2 FH&LEE 1 R » HAEAAEE 3 K > (SEWREHR

74K - AleBEHEGT AR 32 -

99032D1 %50 5 > 3£ 76 E(RIHREDE)
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% 32. AR IR AR S R R AT IBI302 BT B TSR

KEEME HRERE SEER BTG

&5 CHEEIRT
(mg/iR) (mg/ml) (W/ER) i T
R pCEE B RS - — 100 5 5
IBI302 FEflOEST4H  BRARIES 8 mg/J5 40 0.2 ml/¥ 5 5
IBI302 {EAIE4H  BHFHAREET 0.5 10 50 5 .5
IBI302 HE[E4H TSR 2 40 50 5 5
IBI302 wRIE4H BN 4 40 100 5 5

[0152] &&REUK
FRARAH B S HFERS BT AR RUTREGE - B90R ~ R E - RS ~ M4k~ /K
RIS - BRI - LEMER - R EE RIS AEBUURFRIRE » LMY
ZhE SRR E TR AR T -
[0153) BEFEEEF &Y -SHIE IBI302 3 al Bk A FI A2 ERVER PIRIE - £
HRHR
0.5 mg/MR4H * 4AEEIR - 1/10 BUMARCEARSE —K4GEEL 3 RBIMG © EAREE
2 ReEEER T RBHR) - MR R AN ISR ERRE R/ DM ERE - IR
EET REER M) Ak B B ~ it - BEEEGRE ISR ERN
A2 - IRBRREE - BFERRIEE - MLREAEEROE ~ oKD ~ 4HIRY ~ FaiKiE
EEEEIESL - AR ~ BEEERREE  IRERIREIRE © D4R (WBO) ~ B
4HFE(MONO) ~ i 4t 2 B 43 EE(NEU ~ NEU%) 1] RAAREF S - W E %
BEMINRE ~ BeEiE st -

99032D1 60 E » 3 76 E(RERPE)
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[0154] HefHEHEE 4 HET 14 B S /s BB A BN - BiE
HE 6 AR ¢ A SIS (AR ISR RS -

[0155] 2mg/fR4R  KAEEEAR - 1/10 JRCAIRES 2 MR 3 RN : IR
53 REEENS 3 D MBRIESRESTEENESY  IIREREE - B
BF R EEBARIE EE SR N E BE L HRERERES
SHRERE « BFLEELUOA - BRESH/KIE BT - FBURE - FB/KPOH - i
FEABENE ~ TKIEBEL IR A ~ 7KIE ; IRERBRRERE(X ) WBC~ MONO ~ NEU -
NEU%T] R AT ES § AR S e R A S LB T R e - —
SR 3 WATER | K > BRI A ESTIEN) - B 3 R E A
%6 K] S EE  REERR - IREAE(ERG) E IR 4G 2245 TR IEREH
JEE 3.0(Cone-R)b IR IR » e S5 IR AR S - AT
B SRR - AR AT K I R AR A B AT

(01561 HRIZHASE 4 F 2/4 TRHRARAESY <7 e o 1 08 - TR
55 6 BAANRE WA 4 - 7 EMREIIEIE 3.0(Cone-R)b SIBIERE ; FiEER
2 (5 IR LB RAT BRI R SR -

[0157] Amg/HRAR © 4SEEHARS - /10 JR(E0R » 55 3 JeidElk 6 RRIBEE
EHERITRE  ARERESRNEST  INEE - B8R 1
SRS | TUATES | RARHIRAIRSH - TG RIBIETIEE 3.0(Cone-R)b
W - HETE 3.0(Max-R)a JEIERERE(E - P S SRR IS - B
Sl ~ UK R IS A B AT S -

[0158) WeMHHAsE 4 /& » ARSI 3/4 RREEs S E B =

BRI - 2WIERASE 10 BEAWE  SREREIEIR 1 ©XF1/4 LhEN)EEREE 5
99032D1 261 H - £ 76 H(ZUERAE)
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IS TS 6 BIRAEIE Y o We(EH 47 ENEIRTIETE 3.0(Cone-
R)b SIREERAE » WS 10 ER R RIS 4 18 2/4 BIREIR OCT BT R
AR B 2 P P A TR KR ~ 3 EE - AR A R I S - B T TR
WRBE G - WEH 7R R - RS (EERR AR - 5B
RS R R A A -

[0159] & LRl TEmRe 2 8 1 2K - A 3 RECHIREREHE T 05
mg/i ~ 2 mg/IRENEE 4 me/IRBI B IVATIRILS 8 mg/ SNy TBI302 » He/E 74 K -
SRR M - ERRENSIREAEE  REEE SRR SR
PISERERL A » R TR S v LB - |

[0160] E{EaM:

15 fR % ICH S6 Preclinical Safety Evaluation of Biotechnology-Derived
Pharmaceuticals DA Rz (EREF VR mI FER PR 2 MRS — M JRAL) - IBI302
BYTBEEY - (GHEEY R B SRER - S e DNA RIE B Y EELE S
2 > FEEFRAEENETE  FILi AR IBI302 BEFMEMHER -

[0161] Eid:

AT B PEA TS  ARRE R/ S8 50 SRLL RAUBIERE AR
PRI B B R SE -

[0162) 4

75 R FAR TR AU 5 2R E R/ $H S0 BRLL EAIERE AR
LR RRIEERA - EILRBI R ETE BT -

[0163] J5uiit i

99032D1 62 H - 76 HEIHRIAE)
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ARAEERSE | ZOHE 4 BERGT 0.5 mg/iREL 2 me/BROBE DA A

10 mg/ml 5Y, 40 mg/ml)E|EHY IBI302 » B RARAERIHM: -
[0164] HAmZEERES

R

50 SR RE S ECE] 5 45 - BEE4H - IBI302 FRART4Y 8 mg/fR4H ~ IBI302
SRS 0.5 mg/iR4H ~ IBI302 HIEASIE 4T 2 mg/HR4HFN IBI302 HHEMGIE5T 4
mg/HR4H - FF4H 10 B8N - MRS - 5 2 BAREE | 3R HAEARTE 3 0 (B EEIK
BEAR 14K -

[0165]) RIEIRMERFRAERFHRREGEEER - FERREH 2 mg/iR ~ 4 mg/
ARAFIE - HEREEE EE AYI(CICHE » WREHIE 438 » BFEEDTH 4 /iR
i ~ HESE CIC thml R =isss - ERISAITHEI D EE LTS - &£9
BT AT R o DA RS AT RE R P RIS » REH IBI302 HAA—ERY
IR -

[0166] friEsEiE

50 SR REEE A ECE] 5 45 - HIRAH - IBI302 FEHCT Y 8 mg/fx&H ~ IBI302
BEREESEET 0.5 me/R4E ~ IBI302 BFEAREET 2 me/ARARRI IBI302 BFEASITET 4
mg/HR4H - FF4H 10 BN » BERESY © 49 2 BAREE | R > BBEAREE 3 0 (ZHEIK
ERAR T4 K -

[0167] fEsmsBtEmset - BRI IBI302 &4 - FER I
FEAEREERE H IgG ~ IgA ~ IgM R THE4RREEERE CD3+ - CD4+ - CD8+HIRE,
ELA TG o SABELETE T RIS HASE TR » IBI302 R AR MR RR isn Fia fip Hy 4B 360 22 R e
LR REENE  FEERETRRETNE - R BB §FRESE-

99032D1 55 63 H - 3t 76 H(ZHHRAE)
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[0168] HtrztEs

F R BB E S LR ITA(—I7E)EER 1BI302 HIEH \EMREREEHT
R XIE - BEREGERRY © (DFE 2 pg/ml 71 20 pg/ml JREERRAET - EWHRIE
IBI302(Biotin-IBI302)F1 4= %) Z L [ /11 75 % (Biotin-ZALTRAP){F EE 41\ VEGF-
A165 EHRE T REFEMZ M ; Biotin-IBI302 £ AFHfE C4b EHER T A
FSEMEZEE ) Biotin-ZALTRAP £ AfifE C4b EEER PRRARNEER ) e
METRLE S » SRR Biotin- IBI302 &, Biotin-ZALTRAP 5 R0 » HAEARIE
BR4H(IBI302 placebo) FHYFTE TR HE R TARBEEIE T  RPERASKIL - (3)
1F 2 pg/ml 1 20 pg/ml BRERET - IBI302 R PR L EIEE AR B IREE
PRSI LB R R REES -

[0169]) &Eim

BB R

ROMTRER BT A4 T 2 me/iREE 4 mg/ARAEHY IBI302 - RZHARA
HIEIE > M2 B - RE 248 1 R #4E 3 REFHEIENGT 0.5 mg/
HR ~ 2 mg/ARElF 4 me/ARAEIEEARICEET 8 me/ERIEAY IBI302 » 1R1E 74 K - &5
RECRAAERAGEE - ERTHENE BR02 HHEURA FEEAIRA
SR » M T RAH FERYARAORR AR R Mo R I - IR HASE R - SEIRFHRER
N SEEA WIS - HRAH SR 2204 ] R AR WR - SRR NI AT 2
BT EADIEETRE - SOV RGN - BIE 10 BEEE MR -
HR A IE T RE R R RS E A I R R S ACHER - BRI ST R Pl AE
& > ERREVN o [ - HAKREHREE | J08E 4 BHREIRG T 0.5 mg/HREL

99032D1 64 H o 3t 76 H(EUERIEE)
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2 mg/iREEHY IBI302 - ¥ RERMERISE - [BI302 EE1EE A SG4ASR R B ARAES:
P EARRERV AR BRAT SUSRE -
[0170] FEEHFTIHFEIERE

(DERLGEEE © RREREIFHEIENG T 2 mg/iRE 4 mg/iREERY
IBI302 » SREFIRAZMELE - [FIRFH PRI REG - TPRARGRLOIE 24105
IR - RIS IO RS T IBI302 AARE LR -

(R EE RS 28 1R - B 3 TEHEHRENS T 0.5 mg/iR »
2 mg/iREE 4 mg/IRBEIEEEFIES 8 my/EBERY IBI302 » #&k{E 74 X - KA.
HHE R STEE - TR AR AT E ] A FRERERVER I RE » 3] RAHNE
YRR AE SRAE PR > IRIBEAGE R » SRR IR Y SRERAIRIE -
HRAH SRR BT o] HIREERAE - 3201 IBI302 MV B E R A N IRIE RS -
ERFEATRERE - RERFNZ2E -

G A e R IR E S IBI302 R AT eixssit
2FE IBI302 HITA] EAEHEERG - SAFRRE - 1o BB FEEIEYER
—ENRERME - (B ERERK T IR -

(HERAIR * IBI302 BEFEAGES HIRHVIR A SRIE » SR EET IR E A
EBYIEAR - FREE] IB302 Ry NIRENRDUS @ RS e ®
B R ERIR - REtIRA R EBRRY) - (B R IE HEVIRL -

O)SERBEEE : DAKEAREE 1 XE 4 EHIRGT 0.5 me/lRst 2
mg/HRFIEHY IBI302 » HARARFERIENE - $2or IBI302 SRS ORIEIE -

(6)RE&RAF F M  IBI302 HIRH ARSAHARAI R R SO B BRSNS »

feon IBI302 B IR ARGAHEmERM A > EREREEIFE -
99032D1 %65 H » £ 76 H(EIHRAS)
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[0171] FEHEBI 5 + FERMFRAERA SR (AMD) B T EREGEENZ
MRz AR R RN | SRR

g By
SHERME AMD BEBEIGHHERAES IBI302 Y&t - T2t - £%0E
M SRR o

[0172] Z&%
IBI302 > ##% 0.2 ml : 2mg; 0.2ml : 8mg °
0.5 mg/HR ~ 2 mg/BRA 4 mg/BRAVEIE T {EHA AR HVIA R EEY) -h BT -
[0173] HEAEIEHZLA TFERICH
P 5T es{E S8 R BN & e RE RIS T 2EY)
FAHTEREIAEMmT
WHERES - A E YRS
FFTEES s (ORI AA B P E SOpl EfTARPUZST -
[0174) RH|E4HTEHEAEESETEISEAEERREA T

99032D1 566 H - £ 76 H(RIREE)
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FZ4H EEYIRAG | THEEEYRETR | NEASTE | HIHURREERPYES)
0.05 mg/HR | 0.2 ml : 2 mg o0ul ~760ul 50pl
0.15mg/iE | 0.2 ml : 8 mg 60ul 760l 50ul
0.5mg/E | 0.2ml: 2mg 50pl - 50l

Img/iR | 02ml: 8mg 760ul 760ul 50ul

2mg/E | 02ml: 8mg 50ul ; 50ul

Amg/E | 02ml: 8mg 100ul - 100ul

[0175]) FHoEEE:

AR R0 ~ BN - BIEREHITRGET - ESF50R Y AMD Ry7EEI MR
BIEHH L U] ARAE BB 42 1 4R B (CNV) B3 AT BULAGHAREE PRI ST - BHIZ AR
ARG TE R TSEHR « A2l BN IHR E — RO DES Y I RRE N T
5 o QBB AR P OER MR AE R D2 #EREMEARK

ENETEEN 2 E T FEREFASE 0 - £ D3-D6 ~ D8 ~ D15~ D29~ D43 »
T E eI ER TS - 258 15 WY REE -

[0176) ZAFgedtes 6 (AEIE4H : 0.05 mg/R ~ 0.15 mg/iR ~ 0.5 mg/iR ~ 1
mg/iR ~ 2 mg/fiR ~ 4 mg/fiR - RF 343 BIEEEEET - DAGSEER 14 RAED > D1
(8% S D15 AESER)EIRIIBIEREIEFEEOLDERBRIENRE - KE
0.15 mg/iRZE 4 mg/IREIE4HFARE PK ~ PD FIsRE[R AT - Hob 0.5 mg/iRE 4
mg/HREIE4H > IFSER R BRI A R R =i 2E I EMTD) ZAifs ERIEH
HEIMAHZ 6 fIZE - 2RE 16 WHZTMEREHE -

tﬂ

99032D1 25 67 H » 3% 76 H(ZEERIAE)
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[0177) BE[RAIMEFMEEZER DLT BIZENEEN DT —TEE
IBI302 HEHAHYAR RE(F(AE) -
PR R L EAR A SRAE(S R §% 2) 5
(EERIRERRF T T &>1 0mumHg #8248 60min ;
RS R DA B ERER Y SRE MHBREY R T T RR(2 R 8% 2)
KL EREEERA (S R 2)
BP9 ) I s E A A R PR R SRS N R L
B e RS EE YA RIRVE E T B E{F(SAE) -
[0178]) Wik 2 - HRERTREAA BB oA EmRE

Sl P
ARERRAE ¢ B2 R /KA SRR A TR BN R EATR - 5] RARAT
IR AR R RSB T) - (e 3

IS &% 4)
HE T 448 2-3+ATERER R IE - B RIERRETE 30 RATRERE] 1+,
A -

FE A 2+AVEIRERRIEAE 14 RIREEFESE] 1I+8CE R BT 3+
YR BRRAELE 30 RATBEEE] 1+ K

B B 2+HVIRERSOERE 14 RABEEE] 1R -

TRITTEE + (RUESSRTHYERIEEEY)

BE  IBI302EHME 14 RWHEIITE30 ETE -

FE IBI302 JEETR 14 RPHRJTTRE 21 2 29 58 2 IBI302 /£
1% 14 RINERITT R 1S ) 20 [EF B2 N —EFES R H R ER
B -

99032D1 5 68 H » 4t 76 H(RHRIFE)
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IBI302 3E5H4% 14 RPTETTHE 15 B 20 BRI T —8

TEESRECERE -

HRER © (SEs ATARIRAEED)

B ERREABECRREAEA(S 15 55) - REIRE FFER TR
>20 mmHg U REEEEE 14 K o

chE fE IBI302 JEETR 24 /INIS P (0 R 8 A AR ETHER T W >20
mmHg - BEIRE FFE FRESEE 10-20 mmHg #E48 14 K -

BSRE AF IBI302 3EE1R 24 /N 00 RS AR R E 1718k TR 10-20
mmHg - B7F 14 RPIEEIGEENE -

BB - 2 RIEEHmER SR 4)

B >2+HYBFEASHHIIL - REETE 14 RN -

PR >2+HAVBEEERAL - I 14 KPER -

BE MER s

R et

B SIS AR e B R -

I RSN S A R A SR  oR B R SR -

B
i

Y
| el

BEE  HHREELIm > | EEBRERERREET LM SRARHR
AR I R R > 1 (EARAR RS - H R RGBT LM -

i BTHYGRERELID > 1 ERBEREA R LR LM ) SRR
TRAFRR LM AR A > 1 (EGTHETERR - HAR B R LM -
RE RTHYRGEES <] (BRI . SRR R R <]

(&GRS TR -

99032D1 69 H 5 £ 76 H(EHHRED)



202525865

[0179] Fffs% 3 = Al fs PO/ ARRERL 4R
£ FHogan® A (Hogan MJ, Kimura SJ, Thygeson P.) Am J. Ophthalmol
1959;47:15 5708 R & &4 FE 3 FI#T AT I 3% AOBSBARTREIR 7 GRSt - R SURREY 2
HMANBERSIABSERSE -
[0180] My 4 : iﬁﬁ%‘%ﬁéﬁﬂ@%ﬁ%ﬂﬁmﬁiﬁﬁéﬁﬂiﬁ

i R Bt g
BRI SRV =344
0-1 =i 0
2-20 =N {42 (Trace)
21-50 R 1
51-100 PERE 2
101-250 RERE 3
>251 HERES 4
B HIMEE SR
#(©0) TRAERE AT, -
= TRAERETT R, - T AT AR -
1+ RAEFEHVARER T R, - FIRS e — S -
2+ RHTHRAERE T R, - {2 R AR AR T 7 -
TRAEELDE RS ] R, (BN E R R 0 A AR AE 1
” AHER, o
4+ REAELE N T -
99032D1 570 E - 76 BEFREE)
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[0181]) TAZEAEF

50 R B S3est ;
SRS TSR AMD BEBIESEEh LT ONV - FEA/NSI2 (5
BEAC

R R 7 107 40 B 588 L B S R BT 4 (ETDRS) 1 ) B e P MR R R IE 1,
FIBCVATE 10-73 {EFFHEN ;
KA TETERE(OCT)iRE » L REEERE>250um ;
HRFE I SN R RS - TR I IR R
BlRH 2R B E R BRI SEEZEE - R RS
HEEEERE 3 E B BRIA RIS
BREFEEEAERESE » T AEMAET T R ENIREAERET -
[0182] 45%EJ5Z
Ll am T ABIRFARI ST AIRZ 0.05 mg/iR ~ 0.15mg/iR » 0.5 mg/iR ~ 1 mg/
iR ~ 2 mg/IREK 4 me/ARBIEHY IBI302 ERERAES -
[0183] FHEFRIE
L EEHERER
BCVA HY T REFED ;
(BRI IR R R YL
HRPY ARV S - FE R B B
AR o EATESE - BN RNER SRR G
FIER REM(AE) » i8R REH(TEAERIEE R REHGABRSE 4
R~ BARSCEEY R R E DL R B E R -

99032D1 ET71H - £ 76 H(EUHRHEE)
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[0184]) FERuiEsHEER

D8 » D15 » D29 1 D43 i » HRFL OCT s i O (AR B AR B L

D43 R EDER MBS (FAVRE CNV RiRh R CNV EBTRE R 2L

D2 ~ D4 ~ D6 ~ D8 ~ D15 ~ D29 #1 D43 i BCVA ERE4RAVEE -

[0185]) fRiliiAaFERERR |

TIEETIRS(ADA)RI SR ATIAE(NAD) 1528 -

[0186] PK SHEERE

PK 2B EREERREY + 0 BIRFR] ¢ HZEIFiha4R T ERR(AUCO-Y) ~ 0 ZIfEES K
HYBERF 4% T EIFR(AUCO-0) ~ IER/E (Cmax) ~ ZElERFE)(Tmax) ~ JHFR¥E(CL) »
RETHER(Y) ~ FZH(L2) ~ PR ER MRS -

(01871 PD sHEEER

WFHE VEGE JRIE - 48 VEGF JRfE - fHEERITEIR(C3 ~ C4~ C5 RHBUYER

B AR SR IEARRBATERR(IL-1b ~ IL-6) °
[0188]) &iatE207A4

EZN-

AFFEdLER 6 (EFIEAR - #7343 BB IR aGTHE 6 (AR EAKFEITH
fli » 7£ 0.5 mg/iR ~ 1 mg/iR ~ 2 mg/iRAI 4 mg/EREIEAE - Se B BRI RT
£ MTD Z pife e B2 AL E 6 PIRHE - FE TR ALELY 30~36 ]
wE AMD &% -

[0189] &reat ik
DS TR » R RIS - S AL TE R AMD &

HIEREA B ICEST IBI302 HYZ 2SR  PRK/PD 280 » e F ERERSEEE -

99032D1 B2 H - 76 E(GHHRHEE)
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[0190]) ZEGEMESEEIRAOIE - 198 - FEE - B S/MEMEAE
TR YRR SRR~ H o thE T - AN W EEEE B
RACREIRIE4H TSR O5%EF &M -

[0191] EEaaER

IBI302 &%F nAMD HFIZ BERMEEERERE 20 ~ BN ~ BIE IR TR
ST 1 HABE R BRI TASE CIBI302A101 » #£3% 6 {EME4H ¢ 0.05 mg/fR - 0.15
mg/lR + 0.5 mg/iR ~ 1 mg/hiR - 2 mg/iR ~ 4 mg/iR - BRZHEBNTRE KDL
PEZIISTEEY I RE RS PO B - BR A 33 BIE IR aRET - H 0.5 mg/iRE 4 mg/iR
BIE4 - e B B R B R BINZRIE 2 A eI 24 AL E 6
BlzEtE - £ A4H 31 ] nAMD 250 - WISt EAEEE -

[0192] 1.Z2&MERITZMHE

MUTERERERY « MER - M4t - FIEE - REH

EAGRECILERBRENEERE & 1 fIZEE (V15 HREER
BCVA | >5 57 » HFRGERESE /N RIRE BAGUK VR SAE 24 - EIFEIRAR -
BRI ZESE G - AR EE - YRR RIS E R AE BERERE TN
1 - (6/15, 40% » BIRYE > FEER))  ARFIZABLREGERRE
I0P>21mmHg(IEH B _EIR) - ERAEMRME > 24 /NERABIEIES -

- [0193] 2. fEREERTI(BCVA)

{5 A ETDRS 17 J7R7E 4 ARAVAEIRERE N ERARE 2B A AIFAR ST - 8
LIEHERATHE - ERESEHERNTERHE RS - WG R RE

17 - Hrr » BCVA HYEHE R FRIERESHIS ; ABCVA% = AVERVGE (A5

99032D1 $£73E - 76 E(BRIHREE)
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TERERA R - 5 —REESTIERER R FRED x100% - Z B F RS RI R
PHE -

[0194) TEEAEBFFCHIZE24~6-8~15-29~43 K » BIAEEEREE 1~ 3
57~14~28 42K FrESZEEHTIRTVISRERIER I BCVA)BEL T
PR 2.143.87 ~ 2.844.49 ~ 3.8£4.69 - 5.5£6.19 ~ 5.9+6.86 ~ 6.0+8.15 ~ 6.1£7.47 {HF
.

[0195) FHZEARAY BCVAZED2~4~68~1529+43 K » 43R1H 83.9%
74.2% ~ 87.1% ~ 83.9% ~ 87.1% ~ 77.4% ~ TLO%MIZHERE GRS » 7BF
19.4% ~ 29.0% ~ 32.3% ~ 48.4% ~ 54.8% ~ 48.4% ~ 48 4% Zi E R E>S ([AERE
SR 6.5% ~ 3.2% ~ 16.1% ~ 22.6% ~ 25.8% ~ 25.8% ~ 22.6%H &2 =>10 @
FHF BRE>15 (A E RN LB R 0+3.2%3.2%9.7% 12.9%~ 19.4%~ 12.9%
EHIEAE 2B TSI RIFAVAFR BCVA RRELFIIEEEGITRRS - &
BERETHE LS - REERREGISNE EER NS L0 5 R
19 ~ [& 20 - B RSHIREAREEE -

[0196] 3. E2HETETREFRM(OCT)

HiEiaBERS D8 ~ D15 ~ D29 f1 D43 » #4T OCT i - 4585 RFTH 2 &N
HER T 4RI (IRF) ~ 44 N RRR(SRE) R [EIFERERYR IS - HIR R B R 18
B EREIRAER% -

[0197] 4.F 0 R4EREEE(CST)

HEEi&BERS D8 ~ D15~ D29 71 D43 » Il O REBIEEE < A2 FTA
EHIHI T P ORI E R > R EREESE —EEEER G - Pl

99032D1 B74E > 376 E(GUEES)
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R (CST) B Ll Eh i B AR LR RS R R 18 - BB &
BIE4HAVEIGE -

[0198]) {FE(HEEAZTHY D8~ 152943 K » RI4AHERES 71428~ 42 K »
&2 & HZEHR OCT &% CST 4RI/ T 100£80.62 ~ 122.8+100.48
141.2£153.66 * 66.1205.05 ym °

[0199]) 488874 SHIELHITFRHR OCT 6 CST AR » EER/VAIE
FEEAREER 5E 28 REEEIRA » 1€ 0.5 mg BIRAHRRLG - EERE IBEEZE SN
0.05 mg B2 0.15 mg BIE4H - 4 mg BIE4A(E D29 I » B/ PIEE AR » 5] 328.5
um - ZHIELHAFIR CST inBERBEI (LS RE 21 - 2R EHMFIR
CST I B 4G SRRV LB S L R E 22 - BB SEI RS
g

[0200] EEEME  FEEEGHEREERNRE L EH7T OCT MENHHE
B 1 mm BIGEEERFY R (CSTYF BB - IRHIBMHAERRER TR
RIHER CST By T FF - E4GEER S5 7 R(HI D8) » & HIE24H(0.05 mg ~ 0.15mg ~ 0.5
mg ~ 1 mg ~ 2 mg 1 4 mg)sy glERE4E NEET 21.3£29.69 um ~ 8.3£90.47 um ~
136.8+89.87 pum ~ 142+100.97 pm ~ 90.6=41.94 pm 1 117.5+44.70 pm > BRELET
BEE T ERD BB 5% ~ 2% ~ 22% ~ 29% ~ 17% ~ 23% - EH » 0.5 mg B FEIE
4H > CST =M EREE SR 0.05 mg 71 0.15 mg FIE4H - F455E1855 28 R(RD
D29) » ZFIE4H(0.05mg ~ 0.15mg ~ 0.5mg ~ 1 mg * 2 mg Fl 4 mg)7 BIEELLE T
B T 8.0+67.64 um ~ 23.7+79.53 pm ~ 171.8£131.88 pm ~ 203.7£159.66 pm -

115.3+£154.06 pm F1 328.5+£191.63 um > EZEEAR NET LA 1.7% ~ 4.4% ~

99032D1 ET15HE 476 E(RHHRHEE)
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27.4% ~ 41.1% ~ 22.0% ~ 63.3% o 1 > 0.5 mg KA FHEIE4E - CSTAEMNEE
S 0.05 mg F1 0.15 mg BE4H - CST XUEABRE R4 R -
[0201] 5. FA & ARG M B A(CNV)ER

FER{ERFE T - 4REEREE 42 K FRE RS ERVITEIR FA i CNV AR Y
HR/D 0.5244:3.7806 mm? © [k 2 mg BIEAHI N - RAELHELEER 42 RIFHY CNV
HFEITED o EHAERET CNV EREFEED 0.352+1.7891 mm? - B » FEAREETL
5 42K > 0.05 mg BIEAAAEERAEL TP 0.980+£0.4857 mm?® » 0.15 mg FIE4H4H
HREG TR 4.963£9.9122 mm® » 0.5 mg FIEAHABHELR TR 0.365+1.7140
mm? > 1 mg FEEARFEE AL T 0.820+1.7530 mm? » 4 mg FlE 4B LR
T 0.327+0.4206 mm? - _FIREHBER A EREE TIASTEYIRT(EIEEEEVEE)
HIER IR — TR EE AR - BLE=NEE-ERE -

[FFofERn]
4

99032D1 %76 H 76 HEIRHEE)
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GZIE
110> KEEps{E4YEiEE (&0)1) BAREAT(INNOVENT BIOLOGICS (SUZHOU) CO., LTD.)
120> BdGEAEAFRFERAER =R PrIER
<130> PF 200841TWI
<160> 1
<170> Patentln version 3.3
210> 1
211> 629
<212> PRT

<213> artificial sequence

220>
<223> synthetic

<400> 1
Asp Thr Gly Arg Pro Phe Val Glu Met Tyr Ser Glu Ile Pro Glu Ile
1 5 10 15

Ile His Met Thr Glu Gly Arg Glu Leu Val Ile Pro Cys Arg Val Thr
20 25 30

Ser Pro Asn Ile Thr Val Thr Leu Lys Lys Phe Pro Leu Asp Thr Leu
35 40 45

Tle Pro Asp Gly Lys Arg Ile Ile Trp Asp Ser Arg Lys Gly Phe Ile
50 55 60

Ile Ser Asn Ala Thr Tyr Lys Glu Ile Gly Leu Leu Thr Cys Glu Ala
65 70 75 80

Thr Val Asn Gly His Leu Tyr Lys Thr Asn Tyr Leu Thr His Arg Gln
85 90 95

Thr Asn Thr Ile Ile Asp Val Val Leu Ser Pro Ser His Gly Ile Glu
100 105 110

Leu Ser Val Gly Glu Lys Leu Val Leu Asn Cys Thr Ala Arg Thr Glu
115 120 125

Leu Asn Val Gly Ile Asp Phe Asn Trp Glu Tyr Pro Ser Ser Lys His
130 135 140

GIn His Lys Lys Leu Val Asn Arg Asp Leu Lys Thr GIn Ser Gly Ser
145 150 155 160

99032D1 F1H > #£I3IHJFIFR)
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Glu Met Lys Lys Phe Leu Ser Thr Leu Thr Ile Asp Gly Val Thr Arg
165 170 175

Ser Asp Gln Gly Leu Tyr Thr Cys Ala Ala Ser Ser Gly Leu Met Thr
180 185 190

Lys Lys Asn Ser Thr Phe Val Arg Val His Glu Lys Asp Lys Thr His
195 200 205

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
210 215 220

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
225 230 235 240

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
245 250 255

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
260 265 270

Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser
275 280 285

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
290 295 300

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
305 310 315 320

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
325 330 335

Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
340 345 350

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
355 360 365

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
370 375 380

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
385 390 395 400

99032D1 E2H #£IHIFIIFR)



202525865

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
405 410 415

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys Gly
420 425 430

Gly Gly Gly Gly Gly Gln Cys Asn Ala Pro Glu Trp Leu Pro Phe Ala
435 440 445

Arg Pro Thr Asn Leu Thr Asp Glu Phe Glu Phe Pro Ile Gly Thr Tyr
450 455 460

Leu Lys Tyr Glu Cys Arg Pro Gly Tyr Tyr Gly Arg Pro Phe Ser Ile
465 470 475 480

Ile Cys Leu Lys Asn Ser Val Trp Thr Gly Ala Lys Asp Arg Cys Arg
485 490 495

Arg Lys Ser Cys Arg Asn Pro Pro Asp Pro Val Asn Gly Met Val His
500 505 510

Val Tle Lys Asp Ile Gln Phe Gly Ser Gln Ile Lys Tyr Ser Cys Thr
515 520 525

Lys Gly Tyr Arg Leu Ile Gly Ser Ser Ser Ala Thr Cys Ile Ile Ser
530 535 540

Gly Asn Thr Val Ile Trp Asp Asn Glu Thr Pro Ile Cys Asp Arg Ile
545 550 555 560

Pro Cys Gly Leu Pro Pro Thr Ile Thr Asn Gly Asp Phe Ile Ser Thr
565 570 575

Asn Arg Glu Asn Phe His Tyr Gly Ser Val Val Thr Tyr Arg Cys Asn
580 585 590

Pro Gly Ser Gly Gly Arg Lys Val Phe Glu Leu Val Gly Glu Pro Ser
595 600 605

Ile Tyr Cys Thr Ser Asn Asp Asp Gln Val Gly Ile Trp Ser Gly Pro
610 615 620

Ala Pro Gln Cys Ile
625

99032D1 E3H > H£IHJFIIFR)
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[FREs A EE ]

[EKTH1] —#EHIH] VEGF B RN S EE RS ERNE NE
(EE-CR W E W=y as sl SEME(AMD)RVEE YRR - H a6
HEYFFFIEE SEQID NO : 1 FrriyfFy - EmaERsEERER 2 mg/iRE
8 mg/iR |

[E5°KIH2] 40E ‘EIE | Fratfy AR - EppriitaEH TSR SEQ ID

O : 1 vy, HEZmeE R EREaaE TG,

[55KIE3] AISEKIE 1 8L 2 PRty Al - Hh e EH VG EERIER
2 mg/iR ~ 4 mg/iR ~ 6.4 mg/RE( 8 mg/iR -

SERTE4] ANEECKIE 134 2 Pratdy AR - Forpak AMD RygfE AMD -

[E5°KIAS] WIEHKIA 4 FrlievRdas - Hazgt: AMD BRI T HY—E5
ZTEEIATIRSE - (I T - RS ~ thuLmERs - BRI - RETE SRR -
IREH ~ BreEMER R - BRGHELTEPRK - HERZER  SEERES -

[E5°KIH6] WNaAoKIR 4 Aty AR - Hopazigt: AMD BAHRe&EEsmE
FEBUCNY) ©

FEOKIAT] ANEERIA 4 e AR - Hp Rt AMD BEA LT RERY
AMD

(DEFZEHR SR AMD REEIME T/ LM T CNV 5 /I/EK

QED R THETE RS (OCT) R - O REEREE>250um -

[EEKPER) ansfokoE 1 = 2 FrftAy Al - R ASR(ERR RIRME AMD 2
EEA B RS

99032D1 F£1H > X4EEHPHEEFHEE)
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[5R0E0) #U5SRIE 1 2% 2 FRRAOFR - B Bl A EL A D T ey
SFEitE AMD :

(1BRFEHREEE TR AMD BEBH SRR LT CNV 5 AV

ST TFHTBARBOCT)RI » PLSBERE250un

[S55R7510] 4055R0E 15 2 FRRgURiis  SErran A Ren (BB D BB T
TR ATERE.

1) ol S R RS

2) BRI A U 2 R (ONV )R

3) BREEBIEN I (BOVABE GRS |

4) Rt AMD BEHEEE R ARSI

S) SR AMD B B R RIS -

(5500H11) A0SR 1 5% 2 FRRAOREIA - SLep o e e (B P & B T
AR ENE -

SEE R (BCVA) ; FI/E

)W 0 AR 5 AU

3 W AR AR 2 185 42 R (CNV) i < |

(SEsR0E12] A05RIE 1 802 FRRAOFER - SLP s SR A (A T BT
TS TERR

)R ERE 71 (BOVA) R 60K TASH 83 % /) 1 (B ETDRS 4 » R/

)RR TERT I (BOVA) L K PALLIERS 5% L » F/sk

3) b B R (CS TR K T 25m B L » /g

A &S BB AR I AR F(CNV) E AR S A 4R K AR LR 0.1 mm? BL | -
99032D1 % 2H  HAHEGHPEEFEE)
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A KIH13] A0ERKIR 1 20 2 PRty MR - 2 iR E R Z R e K

A 1B 2 FTtVEEERE » R —X > 8RR —R - BEMX - §E—X - BW

H—R > FUE—R - FHE RSN E -SRI H R e Bl

EA{ERSHY T O AR R S /K PRISE SERT KA - S5 EE (R /R U - SX B REAY
O AR R KRR 25um DL | S SRAAEERT /K AR EEREE 5%LL |
[E5°KIH14) A055°K7H 154 2 AT i AR - 22 AR ERE s E R LAA 35

TH 1B 2 FRtHV4E eI B » SR —R - BWA—3 - EBEWZ - 58— - S
B— ~ BIUE—R - S HE— eSO N A R e

EA(E S YR Z%HE¥ﬁ§5m”¢ééﬁ(CNV)ﬁ$§E’]2éf@%Eﬁ7J<¥$ﬁ[:l: » SR EER NEEE\
B 2 AERSHIARGE BOHT A S 22 BUCN V)RS 0.1 mm? DL E > S0 SR 2ERT
ZRPAREERRE S%LL L -

[E5°KIH1S] AIEEKIE 1 5L 2 Friliny & - 2 i B FE M B RS e AR~
R 1B 2 FrtVaagEm 8 > R —R - BRMR—R - MK - R - R
#H—R -~ AR - FLBE—IEENE— TR R RS ES
B RGHY R R IE R JI(BCVA)RVAEEERTKEAEEL » 455818/ EE/ VB » ZERE
EERBIEGRJIBCVAREZE/) | {H ETDRS 7} - BB ZERTHI/KEAALD
fem S%LLE -

[55°KE16] *@%‘k*%m@i&mﬁ > ERHEAER B & ] VEGF AR1EAIE
RIS ED » WHRNFERE 1 2 15 PETFEmt s AR - LPZmE
EERUENHE | it fia i Kb BREYREETAE 2mg 2 $mg
Wzl & EH -

99032D1 ¥ 3 H > 4 HEHBRFEEREE)
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N ARIELT] —ERESER  HREHER - SaWEEKIR 16 FriltymEaE
A MARRNEERE 1 2 15 hE—IERTI 2 Fi%k -

99032D1 5B 4H - k4 HEFHREEFEE)
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