7 A U — P BFAAE S 40me/ml
RU
7A Y —FHTFHERESRAF Y 40mg/nL
=BT 5

FEHICREB SN-FRICRIEFIRUVABTORER,
NATILEKBEARHRICTHY FT, 4RBELOFEERER
USNDOERBMICEKEMZFIRT S LEITEEEA,

N TIILEGBFER S
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1.5 ERXIIREOEERUVREDORER

1.5.1 ERXIIERDRE

77Ut b (k4 aflibercept (INN) /7 7 U~k 7 b (BIsF##Z)  (JAN) |
LUF, ARCEP T VEGF Trap &KFL) 1&. Bl o g W EHESEIKF (Vascular Endothelial
Growth Factor) PHEZK (LLF, #iL VEGF ) ThV ., b MMakr/a7 Uy (Ig) 61 O Fc KAA
2k b VEGE Z &K (VEGFR) Offast KA A &S LI e -ABETHD (K
1.5 1) o 74U =T ENERIK 40mg/mL X O A U —T i - RPNEFHF > b 40mg/mL 1%,
AW (Intravitreal : IVT) BGHICHFRINCHER L7727 7 U ~bt 7 b OZEEMSEESH Al (DL
F. VEGF Trap-Eye & ZF3il) T D, KI[E Regeneron Pharmaceuticals Inc. (LLF. Regeneron
) 12, 2] RSB BN B (AMD) Zi#)iE & LC VEGF Trap OBAZIZET L. 201
7 (2. Schering AG [(#l Bayer Pharma AG/Bayer HealthCare Group (AR, BHC) #t) I,
VEGF Trap O IRFHEME O JEEIZ- DV T Regeneron 1 & SLRIBIF IR 25k L. BRIKEBH S & BALA
L7z (2.288) |

a b c

VEGFR-1 VEGFR-2 VEGF Trap

2 2
N B
IgG1 Fc

Q QLELEL A QML
O 'YYYYYY

® 1.5- 1 VEGF Trap &

VEGFR-1 (a) M UNVEGFR-2 (b) 1%, HEfRStD 75D Ig KA A v EANDTFaL X F—B RAL bR 5
SR TH D, VEGFR-1 (a) DE 2 Ig KA A >, VEGFR-2 (b) DH 3 Ig FAA KN Ig6l D Fe RAA Uik
72% VEGF Trap (c) 1%, Fv A =—ANLAX—JIH (CHO) AIEIZ XV i/ ABE E LTHEA SN D, VEGR
Trap &, Z®RAEDOHEZAAEE UTHEL, TCARERS D5 F 81X 97 kDa, [PFREEOFEEI D250 5 Lk
&I 115 kDa TH D (2.3.S.1.2, 2.6. 1.2 M) |

VEGF Trap I%. VEGF &K 1 (VEGFR-1) & VEGF =&K& 2 (VEGFR-2) . FHFND VY H> Nit
BICEER AL VEMAETHILIZE T, TXTD VEGF 74 V74 —24 (2.6.1.1 &H8)
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IZFEET D LT A ENTWD, EBIC, BEx e IERRABRIZIV T, VEGF Trap 23, &
UWEEEBLFIPETT VEGE IZRSE L. ZDEHZIRET 5 Z & RSN TnD, £/, VEGFR-1 @
VA RTHY ., MEFEEMEOTTESLIE T EICES L TWS LB 2 BN TV IR REIEK 1
(PIGF) 2%, VEGF Trap (Xm WS EFMEZA LTV 5H, VEGF Trap 1E. i FANIZEBWT
VEGF J O} PIGF &fEA LEARZIER T LiIcky, FRb U H RE VEGF SRR L O A
ERZHEL, BE2mEFELOCNERNEZMHEHTLEEE205 (2.6.1.2508) |

1.5.2 INESEBIEME (AMD) 2DV T

IR SEEEZENE (AMD) 13, il (SR A OBSRBE O ZVER B TH Y | ot [EIZB T H1ER
EOFBEARFE L 7o T B EHAHIREER TH 5,

AMD 1%, FEHEH L OB O 2 SORIC KBNS D, BCKEREICI W T, ZEHES AMD (X AMD
DEFEF D 90% % 5D DM, EITHRER THI T% b IR BRIt 7e 7=, ) 8RIC £ THEAT
T 5HDIEZEAEE AMD D5 BHD 10% ThbH, —J7, BHEL AMD I A BHE D 10% 127 X720 VA3,
HEATPH <, IR CIIRRICEEOHREEZ R L, ENEICEDS, AMRICBIT 52 EREZXS
E L7 TR, AD OARRITH 1.0% TH VEIMEMICH D Z LB B NITR > T D,
2010 4RI 361T D EN OB AMD O R EEHITK 6 THl L HEE SIS (2.5.1. 1.1 /)

FrAmAER AMD & ©FETA 28 A AMD Tlk, RIFTHZR RIAESZ > TT v T B L,
VEGF 23fiH &dv, ARASESET A (CNV) OB FHER I b, CNV 1E, RSN S 7Ly 7K
DOHZHBE 4 48 2 fAlifa 3% L (RPE) M OMEIED FE CHIET 2 2 & 03 b, F7-. ONV (TR
ZRZLROTWEFLE THY ., I5E. Ky, MENKHT D Z &b, HBIRORE L OB ME
HIBEDOIRK & 720 | FHLOHROEL EORERE 72 B9, BHE AD 1231 2 R AKRERE
FEIXAPITIRIE U CEOE M LAPNICHER L, BRCH M2 £ 5 B8 S DIcasIcE T+ 25, MEEET
O D WX FREOFRIEN S 254, FLEII ORI KA b0 L5 (2.5.1.1.1 &
)

1990 ALK, EWikBR K ONEIRRBR OFE T2y 6 . IR OIMAE B4 12 VEGF 73 B B8 72 5 &
7oL TS T EDNRENTE T, VEGF 1%, WA OHEGEZEE L, CNV O i E F ik 2 i S
LR THY, VEGFR-1 LT VEGFR-2 EFEETHZ LICE D, ZDOAEWTFHINEMEEZRBLT 5,
VEGF 12 & 0 B HE 2R 2RSS & ME WML HhE - bEE L, Migs<
FEPED T U B EO M E N S D, T OB RN, BT AMD OJRREIZIE L
Bb-T\a (2.5.1.1.3&M) .

PI1GF 1%, VEGFR-1 Z41 LT, FRZWAZRGL T CORMIMAE Fi4, Mg ZEtEOTLEIZES L
TWAZ ERHMBNTWD, Tz, RIEMIIK L TEMMER T & U TER L. BEEI7-MEE
~RIEMIIR 2 e S, X512 VEGF ROV DO RIENE A T« =—Z — O Tt BE 59 5
LEZHNTWS, ZD X 51T, PIGF 1% VEGF ORFTEAAZ IS, EEA Sz VECGF 2k
AR SN IMEFE L RIEZ PIGF DI HITIEET 5 & Vo 7B A AD OJREOEITICEE G L
TWatEZ6NS (2.5.1.1.358) ,
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1.5.2.1 BHE AND FBE DB DOLT

BHAL AMD OIRETEHE. ITHEDOHT VEGF #EIEOEALIERKE S Bl LT, TOREE., Wtkn
B ——JEEE . H DTV T RV T ¢ B W TR (PDT) 7 EOIREET
RESNIIEFI ORI ND L)1 o7= (2.5.1.2.1 B/)

B AMD R OTRIEIZ I\ T, BIfE. BT VEGE BEIEDSEEHER VAL & 72 > T 5, HT VEGE %
Eix, B AMD DR HE @E%lf%éVMF@/ﬁfwm%&%%ﬁﬁﬁﬁb Loy ek

ﬂ%@ﬁm&ﬁt&m FAEEMSIT A LIk, BEOHRDEZLE LHERFT S (2.5.1.2.2
ZH) .

AFTIE, HLVECF e LT, ~HFH=TF FIvh UF, ~HTZ=7 L) (v7
Vv, TrAP—HRRE) ROTF e RXvT LU T 4 R, I ARNLT 4 A T 7 —< kR
2t o 2 B THULE TR A LA 2 fF O INEm s BEATERE ) Z2208E - ZIRE LT, £h
ZH 2008 4F K TN 2009 FICHEGEAE SN TS (2.5.1.2.2 2H)

6 LI LBl IVT 53 2B 7% =71%, W ENIZIWT VEGF-Ajgs 7 A Y 7 4 — A L
ETDHRNA T T7H~—Thbs, HMMRAB TH 5 VEGF Inhibition Study in Ocular
Neovascularization (VISION) #BRTIX, AT X =T % 6 I L2 1 [Bl¥&E LR, BHA
AMD HBE ORISR T 2B 4E S, BCVA SUFHEA 156 UL BN L 7= BE OEIE 1L, _~AT 74 =
TRED 6% 1% L, MHEHT 2% ThH o7 (2.5.1.2.28H)

T =B R T7E, VEGF-A (2.6.1.1 BfR) OFTXTOTA Y 7+ —LEFEAET 50 VEGF Hifk
DT7ZT AR THY, BHEA AD BEZ50 LB AR 2 3Bk (MARINA K U ANCHOR #&
) TlX, 7= X~7% 1 » HZ LT IVT &5 LR, 12 » ARICHE I 2R LTk
B (16 WFERMORNET L ERH) DEEIX. T2 X~ T HOK 95%I(x% L, *IHREET
62% (MARINA REROBIFHAE) & 64% (ANCHOR #BERD PDT BE) Tho7-, 7. 349D 1 UL E
DOHEERAE T BCVA SUFHL 16 SCFLL BN U, BRI HEIE R R ER (ETDRS) T v — RMIZ
B DRSO EIL, MARINA FRBR T Y 6.5~7.2 X7 (AEHBETIE —10.4 3XF)
ANCHOR FABR Tl 8.5~11.3 3¢5 (PDTE#TIE —9.5 XF) Tho7= (2.5.1.2.2 M)

MARINA 70 K T ANCHOR #ER DOFER NS . HIEHGZ IR N D R b B ICSGEL, S 6122 [H
DM %2177 >7- 3 » HEE T (ZOKHZE AW (induction phase) &IFES] (21D
UGEIIZIE T 7 b—IZ#E L, TOHOHERY (maintenance phase) (28 H 5 &kl 325 Z &
TT 2 A~ T OMDLE/ RN RENTZ, ZOKREHIET 2 F0KE% L IRER G
3 » HATHALNIMNLENROEY —7 ZIRIFTHEFF CTE 22 ARSI TS (2.5.1.2.3
SH)

PU VEGF WL, FFIZ T = X~ TIC L BIRHIE. TNETOBRBIE L IZR R | EEIZED
%ﬁﬂMm%%Tﬁ?btﬁﬁ%&%éﬁt:kﬁ@%%f%@\@ﬁ@Mm%ﬁ®%*%R$
Lo Tn5, (2.5.1.2.2 %) |

AL THERBINTNDE T =X~ OHELOHE (2011 FRMAXELY) X, =X
~7 (Bfrf#Lz) LT 0.5mg (0.05mL) % 1 » HAfEICHEK 3 » M CEAH) AN
BE 25, TOBOHEFICE O TE, ERICE Y BRSMEZETRET 208, 1 5 AL LEOM
RaxblToZ &, <HEBELMOHEICEETAEH EOESE> 1. #EEBICENTEI 1 5 I
1 FENEEZREL, TORBRELOEEOIREEZEZE L, AABGOBERZHMT5 28, Fiz,
TEHMNCEDEZTHE L, BMENRD DN WEAEITITEARLRE LN &, | E& Ty
Do LU G, HEGOMNIEMEZHW+ 57200 0T=4 1) 71, BHAL AMD D758
DEMICDIELZ b, B, BREZEUDERBSGICBNT, RKERAMLERS, £Z T,
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AR OB OHEEICHB N T 12 B LI = XA~ T DOEE%1T 5 PIER REAEMI N7, L

ML, EAMBNZE O NI PR DB R 2 IR T L, RO 1 £ TIREERGIORD EroT, T

bbb, FEGEEICHV, BEIZSC, BEFE (PRN) LUV EX S ik, =X
~ 7 OFRGRBAEIEE L, BHA AMD IGO0 GHEZE ST Z LITIERARH L LB 2 6T,
L2 L2236, BRD K51, HAENROMRPAHHGTEL27=X~7 D 1 » HIT 1 [E#H

HEEWCOlE-> Tk T 2 2 &1, IVT EEICES V=7 & BF, Ni#ESE. KOIRBHEIC

EoTHLAENMART IAEMENRD D, LEn->T, FRGONBEWZRETH7200mA DE

=XV T ER 1 n AIC 1 EEE XD S REWE G CEMC G 2k 9 5 ik T,
WD O EZMERICERTE, JGELICH N EMRFTE 2201, BE K OEREGE OAHE

BT 5 Z ERAREL 72D 2 L, 2O X 9 7 LD, AFOBHE AMD OIEEHLGIZE T 5

ER=—RL L TROLNTWND (2.5.1.2.3 ) ,

1.5.3 FRFEDEE

Regeneron /%, 2] F£L 0 . BHA AMD B A X RIT, AAIOIRBIEBIZ 31T 2 B IKB % 4
sk L7z, BHC #Lid. Regeneron th& DILFRBAFERKICESE | 20 4 X 0 FNHFERBRIZSHE L
2o WRASSCHT LIS 215 AMD MR A%t & L CEESLFRF MMERRR, 2 SRR E S iz,
Regeneron #E2MEBRIKHEH Td % VGFT-0D-0605 (VIEW 1) kBRI, ALk B &% i
S, BHC HENEBRIKIES T 5 311523 (VIEW 2) #RBRIZ, I—no oS A=A FF U7,
KAERNAARZ G T V7 CEM SN, A 3RS CUT BYL #) 13, 20 4§
Hizg LicxdmEsh s () (T D ST EE N R G R AR
arrE (PMDA) OIS 2B E 2. [ESVE TARER, ES S DARRBRORRICESH T 20l F 1
T, AT T S [FEEILF S MR AR RS (VIEW 2 3BR) 2B Lz, 2 b oEBILR
SFBIFAREATAER O 1 45 B O LZEHEE B OfFTERICHES & | B AN B2 M 2 8 J0E &3
LRSS EIT/R O 2 L & L, 2B, % 2] Flio. Zho 2 HERo 2 FRE R
BIINIE, T LT,

B 78 DREAREM & | 1.5- 21271,

Fo0 ARFNE, TBHAVINE RN OIEEIE L LT, 2011 4 11 HIZKET, 201243 A
A=A N7 U7 ClGEAREZ T 0D CIIERA REE. 1.6 1 B1) |

1.5.3.1 mEICET HHER

IVT #5-FICBRE 47z VEGE Trap (JR3E) L&k, HEE, Ferk, R OSRBRF RO
wEEICEA LT I LRV TR Sz, BEERAIOWL Y, REETRE, RO
BRGNS 2 EMEIC DWW TR, 2.3, P IZFER L7z, B8 A BE 255 & UT-FRRBI 7
077 AETHIC, JREOBLE R EIT 2 FIZE S (IVT P1, IVT P2 XY IVT P3) | HEIZ, 32
AEFERIZ IVT P8 N B &7, F7-. BABIRICB WL 2 BEORAM S (ITV-1 KO ITV-
2) @ VT BeHRARAIDBRG Sz, JRERRLE 7 1A K OMUEIL S OEWIZ DWW T, ZHLE TIZSE
i L7722 < OERRBROFERZFM L7- & &, 2 DEWL, VEGF Trap OIRHGNE (R_— %
TA DD CR/LT B L BEOFHMN) | SHEEE (EHER VEGF Trap X OSSR VEGF Trap i
HECPERRE OFEAM) . W OSSR FPEIC B A RIF S RV EX bz, FEERAIOMTT X, [EE
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E[E S ARG AR5 2 38R (VIEW 1 3B L OV VIEW 2 3B THW S =85 (VT P31z L b #l
EEINTFEEE W 1TV-2 B4 L R—THY . 1 BofEHE (0.05nL) ., 77Vt
N GEETHEZ) 2ng #8T (2.3.S, 2.3.P, 2.7.1, 2.5.2 M)

BRI ORER L ORI R IEIZ OV, SA T MMz T T L7 4R U2 (PFS) O
FHRBS ST, A TIOVRE KON PRS B4 2 F V7= ELlk G PR iR O fis B Cid, Ao 2o 4
PEICKTT DRI D b e o 7-, PFS WA Z &2k > T, VEGF Trap—Eye ZHiY #% 9 %

DIEMES, B S, FMEENRESED . POIROEEY 27 DR TABRFSND (2.56.5.10 &
)

RO ER O L, EMRTERR JC) KOWERR O Atsks v~
otz o7 JC) cEonERENS, LU, JiICTl » A ERELE
(2.3.S. 7R .

BIKNORFRETIE R OEZHIRIEL, 23 7 VEA R O PFS HIWF BTy, TR L, 3l
WEABET, 2~8CT 18 » AR &®ELT (2.3.P.8 M) ., BIE., ESNEERER (2~80)
ikt ch 5, £72. 4%, -\ C 2~8C&MH T oL et Bz Kt ¥
ETHD,

VEGF Trap-Eye QWS TH DY Ve KFET RV U A=K LR Y L_X— |k 20 X
AFNZBNT IVT BEOFHAFIN S D OO, BEBETBRGERENMIAFE % a5, £,
R, AW T IVT BEOMERBTEIAZR D, ZD), FRENFRIMMICEYS T 5
(1.13.4, 2.3.A.3 W)

1.5.3.2 FFERPREAER

2] &0, FEE EpERE L OCBEETRI T e T 7 A VR 5 IEEIRBRRE 7 v 7T A8
Regeneron fHiZ X - TEHHE - %ﬁméﬂt (X 1.5-2) , ZoO7FarZ A%, ICH S6 A 4T 7

JaY—sHEESOIEFIRICE T 52 mab i (1997) AT ICH M3 (2009) [ZHEHLL 7=
(2.4.1 B8]) .

1.5.3.2.1 REHER

VEGF Trap &, I 874 K& OVl & dE i e ol %5¢5EL\WWA VEGF-B, P1GF-1, KX
PIGF-2 2%} L C, in vitro TEWEEABIAMEEZ /R L2, IV NEHAEICEET 5 B
VEGF-C KUY VEGF-D (253 25 A 1E5R D b o7z, F£7=, VEGF Trap 1%, VEGF {RIFMEZ AR
)/&k&@ﬁwyﬁA@E%mibtﬂ PR AR RS EEH (CDC) R ML A7 A
RS EMEH (ADCC) 1FFFE LR o7c 2 &b, VEGF AT T2 U T ROfEE ZHET
HZLiIZEoT, WWTmpi% ET 5 LB LN, W, IR EEEROBWET LV EH
UL VEGE Trap Y5 A% 140 B8 72 S IR o iF - A B2 W TR at L 7=, VEGF Trap
OHE IVT 52X, P10 L —P—iF3 OV IRZE D MAE TR 2N 3L ) [FIE LD &R,
et U724 R C ORI E R EBE T T 2BV T, VEGF Trap @ IVT %5 Xide&H5H& 511, i
BT M OV 70 A5 s MR TUE A S SR AN U7z, DA B O SRBREER 5 AE 5> & . VEGF Trap-—
Eye & IVT #&5-L7=& &, BHE AD OREEE LT, AMERERIZCBWTHHo#ifETtE 5
LEzZONE (2.4.1, 2.4.2, 2.6.1.258) |

MJE EF1X, $T VEGF HE2L2HFEE LD T AT T7 27 hELTHLNTWDZ &b,
VEGF Trap DIMLEIZRITTHEIZ OV TR L 7=, BIRAEKEREBR O kg2 &, I o g
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VEGF Trap #FEA% VEGF Trap HEARDOEFREBIRE (W 1~2ug/ml) % ERIZGAEIC, ME A
DHEF, RSN R EnT, £, VY XORAIEIEEE T L TliX, AHEIREOIH
OBz, LL, in vivo BRIV T, IRCHEMHEENHKHEINLIHEEZ VT &5 L2 L
= ORISR B 2 IEHER! VEGF Trap OMEFR B, M SN 33ssd TIRRETH 0 |
VEGF Trap-Eye Zt MZ IVT g5 L7z & & 2HERANBN D AlRetE I TIRWE B 2 b s,
F 72, VEGF Trap OZZEMEIEHEMORER, VEGF Trap 1, FXMRER IO ME R, FlkL )
RO IMARTE L., K OMERRAE I B A RIF S e o7e (2.4.1, 2.4.2.3 )

1.5.3.2.2 EhEeER

VEGF Trap @ IVT %5 OIRFRKICBT 504, WY K & 21T 2 My Ehhe & S
L7, F7=. WEEER VEGF Trap MO8 VEGF Trap A RO MAEFIEE ZHE LT, IVT &5#% D4
HBRGFEENOEYEE T e 7 7 A LV EFME LT (2.4.1 28) |

U X OB GRER T, IRERFHME (B TR~ (231 2 EHER VEGF Trap OHY:
Bt IXFEERCTH Y . TR TIXES 28 BRI HIERER VEGF Trap 2SR Siviz, iFEER
VEGF Trap [XFEIAEFIRICAFTE L, MR OWRAE I CIEHIRRBR O o5 B2 bivb,
IVT B&5-4%., VEGF Trap IZIRD HAFERIMFIZARIBICREIT L, 56 28 H B oz bt Eh
Too WERER VEGE Trap Ofm MAEHREE IS FAD 1000 53D 1 Thoto (2.4.1, 2.4.3.1 &
)

P& AW E & 5B Tld. VEGE Trap DAY -AWNEEIXIZIFHE S HEICHEI L TEL
TR T=D, tie WITAEREEITRD e oo -, BEEER VEGE Trap O MEHEE L, KAE
TIETPHE Y AR 7223, ZAUIEER ML OWNEME VEGF ~@ VEGF Trap O#FSAEIREZ ML L
TR THD EEZ Bz, VEGF Trap EAMKOMIET AL, VEGF Trap DG ARIITITH
FILCTHML, RBHER T, fBERMFPICISIT D VEGE Trap 132 < BWIAME VEGF LA LT
FETHZERBENE (2.4.1, 2.4.3.2 BR) ,

F 72, VEGF Trap £HEGHEOIEMBENRELZH LN TH720, ~U A, Ty b, KB =74
PO HRIFRARN A 5-8 2 WIE R T 3% 5-% OB VEGF Trap 22 HIE L7z (2.4.3 &) |

VEGF Trap 1%, fEERIMLHFIZIBNT, REOFERER VEGF Trap &, VEGF-VEGF Trap #&KD 2
T ORI EER & 5, BRI P OWERERY VEGF Trap 1%, EREeAIICFEE S A NKME VEGE & il
RDITHER L THEEMRE 72D, VEGF Trap HEAKROMAEFHLEE X, VEGF Trap O M &I - TH
L., WEEERLD VEGF Trap 7289 _T® VEGF ITHEAT 5 & Rmia i B)5E T 5, VEGE Trap ®JH
BRI OIS 2 &, WEEER VEGE Trap O MmAEHREIIH &I U TN 5725, VEGF Trap
BAEROIMBEREENS HITHNT 5 Z &3y (2.4.1 28)

RN 512128810 D VEGE Trap D3 & it 572012, MM Sprague-Dawley T v hIZ
['T]-VEGF Trap Z#ARN# G L. lges - MRIC BT DS se D oA 2 et L=, ['*1]-VEGF
Trap I ZFIMEERMFICHIE L., T ICERE T IR EN RSN (2.4.3.4 &
H\E\) o

1.5.3.2.3 EHER
FMERER 7 1 7 F ATk, VEGF Trap @ IVT #5402 K 2 EERBHZGHE 2 X FFT 572012, R

LR (0. 05~4mg/eye) . EHEAF Va2 —L (2~6 WEOEE) | L5 (EE S » AR
DAL G- FMERER) KOMIH (RRKEE 80mg/ml) (2L 2 IVT BGEMREBREZ M L7z, IVT



1.5 ERJF ST B ok K OB FE Dk
Bayer Yakuhin, Ltd. Page 8 of 17

BE5EMERABRIZIZ. v FOIR EHEER L OAEFZAICRDEE LT A =7 AP La iz
(2.4.1 B8R

X 51T, VEGF Trap NEHHG SN DHIGEZ *5R & LizlRRRE X9 5729012, w7 &,
Ty MO =7 AP vERniceg it FIRNE S, R T#RE) 1K D HREIROER 55
PERRER 21T > 72, VEGF Trap 13 1~3 RIO&EGHEE T, 4 HE~6 » ARICb &5 Lz, W
JZET D 6 » AMEIRNE®R G 3RO E LT, I 5 /37 A —Z1221 T
REAR U7z, AEFERE A TMERBII Y X AW CHER Lz, £72, IRBHMEERLAN O IEIC B9 5
BAFEIEIO—BR & LT, HEI MBI D 3 » HEEHIRNE S EERBREE/- L7 (2.4.1 &
) .

AR 7 1 77 2LV, VEGF Trap &4 =7 A VL OFEANIZ 4 B 1 BKE 8 »
HWREHRG L EDRRMIIBHTH D Z LR ENT-, VT HERFOEHREFERZ K& <
kA% 550 VEGF Trap MNEHEE Siz b &0, HEREGHEOBREEIENRRET LI &n
5. 2mg/eye &b MI IVT # 5 LI2GEICET BN RBLT 5 AalietE I TIRWEZ 2 b b,
LU, A4S AR ORE RN D | IR UTERE L W2 afRett o & 5 ethickl+ %, VEGF
Trap @ IVT £ 513 #ELECX 720y (2.6.6.9 BHR)

A EX Y., VEGF Trap OZLZEMREROFRIL. #E L TBHA AMD OVERIZEIT 5 VEGF Trap @
IV 52X T52b0EE25 (2.6.6.9F]) .

1.5.3.2.4 FERRERBERDELD

VEGF Trap OIERGARIEFR SKip@Ehme &k R ERE ., W ONCEW R Ot MR &L IVT
5. L7= L & VEGF Trap OEFREFEENMBO T/HNIWNWT & 2 AERIICE 2. VEGF Trap (X2 H
B AMD BBE IS OB RIZR G ARETH D L TE 5 (2.4.5 ) |

1.5.3.3 B R EER

1.5.3.3.1 FERFEE & OHEHDER

Regeneron i, 2Cl] (25 [ MR Z . 2] FI25 IAHRER 2 T EHBAsh L7z, [EEE
[ MARER IR #RER  (VIEW 1 3RBR & O VIEW 2 #BR) @ 2 #BRIX. Regeneron ff:& BHC #hi2 Xk v |
znzh 2L O 2 CBRts S e, 2D OFMAREEARRER T, & E OB B OFRH:
BBISICESWTT A v &N (2.5. 1.4 B) .

1.5.3.3.2 XS
VEGF Trap-Eye DOBRFEIZEI L TEM S L7 PMDA & OXHEBIEIZHOWT, % 1.5- UTF LT,

AR EBEIGEDRZEIZHT-- T, BYL i3, 20l £ A odEshE (N
Bl ) 25k L., /557 PUDA OB S B E x| [EAME T ARRER, [ESME TARRBROKE R
S wC mmmEEEEERAR (Ve 2 H5) I
Bl CaEL. AT 2l A0 A VIEY 2 REBRABE L7z, Lo L7aes s, I
I > > 2 W P T
ey
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I - > C T 7K & L7

(1.13, 2.5. 1.4 /) |

% 1.5- 1 VEGF Trap-Eye IZB8d A XIEME

ES T ENE ZAt T Ry
&5
% 2 E1 Bl BEREN TR - B
% B2 Bl Bl e |
2EIV/'E T | I | D
2" | | . I
2 I'H- | I

1.5.3.3.3 MHDERKRAFE IO T 5 L

2l 7 LY. B AD BEEZHR L LEIRNE SIS L 55 TR EGE S i, 1]
FHEIR O BEISIEIZ 1T 2 ZRVEOBF B Shviz, VEGF Trap &£ #45 L7BRIC, —lfto
M E5 7 EORPEERNRBO SN2, REMROBRMEEIBRBOREFTH- 72 (X
1.5- 2, 2.7.2.2.3, 2.7.6.5, 2.7.6.6 Z) ,

RBFEIR DO W ISAE (Z F N T, VEGE Trap DA ZMMEARERR L7275 b S PEIEM 2 i/ MIRIZH 2 %
7ol BHIA AMD FBF A x4 & U728 1 HEBR  (VGFT-0D-0502 Bk /X— k A K TOVS— | )
&0, VT &5 ozeoiatss, 2 £ A LB, Zo% 1 HERERT, B
AMD BT 4mg (VEGF Trap & L C. LATEME) &£ TOD VEGF Trap-Eye % IVT # 5 L7=Fr, &
PEER 215 2 &7 <. HERIFIZ CR/LT O 2378 b, HIRIZ 2mg XU 4mg 65 L 7B
WZIRRW AT L=, F D1k, VEGF Trap % 2H G LI2RO2gMHIER & EYEhEIZOWTRE
ACET o720, 2] & B H £V @EFRBIEEERE 235 & Lo RN G U3 TR 512 X
L8 1 tHFER (PDY6656 MR, PDY6655 allR) 233k 47z, F£7z. VGFT-0D-0603 R Tidk,
ITV-1 HUH| & BHEERIFICH D TTV-2 BAN AV SLZ, 1.6, 3. LT ~_7= X 910, FEkRBR %
W U T & 4u7z VGEF Trap-Eye O JFURELE 575 M OBUAILL )T DZEFE X, VEGF Trap-Eye DIKFE
hE. HEpEhie, L OERMICEELZ RIFS W2 LR sive (¥ 1.5-2, 2.5.2, 2.5.3,
2.5.4.1, 2.7.2.2. 4 B .

2l F 0 H. BHE D BEARG L Ui AL B SR AR (VGFT-0D-0508 7t
B#) TiX. VEGF Trap-Eye @ IVT IEEGIZEBIT D LeME, AAEME, KOVEWFIER 2 g &
LT, VEGF Trap-Eye DML - HEDOBRENSKETF Slc, ZO/RE, 508 (CBEAW) 12X 4
& DEGDIRICHT DR OMFFICHLETH D Z L, 0.5mg BHRED LRI T 5 2R3
DOHNDN 2mg #hH L dmg BEHGRFCROONTZWEIFRE TH--Z &, BEKEGMREIT 12
BRI CTHDZ sz (K1.5-2, 2.5.4.1.1, 2.7.6. 10 B/)
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1.5.3.3.4 BHEAMD BFZXNR E LI-ERARE MHARKHRR
(VGFT-0D-0605 (VIEW 1) EtER K UF 311523 (VIEW 2) EAER)

B AD BHE 2R L LTS IR RRER (VIEW 1 38R &% O VIEW 2 3ABR) X, VEGF Trap-
Eye & IVT #&5 LR F M, ZEMEROCEEMIZOWT, EEHFRTH LI =A< T7 D 4
L 0.6mg BGIZHT DA MAET 2B E L TRl S iz, Zhb 2 BBRO SN 515K
OMERT 7RI, FERals e OB M X OFHFEFE LIS — ST %, VIEW 1 5% 2l 1 A
26, VIEW 2 3BT 2l Ao chenbishsine (K 1.6- 2, 2.6.4.2. 1, 2.7.6. 11,
2.7.6.12 2H) .

HIARRER (VIEW 1 3B M OV VIEW 2 3BR) Tik. Ao TEFEE ©H 5 652 #H HICH
T EHERE (R—R2 T A B L L L7256 OB K T2 ETDRS T v — MM X 2 HF 3074 156 X
TR L EF) LTV AHEERE OERIE ] 128\ T, VEGF Trap-Eye DT X TOHELGEIZIBNTT
SRS TR T HIEL N B L ORSNTZ, FRBRICBIT 23 _XColkigick\wT, 7=
B R~ 7R L& VEGF Trap-Eye BEDOZD(EHEKXME (C1) @ LIRE (3. 1%LLTF) X, H602UH
RESNIIELHEORFE (10%) LW {E»-72, BIRGHEEHE b & =101 B4 2 34 E A
TlX. VEGF Trap-Eye 8 # =& (VEGF Trap & L) 2mg 5 (208) #f (LLF. [FER) oAzt
N, T=EXv7 4 HITE 0.5mg %5 (RQ4) FELFREOHIETH D Z &I R INT,
VEGF Trap-Eye 2mg Z EHHEICH G L7ZIE ) DN —HOBEIZL D TWFERZ 72 6 3 rraetkix®
ETERWNHEOD, 208 BEDOZ < OYEERE DI LY CNV JHE DOILREF (LI T BAF TFF
B UERNRO N, ZOT—X L0, T2 XTI L DIEETIEL, FERGREUEIC L DR
flid> B2 UVNEPEEG- D=2 48 H ORBENR LTI 5 DIk L, VEGF Trap-Eye X DVHETIE 2 »
AZEDORBENARETH D Z ENRESNTE (2.5.4.2, 2.5.4. 3 &)

F7o. BIHHRBRICBT 5 2 FEOERNL, WTHOEGHIZBW TS 52 #l~96 HE TOD
M BCVA SCFHRN DT MR T D2 7 S, EEREIC X - TRREIMICIEREB 27 )

(proactive treatment) &5 H{EDIZ D N, JERSHAEFT L OEALITHEVEREEZ B Z 729

(reactive treatment) XV &, ARIMEOHERFIZE L TIIENTWD Z ENRB I NIz, I HIT,
VEGF Trap-Eye 2mg #5-% 5\ I=#8E OB, 2 FHICIX 12 W T oG > TR
WO DHERENRE TH -T2 &5, TRIROLE LTZBETIEL 3 » A Z L OFRG TIRIENAHET
boEEZLNT (2.5.4.35H)

BB AN ZEMET e 7 7 A VI ORBRN AL b O L FETH . VEGF
Trap-Eye ODAFMIZEH T, 27T a7 7 A VIRRAHER D THY . VEGF Trap-Eye &Hf
D, BHDWNTIRLIAORERTERE T TR LI-AFEESL (Treatment—emergent adverse event,
PUF TEAE) 12, 7= RX~7 (RQ4) BEEDEFA NPTz, Fio, 2 FMTH LI TEAE
X 1 FERICHABNTZ TEAE SIFIERBETH Y . VEGE Trap-Eye DEHIEAKE G-I X - THZITHK
HEENTZHERUIEHEE RO bN-HR T o7 (2.5.5. 12 B8)

B RMEREAMIZ 351 2 NIRIME S ORI O BRI RN DUV CRERINT R ET L7253, HARAN &4t
EANTE L AR REMNERIZZNVEEZZ OGN, Ko T, A WTIE, ENTIEE T
BN OHER R 2 E w9, EAE THELEOE THERBROMEZ EBICRESNHE - H
B CEBELFRFIHERRICSML, o EBERND, KEIO B ARAPERE (21T 58200
KOVEZEMEZFHTT 5 Z LIXAHETH D & HWT L, PMDA (ZHHRZE T 72, OIS b E 2.
RIS H VIEW 23RBRICBMT 52 L Lz (2.5.1.3.3, 2.5.4.1.2.3 /) |

VIEW 2 RBRIZEI D T S -8s (LLF. BARN) 101 Bz T, ST 21T - 7=,
FHRhEO FEFMEE TH D 52 B AR ZHER L WO D 8ERE OES 1L, VEGF Trap-Eye D
BERE (0.504, 204, 2Q8) T _TICBWT, Wb 100% T, R4 FETIL 96% ThHho7-, 7
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SR TREE B BEEREDOZED 95%[EHEX O EIRIE 3.68% T, FELMHEORIE 10% % Flal->
Too BEEAIE 0928010 5 [EFEILFEERICEE T 5 EANE 2 FIZ oW T ISV TaEH
TOREROKHIEA~DIFEIEIZOW TR L7- & &, Ao EE MRV, BAAN
WeBRFEAEM & VIEW 2 BB OEN T, RO BRI NT, £2. T X CTORKIH
HHEIZIBWT VEGF Trap-Eye 3 BEOWT DB EGHEN T = U X~ 7RECK LT, —H L THIE
B SUTFEFHFINCEN TV D Z L 2R TRERIIG N oTe, ZEMICEALTH, BHAANICH
HOFERFRIRESINTE LT, TOARMEIZRATH Y, VIEW 2 HBREROEM & T
R RHNCEW D H 5 TR b o7z (2.5.4.2.3, 2.5.4.3, 2.5.5.11, 2.5.5.12 M) .

PlbEXv, BRANZELBHA AD BEZ%I5 L LT, VEGF Trap-Eye (VEGF Trap & LT
2mg) %, BAMOBEESZOHERIZBWT 2 v A 8#) Z&iC 1A VT &5 LizEE, T=
t“fij.Bmgz%ljaH (4 ) ZEiz 1 BEETHONI AL RRBEOHEIMEEZRL, £

. IB®H 2 WITIRUAL ORERIEE T CREL LA EHES (TEAE) [ZZEITRD LT, @mneett
k%@@%#? EWRRER SN (2.5.6 BFR)

1.5.3.3.5 BERT—2 /1y r—2
AR OARHFER L L TRIET DIRT —2 /8y =203 £ 15— 21T ERRHABR L O

ZTH DA ORGE 2 HE R LTSNS (2.5.1.3.2, 2.7.3.1.1, 2.7.4.1.1.2 &
H\E\) o
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£ 1.5- 2 BERT—2N\vyr—U BT 2BKRHAER MEEHN —F
REBRE = e HEE W JRE L 7k R E R O -
B Gwowm | Gy | po mm RIS - AL
[ |VGFT-0D-0502 |k Lt BAEVER | JFEE C IVT P1 | 21 f1 « B[] 5.3.3.2-2,
(502 #REx) O 22 1E XIX IVT P2 | 0.05mg ~ 4mg VGFT-0D-0502
sS— kA i SE =t SR
HER) A ITV-1
VGFT-0D-0502 RHFE=T LD 15 : EFE  2mg 5.3.3.2-3,
(502 7kBR) e H R R 1) . T H=T Al L/
X— KB (IEfERL—ES 0. 3mg R—hB
TRARER)
VGFT-0D-0502 e, BRMER 28 f5i] : F K 2 IS | 5.3.3.2-4,
(502 ZER) OVEMFIIER 0. 15mg X3 4mg Al k/
R—kC Rl (JEE2 SR—FC
(L EEHRAR)
VGFT-0D-0603 | #[E  |Ze4tk - 25tk | JEE - IVT P2 | 20 f3] @ TTV-1 44 % | 5.3.3.2-5,
(603 #fER) PK R OVEM=AHE | 0% IVT P3| ITV-2 845K 4mg % 438 | VGFT-0D-0603
FIC X 2 RIA el TLIZE3E, 128
B (EfEA b | A ITV-1 | DK PRN & 5
5 R X ITV-2
0 |VGFT-0D-0508 |K[E  |[fahtE - Ze4vtlc | JR4E : IVT P2 | 159 5 : 0. 5mg. 2mg. | 5.3.5.1-1,
(508 k) K2 M - HER dmg DWT IO & | VGFT-00-0508
B (mfEA L | 8K TTV-1 | TABEUT 12 BT | /14394
CEERRR) W2 12 8 FE TR G4,
16~52 1 % T PRN %
5
Il |VGFT-0D-0605" | K[EH., |Z=tX~7lcxt | JFHK : IVT P3 | 1217 1 : 0. 5mg X% 5.3.5.1-2 .
(VIEW 1 3BR) | hFH [T 2IEEVEOREE 2mg & 4 Z L 1T 12 5.3.5.1-5 .
BoaER (VR4 | BUA : TTV-2 | % T 5%, 0.5mg | VGFT-0D-0605
T EREE R KiEomg Z4WMT L H
R DN I 2mg 8T &
12 16 M ~52 8 F T#
5
52 JH LIS X PRN $ 5
311523 BRN . 1240 il : VIEW 158k | 5.3.5.1-3 .
(VIEW 238) | B & WZIF T, 5.3.5.1-5,
th, 5.3.5. 1-6,
9 HHE /311523
[a] T _RCOFBERIOFGBE L, T T OV &4 5 53 A AMD,
[b] +_TOFMER OB GRRRRIL, VT &5,
[c] VIEW 1 BBRKE O VIEW 2 RBRiX, 1| FEOTEFMMAZ S > T 2011 4 6 FAICEEGRERTE AR FER.

I AHER (PDY6656
AR, VGFT-0D-0306 #5R) | B AD BH 2R L Lo REIL SRR (VGRT-0D-

0D

—-0305

2l A ISR T,

PLEDORHE RO, EERFHEICRD D5 5EEE E LT, EFEMEREEZIRE LT-2FBE55H
ABR. PDY6655 #kBR) . BHA AMD BEEZ R E L2k 5k (VGFT-

0702 B, VGFT-0D-0910 3&BR) K ONZ D PK H7 A %5 ¢ (VGFT-0D-0702PK #BxR) . A
AMD LIANDESIEDBE 2 xf4 & L-3% (VGFT-0D-0307 #B&. VGFT-0D-0512 #XBx. VGFT-0D-

0706 7%k, VGFT-0D-0819 (COPERNICS) 7. 14130 (GALILEO)
2.7.2.2.1, 2.7.3. 1.1, 2.7. 4. 1. 1.2 &) ,

) AW (2.5.1.3.2,
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1.5.3.4 EXASLERFTARRH

2011 4E 6 AT, FERGPRERBR AL M ONE PN A o B PR SRR Al it 2 4 I S & 128 S U Bl 72 7K R
FEAEITH T,

Sﬂ

2

W54 . ZhHE « WL OV - HEIZHOW L, FERRICB T 2BEFHONE, I HITH
AROIRFIZEICK T D IEREREZ B E X TRF 21T o 72, LR ICARKZEHFEOMM 2 ~7 (&
1.5- 3. 1.8 &) .

& 1.5- 3 RBRFBOBMK

5 A EIMN, A0 E A EHL

W54 T AV —T W FARNTESFE 40mg/mL (314 7 LELHF])
TA V=T FERNES X >~ b 40mg/mL (PFS HAl)

—fix4 aflibercept (INN) /77 VU~Lt 7 (BIET#HIEZ) (JAN)

HHE » R oS T IRRE BT ZE 1A 2 £F © Nl S5 B2

Ak - & 77Vt s GEIaFREIZ) & LT 2mg (0.06mL) & 1 5 AT
Elz 1 [al, EfE 3 B CEAM) T RNEST 5, TO%OMERINIZE
Wik, 8%, 2 HZ L1, RN REGT 5, 7ok, ERICED
B G- % R ETT 5,
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1.5.3.5 Z D OEBEISEI D E IS IE (2B T 5 ERERBAF KRR

ARAENCBE L CiE, S RIOARBHEREE CH D [HOE T IR BET A LR 2 £ 5 In s 5 52
P Otz Regeneron & BHC #EDILFEBAIFEIC L V. £ 1.5- 413 IRFMEIE 0 )i iE |2 %)
L CHEBEM 2RI B HED T 5,

% 1.5- 4 BHC #t B U Regeneron #t M BEBAFEIZ & Y TRTERR S D BB ) $8 15 D i it fE™

HERE OB AIRPAZESE IS RE 5 S BEEE (CRVO)

PRI BB (DME) [

. &
QI AR

la] 2R A & . N |6 U URE G L A S BBEEIE (CRVO) | B AR L
L7 > % -

(b) 2 =01 A & v .
I, > 2

le] 2@l A & 0 . N i E (M) | BE ARG L
E  Ewaew B RN
I, > 5

o s 90|
|

Th o,
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AR DERR

EJid
WELFHME 5%
TR ER R - HERS E B 5%
RE E 5
RE MR HWEI()D) E 5
BEN(NATIL) E 5
ESESEE E s
REMEBRER E4t
JEERERELER ADMEZRER E4t
HER5SHRER B 5%
REHESHHBR E 5
Z DAt (EFESAE - BERFH M SRER) E 5
FMEEH |5 1 #8XER(AMD) / VGFT-0D-0502 (502 F#E&) E 5
% 1 4854ER(AMD) / VGFT-OD-0603 (603 5%E&%) E 5
% 11 $85ER(AMD) / VGFT-0D-0508 (508 5#E&) E 4
FHEEER(AMD) / VGFT-0D-0605 (VIEW 1 3XE&) E 4

FIFEERER(AMD) / 311523 (VIEW 2 FKER) B9} - EX
SERH |5 1 B BEMA) / PDY6655 B
FREREER % 1 HHEER (B BRAA) / PDY6656 B0
% 1 #85XER(AMD) / VGFT-0D-0305 B0
% 1 #85XER(AMD) / VGFT-OD-0306 B0
% I {E R #1185 KER(AMD) / VGFT-0D-0702 By
% 1#85{8R(DME) / VGFT-0D-0512 By
% 1#85{8%(DME) / VGFT-0D-0307 By
% 11 #85XER(DME) / VGFT-0D-0706 ELY
% I #35£E& (CRVO) / VGFT-0OD-0819 (COPERNICS) E 5

%5 485K 8% (CRVO) / 14130 (GALILEO) Eo-EHN

® 1.5- 2 VEGF Trap-Eye BARDTEER
(B A OETFIET, AR - IFZEOPM A KO T H 278 U, BREER D55 135 OMIEDkBE A & Offokbe A 277, QO Il REUE)
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1.5.4

FHDOFHRUARM

1.5.4.1 FEERREFF R UH At

VEGF Trap |Z. W&t L7= VEGF-A DT _TOT A Y 74—, VEGF-B KON PIGE |Z /Ry
\ZHES L. VEGF KON PIGF % AL 3 BT OFL VEGF FTH 5,

VEGF Trap (%, BAEFIFHATREZRPL VEGF ETHDH T =L AT RORH I X =7 L 382
V. BF L7z VEGF-A OFTXTDOT A Y 74— KO VEGF-B IZfERT 21X 0 Tl
PIGF IZbfEE L. 24D 2R RANCARTE LT 2B OPT VEGE 3ETH 5D, b b VEGF-Ae,
VEGF-A121. VEGF-B(o-109 X O b PIGF-2 L&A T 5 & & D VEGF Trap OFEEEES (Kp) 13,
FAFEF 0.5pM, 0.36pM. 1.92pM KX 39 pM Th Y . BV a B mEL =~ L1
(2.5.1.3.1, 2.6.2.1 M) . PIGF I% VEGF & FHFMICILE DFBWIEE 5D, RO M
ORI EORE Z BT Z b TS (2.5.1. 1.3 H) .

VEGF Trap 1%, RILEHEETT L ENMEREETT VEHOZIERKRRICB VT, 5
B 7 I 8T AR SR IR S X D I R 2 2 el L. =S O EERT T VI fF
32 IR DO JRIE 2 1118 X7,

VEGF Trap &, F > WEEOPERFEMER O MEREEEE T v, AREEETT L, WO
B AMD (ZEBIL7E NV O >N OEREEET AR S, Bt LT X ColRMmE
HEET N R OIMERETT VA& RO FERR RSBV T, W2 e A XX
MAE R X D FRIER R 2 2 RS iH] 92 2 & D3RR &7z, ¥FlZ, VEGF Trap % IVT
BHETHZLICXY, FoEEMERFTT VOMBEICE T 2 ME R, XOREHEET
JZEBIT D L—F—FRIEEME ONV OS2 BIE 2 R S vz, F72. VEGF Trap 1.
AR I BT AT VR O ERHEET VICHET 2IRORIELZRIE I E7- (2.6.2.6 &
)

VEGF Trap 1%, IVT 512X Y. BT VEGF SRICE A 22T MEOER 28I L7 <,
MR D I7 A 72 1 A7 HH K ML 387 2E & R ET iR 9= 2

VEGF Trap ZIKHET IVT ¥EL7-& 20 FBREEII RN &b, ED EF XX
BT O] & W o 7281 VEGE BICHA R EOERZBBHSE5 Z 272 <, MKED
I93 B 72 1 A8 I HE R O A 37 28 2 0 SRRl -5 (2.6, 2.6 &)

1.5.4.2 EREREIR R U R A

BHAL AMD OB IZ, VEGF Trap-Eye 2mg %, BAHOHG% ORI WNT 8 T
LI VT 545241k, =X~ 7 0.mg Z 4 T LI VT 51L& EF
FREE DS O#EFF N B2 52 A ICBW T RLTE (2.5.4.2.2. 1 /) .

B AMD DEFEIZ, VEGE Trap-Eye 2mg %, BAM O G% ORIV T 8 @ T
LICIVTEETHZLICEY, =2 X~7 0.5ng # 4 LI VT & E LIz L & LA
FRED THAN 156 XFU EEELEHERFOFE] 2 52 BHIZBWTRLEZ
(2.5.4.2.2.2 B8) .
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o BHVE AMD DEEF T, VEGF Trap-Eye 2mg % . EAM O 5% OMEFIICIBWT 8 T
LICIVT 5T 52 LI12LY, =X~ 7 0.5mg & 4 WL VT &G L& L
PR DO EBIESR 71 (BCVA) OEE 52 @ BICB W RLT: (2.5.4.2.2.2 B8) |

o BHIM AMD DEFHIZ, VEGF Trap-FEye 2mg %, HAH OB H% OHEFFIZIHBWT 8 T
LT 52 M IVT &5 L7, G EEICIE> TREIDR U, BERE (PRN) &5 (7272
L, &5MRIIRE 12 BE2B2700) Lizk &, 52 #~96 # £ TORIZ BCVA STFHMN
HDIDIE T T HHEAPFRD D, TOREE, ERCHRERN L OEIZEWREEZ
Z 729 (reactive treatment) XV &, EEMIEICEL > THREMIZHEELZLB IR
(proactive treatment) &5 H{EDIE D N, ARIEDHERHCE L TXENL TS Z ER

R ENT (2.5.4.3 BR) |

o B AMD DEFIZ, VEGF Trap-FEye 2mg %, EAH OG- OHEFHIZIHBWT 8 T
LT 52 R IVT &5 L7cth, BREGEEEICHE > THE| JEL‘ BtiRF (PRN) 5 (7272
L. &E5MBIIRE 12 B2B2720) Lzt &, 52 #~96 #FE T VEGF Trap-Eye 2mg
B 5. 252 TR B OF R, 2 FERITIE 12 2L R G X - TR OMER:
MNA[RETH -T2 D, WIROZE LIZEETIE 3 » AZ L ORETIHRENARETH
HEEZLNE (2.5.4.3 B) |

o @mﬂmm@%%m\WWTmpmemg% A O %O IICHBNT 8 |
T VT #5795 ik - H&lT —ERAX~7 0.5mg & 4 MLl VT 5 L-Lx b
ﬁ%ﬁ®£éﬁ&@%§@%%bt(255u%%)0

e VEGF Trap-Eye 1Z. BHERE. JFHEREH B W TBERIR OMRBEICEAMR 72 < . BHAL AMD 2%t
LCEZTHDLZ EnmEns (2.5.6.1 &0) |

e VEGF Trap-Eye @ PFS K| THD 74V — TE‘E’?L{ZIKWZ‘EEHLH%%/ ;) TiX, IVT & 5%
KO BENOHAENNAT) 2L ZA[REIC L, IVT REICHIT DY) R 7 ORI
N5 (2.5.5.10, 2.5.5.12 &) |

PLEX Y., VEGF Trap—Eye 1. #HHOHL VEGF L LT, HAE, EARS TR AMD [2X4 5

BROLANRIBRE SN TNDE T =X~ T LRBEORNEE ZeEE2 /R L2 e n, EFRER
LR 2B A AD JBROF - RBIRE LR V §2 B2 DD, &bic, ARIORE - A&
() 77Vt 7 b (EaEfEz) LT 2mg (0.06mL) % 1 » HZ &2 1 (A, Hfk 3
Bl GEAH) wY-AN&EET D, ZOROHEERICE O CIE, %, 2 » A2 &2 1 [, A
&G 25, ok, ERICEVESHRBLZEEMRES T 5, | 1Z8W VT #5752 &2k, A
MEZMEFF L EE, 1 p HZLo®E LV S IVT F 58 R OSKBEEZBOE D 2 Lk,
BEROERASGOBHZEECE 5, £z, A 1 B0 VT &5X0 4, IVT & 5123 T 5
HEHEGRERRY) 27O TAIEF T2 00, BLEISICBIT 58 1 B2 9 5 L&
Sy QW
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1.6 NEIZETSERRRFICETSEH

1.6.1 NETOHRERR (H:F) - EAKKR
AETORGE KO AKRBIFIRILZ LU TIOR T,

1 of 3

®1.6-1 SNETORE-ERARKE [BUHENBENZEE] CEEFEAN BE®)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use EYLEA safely and
effectively. See full prescribing information for EYLEA.

EYLEA™ (aflibercept) Injection
For Intravitreal Injection

Initial U.S. Approval: 2011

INDICATIONS AND USAGE
EYLEA is indicated for the treatment of patients with Neovascular (Wet) Age-Related Macular
Degeneration (AMD). (1)

DOSAGE AND ADMINISTRATION
For ophthalmic intravitreal injection only. (2.1)
« The recommended dose for EYLEA is 2 mg (0.05 mL) administered by intravitreal injection
every 4 weeks (monthly) for the first 3 months, followed by 2 mg (0.05 mL) via intravitreal
injection once every 8 weeks (2 months). (2.2)
Although EYLEA may be dosed as frequently as 2 mg every 4 weeks (monthly), additional
efficacy was not demonstrated when EYLEA was dosed every 4 weeks compared to every
8 weeks. (2.2)

DOSAGE FORMS AND STRENGTHS
40 mg/mL solution for intravitreal injection in a single-use vial (3)

CONTRAINDICATIONS
« Ocular or periocular infection (4.1)

Active intraocular inflammation (4.2)

Hypersensitivity (4.3)

WARNINGS AND PRECAUTIONS _—_—
Endophthalmitis and retinal detachments may occur following intravitreal injections.
Patients should be instructed to report any symptoms suggestive of endophthalmitis or
retinal detachment without delay and should be managed appropriately. (5.1)
« Increases in intraocular pressure have been seen within 60 minutes of an intravitreal
injection. (5.2)

ADVERSE REACTIONS

The most common adverse reactions (>5%) reported in patients receiving EYLEA were
conjunctival hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and
increased intraocular pressure. (6.2)

To report SUSPECTED ADVERSE REACTIONS, contact Regeneron at
1-855-395-3248 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 11/2011
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

EYLEA is indicated for the treatment of patients with Neovascular (Wet) Age-Related Macular
Degeneration (AMD).

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Information

FOR OPHTHALMIC INTRAVITREAL INJECTION ONLY. EYLEA must only be administered by a
qualified physician.

2.2 Dosing

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (monthly) for the first 12 weeks (3 months), followed by
2 mg (0.05 mL) via intravitreal injection once every 8 weeks (2 months). Although EYLEA
may be dosed as frequently as 2 mg every 4 weeks (monthly), additional efficacy was not

demonstrated when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14)].

2.3 Preparation for Administration

EYLEA should be inspected visually prior to administration. If particulates, cloudiness, or dis-
coloration are visible, the vial must not be used.

Using aseptic technique, the intravitreal injection should be performed with a 30-gauge x
Ye-inch injection needle.

Vial

The glass vial is for single use only.

1. Remove the protective plastic cap from the vial (see Figure 1).

Figure 1

2. Clean the top of the vial with an alcohol wipe (see Figure 2).
Figure 2

3. Remove the 19-gauge x 1%2-inch, 5-micron, filter needle from its pouch and remove the
1-mL syringe supplied in the carton from its pouch. Attach the filter needle to the syringe
by twisting it onto the Luer lock syringe tip (see Figure 3).



Figure 3

4. Push the filter needle into the center of the vial stopper until the needle touches the
bottom edge of the vial.

5. Using aseptic technique withdraw all of the EYLEA vial contents into the syringe, keeping
the vial in an upright position, slightly inclined to ease complete withdrawal (see Figure 4).

Figure 4

6. Ensure that the plunger rod is drawn sufficiently back when emptying the vial in order
to completely empty the filter needle.

7. Remove the filter needle from the syringe and properly dispose of the filter needle. Note:
Filter needle is not to be used for intravitreal injection.

8. Remove the 30-gauge x ¥2-inch injection needle from the plastic pouch and attach the
injection needle to the syringe by firmly twisting the injection needle onto the Luer lock
syringe tip (see Figure 5).

Figure 5

9. When ready to administer EYLEA, remove the plastic needle shield from the needle.

10. Holding the syringe with the needle pointing up, check the syringe for bubbles. If there
are bubbles, gently tap the syringe with your finger until the bubbles rise to the top (see
Figure 6).

Figure 6
|

11. To eliminate all of the bubbles and to expel excess drug, SLOWLY depress the plunger
so that the plunger tip aligns with the line that marks 0.05 mL on the syringe (see Figures
7 and 8).

Figure 7 Figure 8

2.4 Administration

The intravitreal injection procedure should be carried out under controlled aseptic conditions,
which include surgical hand disinfection and the use of sterile gloves, a sterile drape, and a
sterile eyelid speculum (or equivalent). Adequate anesthesia and a topical broad—spectrum
microbicide should be given prior to the injection.

Immediately following the intravitreal injection, patients should be monitored for elevation

in intraocular pressure. Appropriate monitoring may consist of a check for perfusion of the
optic nerve head or tonometry. If required, a sterile paracentesis needle should be available.
Following intravitreal injection, patients should be instructed to report any symptoms
suggestive of endophthalmitis or retinal detachment (e.g., eye pain, redness of the eye,
photophobia, blurring of vision) without delay [see Patient Counseling Information (17)].

Each vial should only be used for the treatment of a single eye. If the contralateral eye requires
treatment, a new vial should be used and the sterile field, syringe, gloves, drapes, eyelid
speculum, filter, and injection needles should be changed before EYLEA is administered to
the other eye.

After injection, any unused product must be discarded.

No special dosage modification is required for any of the populations that have been studied
(e.g., gender, elderly).

3  DOSAGE FORMS AND STRENGTHS

Single-use, glass vial designed to provide 0.05 mL of 40 mg/mL solution for intravitreal
injection.

4  CONTRAINDICATIONS

4.1  Ocular or Periocular Infections

EYLEA is contraindicated in patients with ocular or periocular infections.
4.2 Active Intraocular Inflammation

EYLEA is contraindicated in patients with active intraocular inflammation.
4.3 Hypersensitivity

EYLEA is contraindicated in patients with known hypersensitivity to aflibercept or any of the
excipients in EYLEA.

5  WARNINGS AND PRECAUTIONS
5.1 Endophthalmitis and Retinal Detachments

Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis
and retinal detachments [see Adverse Reactions (6.1)]. Proper aseptic injection technique
must always be used when administering EYLEA. Patients should be instructed to report any
symptoms suggestive of endophthalmitis or retinal detachment without delay and should
be managed appropriately [see Dosage and Administration (2.4) and Patient Counseling
Information (17)].

5.2 Increase in Intraocular Pressure

Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal
injection, including with EYLEA [see Adverse Reactions (6.1)]. Sustained increases in
intraocular pressure have also been reported after repeated intravitreal dosing with VEGF
inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be
monitored and managed appropriately [see Dosage and Administration (2.4)].

5.3 Thromboembolic Events

There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use
of VEGF inhibitors, including EYLEA. ATEs are defined as nonfatal stroke, nonfatal myocardial
infarction, or vascular death (including deaths of unknown cause). The incidence in the VIEW1
and VIEW2 wet AMD studies during the first year was 1.8% (32 out of 1824) in the combined
group of patients treated with EYLEA [see Clinical Studies (14)].

6  ADVERSE REACTIONS

The following adverse reactions are discussed in detail in other sections of the labeling:

« Endophthalmitis and retinal detachments [see Warnings and Precautions (5.1)]

« Increased intraocular pressure [see Warnings and Precautions (5.2)]

» Thromboembolic events [see Warnings and Precautions (5.3)]

The most common adverse reactions (>5%) reported in patients receiving EYLEA were
conjunctival hemorrhage, eye pain, cataract, vitreous detachment, vitreous floaters, and
increased intraocular pressure.

6.1 Injection Procedure

Serious adverse reactions related to the injection procedure have occurred in <0.1% of
intravitreal injections with EYLEA including endophthalmitis, traumatic cataract, and increased
intraocular pressure.

6.2 Clinical Studies Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates

observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

The data described below reflect exposure to EYLEA in 1824 patients with wet AMD,
including 1223 patients treated with the 2-mg dose, in 2 double-masked, active-controlled
clinical studies (VIEW1 and VIEW2) for 12 months [see Clinical Studies (14)].



Table 1:  Most Common Adverse Reactions (=1%) in Phase 3

wet AMD studies
Adverse Reactions (,f::' :; 4 ?r(;:‘illfif::ltar:)l
(N=595)
Conjunctival hemorrhage 25% 28%
Eye pain 9% 9%
Cataract 7% 7%
Vitreous detachment 6% 6%
Vitreous floaters 6% %
Intraocular pressure increased 5% 7%
Conjunctival hyperemia 4% 8%
Corneal erosion 4% 5%
Detachment of the retinal pigment epithelium 3% 3%
Injection site pain 3% 3%
Foreign body sensation in eyes 3% 4%
Lacrimation increased 3% 1%
Vision blurred 2% 2%
Retinal pigment epithelium tear 2% 1%
Injection site hemorrhage 1% 2%
Eyelid edema 1% 2%
Corneal edema 1% 1%

Less common serious adverse reactions reported in <1% of the patients treated with EYLEA
were retinal detachment, retinal tear, and endophthalmitis. Hypersensitivity has also been
reported in less than 1% of the patients treated with EYLEA.

6.3 Immunogenicity

As with all therapeutic proteins, there is a potential for an immune response in patients
treated with EYLEA. The immunogenicity of EYLEA was evaluated in serum samples. The
immunogenicity data reflect the percentage of patients whose test results were considered
positive for antibodies to EYLEA in immunoassays. The detection of an immune response is
highly dependent on the sensitivity and specificity of the assays used, sample handling, timing
of sample collection, concomitant medications, and underlying disease. For these reasons,
comparison of the incidence of antibodies to EYLEA with the incidence of antibodies to other
products may be misleading.

In the phase 3 studies, the pre-treatment incidence of immunoreactivity to EYLEA was 1% to
3% across treatment groups. After dosing with EYLEA for 52 weeks, antibodies to EYLEA were
detected in a similar percentage range of patients. There were no differences in efficacy or
safety between patients with or without immunoreactivity.

8  USEIN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C. Aflibercept produced embryo-fetal toxicity when administered during
organogenesis in pregnant rabbits at intravenous doses of 3 to 60 mg/kg. A series of external,
visceral, and skeletal malformations were observed in the fetuses. The maternal No Observed
Adverse Effect Level (NOAEL) was 3 mg/kg, whereas the fetal NOAEL was below 3 mg/kg. At this
dose, the systemic exposures based on G, and AUC for free aflibercept were approximately
2900 times and 600 times higher, respectively, when compared to corresponding values
observed in humans after an intravitreal dose of 2 mg.

There are no adequate and well-controlled studies in pregnant women. EYLEA should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

8.3  Nursing Mothers

Itis unknown whether aflibercept is excreted in human milk. Because many drugs are excreted
in human milk, a risk to the breastfed child cannot be excluded. EYLEA is not recommended
during breastfeeding. A decision must be made whether to discontinue nursing or to
discontinue treatment with EYLEA, taking into account the importance of the drug to the
mother.

8.4 Pediatric Use

The safety and effectiveness of EYLEA in pediatric patients have not been established.
8.5 Geriatric Use

In the clinical studies, approximately 89% (1616/1817) of patients randomized to treatment
with EYLEA were >65 years of age and approximately 63% (1139/1817) were >75 years of age.
No significant differences in efficacy or safety were seen with increasing age in these studies.

11 DESCRIPTION

EYLEA (aflibercept) is a recombinant fusion protein consisting of portions of human VEGF
receptors 1 and 2 extracellular domains fused to the Fc portion of human IgG1 formulated
as an iso-osmotic solution for intravitreal administration. Aflibercept is a dimeric glycoprotein
with a protein molecular weight of 97 kilodaltons (kDa) and contains glycosylation, constituting
an additional 15% of the total molecular mass, resulting in a total molecular weight of 115 kDa.
Aflibercept is produced in recombinant Chinese hamster ovary (CHO) cells.

EYLEA is a sterile, clear, and colorless to pale yellow solution. EYLEA is supplied as a
preservative-free, sterile, aqueous solution in a single-use, glass vial designed to deliver
0.05 mL (50 microliters) of EYLEA (40 mg/mL in 10 mM sodium phosphate, 40 mM sodium
chloride, 0.03% polysorbate 20, and 5% sucrose, pH 6.2).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Vascular endothelial growth factor-A (VEGF-A) and placental growth factor (PIGF) are members
of the VEGF family of angiogenic factors that can act as mitogenic, chemotactic, and vascular
permeability factors for endothelial cells. VEGF acts via two receptor tyrosine kinases,
VEGFR-1 and VEGFR-2, present on the surface of endothelial cells. PIGF binds only to
VEGFR-1, which is also present on the surface of leucocytes. Activation of these receptors
by VEGF-A can result in neovascularization and vascular permeability.

Aflibercept acts as a soluble decoy receptor that binds VEGF-A and PIGF, and thereby can
inhibit the binding and activation of these cognate VEGF receptors.

12.2 Pharmacodynamics

In the phase 3 studies anatomic measures of disease activity improved similarly in all
treatment groups from baseline to week 52. Anatomic data were not used to influence
treatment decisions.

12.3 Pharmacokinetics

EYLEA is administered intravitreally to exert local effects in the eye. In patients with wet AMD,
following intravitreal administration of EYLEA, a fraction of the administered dose is expected
to bind with endogenous VEGF in the eye to form an inactive aflibercept: VEGF complex. Once
absorbed into the systemic circulation, aflibercept presents in the plasma as free aflibercept
(unbound to VEGF) and a more predominant stable inactive form with circulating endogenous
VEGF (i.e., aflibercept: VEGF complex).

Absorption/Distribution

Following intravitreal administration of 2 mg per eye of EYLEA to patients with wet AMD,
the mean C_ of free aflibercept in the plasma was 0.02 mcg/mL (range: 0 to 0.054 mcg/mL)
and was attained in 1 to 3 days. The free aflibercept plasma concentrations were undetectable
two weeks post-dosing in all patients. Aflibercept did not accumulate in plasma when
administered as repeated doses intravitreally every 4 weeks. It is estimated that after
intravitreal administration of 2 mg to patients, the mean maximum plasma concentration of
free aflibercept is more than 100 fold lower than the concentration of aflibercept required to
half-maximally bind systemic VEGF.

The volume of distribution of free aflibercept following intravenous (1.V.) administration of
aflibercept has been determined to be approximately 6L.

Metabolism/Elimination

Aflibercept is a therapeutic protein and no drug metabolism studies have been conducted.
Aflibercept is expected to undergo elimination through both target-mediated disposition via
binding to free endogenous VEGF and metabolism via proteolysis. The terminal elimination
half-life (t1/2) of free aflibercept in plasma was approximately 5 to 6 days after LV.
administration of doses of 2 to 4 mg/kg aflibercept.

Specific Populations
Renal Impairment

Pharmacokinetic analysis of a subgroup of patients (n=492) in one Phase 3 study, of which
43% had renal impairment (mild n=120, moderate n=74, and severe n=16), revealed no
differences with respect to plasma concentrations of free aflibercept after intravitreal
administration every 4 or 8 weeks. No dose adjustment based on renal impairment status
is needed.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.
Effects on male and female fertility were assessed as part of a 6-month study in monkeys
with intravenous administration of aflibercept at doses ranging from 3 to 30 mg/kg. Absent



or irregular menses associated with alterations in female reproductive hormone levels and
changes in sperm morphology and motility were observed at all dose levels. In addition,
females showed decreased ovarian and uterine weight accompanied by compromised luteal
development and reduction of maturing follicles. These changes correlated with uterine and
vaginal atrophy. A No Observed Adverse Effect Level (NOAEL) was not identified. Based on
C,... and AUC for free aflibercept observed at the lowest dose used of 3 mg/kg, the systemic
exposures were approximately 4900 times and 1500 times higher, respectively, than the
exposure observed in humans after an intravitreal dose of 2 mg. All changes were reversible.

13.2 Animal Toxicology and/or Pharmacology

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated
with aflibercept intravitreally were observed at intravitreal doses of 2 or 4 mg/eye. At the
NOAEL of 0.5 mg/eye in monkeys, the systemic exposure was 42 times and 56 times higher
based on C,, and AUC, respectively, than the exposure observed in humans after an intravitreal
dose of 2 mg. Similar effects were not seen in clinical studies [see Clinical Studies (14)].

14  CLINICAL STUDIES

The safety and efficacy of EYLEA were assessed in two randomized, multi-center, double-
masked, active-controlled studies in patients with wet AMD. A total of 2412 patients were
treated and evaluable for efficacy (1817 with EYLEA) in the two studies (VIEW1 and VIEW?2).
In each study, patients were randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing regimens:
1) EYLEA administered 2 mg every 8 weeks following 3 initial monthly doses (EYLEA 2Q8);
2) EYLEA administered 2 mg every 4 weeks (EYLEA 2Q4); 3) EYLEA 0.5 mg administered
every 4 weeks (EYLEA 0.5Q4); and 4) ranibizumab administered 0.5 mg every 4 weeks
(ranibizumab 0.5 mg Q4). Patient ages ranged from 49 to 99 years with a mean of 76 years.

In both studies, the primary efficacy endpoint was the proportion of patients who maintained
vision, defined as losing fewer than 15 letters of visual acuity at week 52 compared to
baseline. Data are available through week 52. Both EYLEA 2Q8 and EYLEA 2Q4 groups were
shown to have efficacy that was clinically equivalent to the ranibizumab 0.5 mg Q4 group.

Detailed results from the analysis of the VIEW1 and VIEW2 studies are shown in Table 2 and
Figure 9 below.

Table 2:  Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF)
in VIEW1 and VIEW2 Studies
VIEW1 VIEW2
EYLEA EYLEA ranibi- EYLEA EYLEA ranibi-
2mgQ8 | 2mg Q4 zumab 2mgQ8 | 2mgQ4 zumab
weeks ? weeks 0.5mg weeks ? weeks 0.5mg
04 04
weeks weeks
Full Analysis Set N=301 N=304 N=304 N=306 N=309 N=291
Efficacy
Outcomes
Proportion of
patients who
maintained visual 94% 95% 94% 95% 95% 95%
acuity(%)
(<15 letters of
BCVA loss)
) 0.6 1.3 0.6 -0.3
b (0
D'“e('ggﬁi/ (é‘g 32, (-2.4, (2.9, 4.0,
R 4.4) 5.0) 4.0) 3.3)
Mean change
in BCVA as
measured by 79 10.9 8.1 8.9 7.6 9.4
ETDRS letter score
from Baseline
Difference” in LS (0236 3.2 ((3)? (i?
o .0, 1, A1,
mean (95.1% CI) 25 (0.9,5.4) 13 02)
Number of patients
}"e’ggﬂas”‘l‘:‘tjt:rts 92 114 94 96 91 99
of vision from (31%) (38%) (31%) (31%) (29%) (34%)
Baseline (%)
Difference® (%) 04 66 26 46
(95.1% C) (7.7, (1.0, (-10.2, (121,
: 7.0) 14.1) 4.9 2.9)

BCVA = Best Corrected Visual Acuity; Cl = Confidence Interval; ETDRS = Early Treatment Diabetic
Retinopathy Study; LOCF = Last Observation Carried Forward (baseline values are not carried forward);
95.1% confidence intervals were presented to adjust for safety assessment conducted during the study.
2 After treatment initiation with 3 monthly doses

® EYLEA group minus the ranibizumab group

Figure 9: Mean Change in Visual Acuity from Baseline to Week 52
in VIEW1 and VIEW2 Studies
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16 HOW SUPPLIED/STORAGE AND HANDLING

Each Vial is for single eye use only. EYLEA is supplied in the following presentation [see Dosage
and Administration (2.3) and (2.4)].

NDC NUMBER | CARTON TYPE
61755-005-02 | Vial

CARTON CONTENTS

one single-use, sterile, 3-mL, glass vial containing
a0.278 mL fill of 40 mg/mL EYLEA

one 19-gauge x 1%-inch, 5-micron, filter needle
for withdrawal of the vial contents

one 30-gauge x ¥2-inch injection needle for
intravitreal injection

one 1-mL syringe for administration

one package insert

Storage

EYLEA should be refrigerated at 2°C to 8°C (36°F to 46°F). Do Not Freeze. Do not use beyond
the date stamped on the carton and container label. Protect from light. Store in the original
carton until time of use.

17 PATIENT COUNSELING INFORMATION

Patients may experience temporary visual disturbances after an intravitreal injection with
EYLEA and the associated eye examinations [see Adverse Reactions (6)). Patients should be
advised not to drive or use machinery until visual function has recovered sufficiently.

In the days following EYLEA administration, patients are at risk of developing endophthalmitis
or retinal detachment. If the eye becomes red, sensitive to light, painful, or develops a change
in vision, the patient should seek immediate care from an ophthalmologist [see Warnings and
Precautions (5.1)).

EYLEA™ is a trademark of
Regeneron Pharmaceuticals, Inc

REGENERON
© 2011, Regeneron Pharmaceuticals, Inc.

Manufactured by: . All rights reserved.
Regeneron Pharmaceuticals, Inc. V1.0

777 0Id Saw Mill River Road
Tarrytown, NY 10591-6707
U.S. License Number 1760

Issue Date: November/2011

Initial U.S. Approval: 2011

Regeneron U.S. Patents 7,306,799; 7,531,173;
7,608,261; 7,070,959; 7,374,757; 7,374,758, and
other pending patents

©2011 Regeneron Pharmaceuticals, Inc. Al rights reserved ~ 11/2011
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FERLTTHER

AT OAGEROBERIZ 1L, EYLEA 2 EZENOBNHERT - DICHNERFERIETRHEIN
TWADLITTIEH Y ¥ A, EYLEA 2N FEHREZBRL T EV,

EYLEA™ (7 7 U _E7 ) K
HFENEER

KEIZBT A& 2011 4

ZhEE - BhR
EYLEA 1B 2 £ 5 GBHAD) I sEsEZrE (AMD) BE ~DiFmIcHWLN S, (1)

R HE
RN GO R, (2.1)
EYLEA OHESER &I, 77V~ bkt 7 hE LT 2mg (0.05mL) THD, MO 3 5 AMIT4
WZE (IwA) ICLE, M ENEFICEVELEL, 20k, 8EITE 25 A) IZ1E,
HPAENERICE VST 25, (2.2)
EYLEAIX, 77Ut 7 bl T2mg a4 ML (1 v H) ORBECEEFTH L TE
L3, 8T L ORIETHEE LIziGa & LT, IR 53 m STy, (2.2)

FIR K% OV
ANA TV (BEME SR 40mg/mL
RN EE (3)

2R
AR SOIXHRJE BH O EYE (4. 1)
IHEIPEIRN L (4.2)
WHEGE (4. 3)

BERMMER LOEER
AN 5%, IRNR K OHEERBEN S 5o d 2 L03d 5O T, IRNR K O EHIEfE 2
AETHIERNH O ONTEHGEIITEBICEET 5 L 0 BFCHEE L, FE2EUIITH
& (5.1)
RN 1% 60 53 AWICIRE EARRBO 51T 5, (5.2)
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BIVEA
EYLEA #E5ZIZHE SN TWADEREWER (6% ) 1. L., B, AN, E - AH
B, MY TAREREY. KOWREESR CTH-o72, (6.2)

BIER L DN SIERD D Db Baid, UTOEKEICHETSZ L,
Regeneron : 1-855-395-3248

X

FDA : 1-800-FDA-1088 X iX www. fda. gov/medwatch

w7 av 17 BE~OEFRRELHETSRITEI L,
2011 4E 11 A oksT

E0FGER . Bk

1 ZhR - %k

2 HE-HE
2.1 — & G515H
2.2 ML - A&
2.3 FHATVE
2.4 B&ERF

3 FIEERORE

4 EHE
4.1 AR SCIERRJE PR oD SR YL i
4.2 JEBIMERN &
4.3 EBUE

5 BEEROMEALOER
5.1 ARPNZE S OV e
5.2 IRE L5
5.3 InAeZERE

6 REIEA
6.1 &HFH
6.2 FERRFER TORER
6.3 SR

8 BHLRERA~DOHRE
8.1 4Tk
8.3 =Flim
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8.4 /A
8.5 Ml
11 HHAL « IR
12 ERIRIKER
12. 1/E IR
12. 235
12. 33K EhHE
13 FERRIREME
13.1 AAAJRPE « Z8 B JRME - A SHRERE
13. 2 B2 61T M RO/ ST FERR
14 ERRFREBR
16 ) « ik /BriE R OEY |V i
17 BHE~OFHRFRM
*RIFIERICFERH SN TNt Z7 v a U ROH TR 7 v a VIFEREN TN E A

T IEHR
1 ZhE - Pk
EYLEA 1B 2 £ 5 B INEssEsEZrE (AMD) O BFE OGRS S5,

2 H#-H=E
2.1 —fRBEIEHR
W ANEEGIZRD, BEEATDIEMOBBAR ERET 5 L,

2.2 A - HE
EYLEA OHELEAEITT 7 U~ 7 k& LT 2mg (0.05mL XL 50ul) THD, KD 12
W G AR 4L L H) I LEL M ERNERICEDES L, 20%, 8
& Q2w A)ICIEL ZHEFENEHICELVEST 5, EYLEAIZ, 77U~ 1ke7 e L
T2mgZ4HZTE (14 H) OMBTERETLHZLHTELN, SEHI OB THERS L
Bitr Ll LT, A2 2 IR STz, [ERREER (14) 2 5]

2.3 BE5ATHERE
EYLEA (38 5-AMC BHRIC K 2 MR 21TV, Bk, 1RE, JUIEARRD b D5E 1036
L7z &,
30 7= X0.5 A F OB A 2N U, BEHAEBIEIC LV FAEANERET 22 &,
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NAT IV
H T AN T ERERA O E T 5,
I. XATADSLTIAF v 78Oy v 725, (1)

3. 197 —=UX1L.5A4F 53707 40F—%tE ImL VU P EZNENENLED
HL, 740 ¥ =85 L7 —av 70 o0&zl > TlRY T 5, (X3)

X 3

4. T4 NE = T LROPFLEIZE L, $HEBAA TADIRIHE < £ TE LA,
5. BEEMEAEICL D AL T AP OEKETE Y Y U PICRGIT D, A TVTIESL S, 58
BITEFRZ RG] LT W E ) ITHE T 2, (4 4)

6. T ANF—RHIEHFENEDRNE D TT Yy — 2RI UL,
T TaNG—EtE ) UNOMY AL, R GIETREET S,
R 7 4 2 —RHIEFARPNER I O TR,
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8. 307 —UX0.5A4TOEHFNHETTIRAT v I OEMPEWMOVHEL, #HE2ALT—m v 7T v
TORIZR L ST L2 LB T 5, (X5)

9. WEHE[NTEEDL, 77 A2AF v 7 MOFENR#ES v v 7254,
10. EHEOLmE FICHT TREEDL, VU U UNORIADOEE AR T S, [IENRD b
BlZiE, VU UERBETRLS I 5IEE EETRBEISE S, (K6)

11. 2T &SRB 2P T B0, 77 0Py —DEMMNT U P 0. 06mL OFEHRE
WS FE TSN ETFT Vv —%ML EiF5, (U7 KROS8)

Dosing Line

2.4 ®RER:
WM ANEE T, BEINZERFHSME T 28, FRATEMETREZITO, HETE,
W R L—7 . WEBgRE: CUITN L RO 2#HT5 2 L, EHENC, FEL
ORPTHYRIRHTE SIRA D% 5 288912175 Z &,

ARG ERICEEEE=F ) 7 LIIREERZHRT 2L, =2 7T,

B PLEI B O FERR SUIIRERE 2T 25 B0 D 5, HBITIS U, P ERIE 2 69
5Tk,

Page 5 of 15



3

4

RN E BRI IR R SUT BRI 2 oree3 20K (IR, i, &, BH%) 256
BIIEHEEIE BEHICHET L L0 BEITHRET 5 2 &, [BESOERIEM(17) 23]
HERA T VIR IROIBRICOAMERT 5 Z &y cHURRDOTERE B L EE 72355 I3 7= 723 A
TIVEBH L, EYLEA B 5R1CHEEE, VoY, PR FL—7, Higs, 740 %—,
LOESSZIMOBEZ D Z &,

G, M LD o I BANTRIES 5 2 L,

ARBRR R TIE, ARl I EFNE 2 9 28 (MR, SEEsE) (3ehoiz,

Fli B O\ BE

AT IR G A TS (40mg/mL) 0. 05mL HLIFTH 5 F
AT ABASA T I

AR
NI

4.1 HRSZHRAE B R YLAE

IRSUFIRE PG D 6 5 BTG LanZ &,

4.2 TREIMEIRPIZE

IRPUTIEEMMERIED 8> 2 BE IR G LW &,

4,3 BEUE

5

7 7Y~k 7 b X EYLEA OB LIBHRUEDBEFRE O H 2 BEICITHR G LW E
Lo

BERMER LOER

5.1 RV K OB R HE

EYLEA & & O 72 AN DM IRN B G-1E, IR M OB RIEE & D BENTR O H LTV 5 [E
TEM (6. 1) 22/, EYLEA 5 OFICITFIZHE U R AR G- FHE 2 W5 2 L, IRNEX
I EAEIEHIBE 2 R 3 D ER N B D O GAICIE, BEHICERT 25 L0 BEICHEYE L, i#
YR E B A4T 5 2 & DA - AR (2.4 LOBE~OFRIEMH (17) 2 2],
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5.2 IRELSF
EYLEA & & & 7 35K O RN F B-1% 60 53 ANIC , RIMZRIRIE EA- 2380 b T % [RIE
(6. 1) 5], £ 7= VEGF FLERI O KAEIRE RN 542, R iRE EH S X
NTW5, IRER UMLK ZT=% ) 7 L, @EREEE(TH 2 & k- HE
(2.4) =5/,

5.3 IMiRZEBRAE
EYLEA & & 7z VEGF BRLES DA 54412, BRI ZERRIE (ATE) 3B BT 2%
WD, ATE &%, FEBFEMM AT, FEBSEMEOAFEZE, UL L MEE GERD AR 6 O
bate) LEFSHTWS, VIEW 1 J O VIEW 2 3 HA AMD 3Bk 1 46 H T ATE 383K,
EYLEA ¥ 5% % 1} 1= BE OPFEEMICE T 1.8% (fFl%k 1824 #ilf 32 #i) T - 7= [HRK
R (14) M,

6 RIfEH
T OERWERIZOWTIE, ot 7 & a VCHEMATEH ST 5,
AR 2 e ORI [555 R OMEM ForE (6.1)]
ARE B [EEAROEER EoEE  (6.2)]
MARZERE [BEROEH EoEE  (5.3)]
EYLEA ¢ 5% 5\ F T2 B Il SN ERBIWEM (5%BAE) 13, AR, ARJE. HPIRE,
WS ARRIEE, B AEEE . RONRE R CTh oo,

6.1 ®EFH
EYLEA O ARNF G5 FHRICBE L- mE 2 mIER (IRNZK., SMEMEANE L OIRIE E5-%
Eie) 130 1% AR TH o7,

6.2 HRARFERTORRER
BB O B ST 2 LR TH D72, Bl 2 FAOBARRR TR O bt th
ORIWERZ AR A BT 5 2 LIIAAEETH Y | EiEEFRICIIT 2 RBLEZ K LT
WRWATBEMEDN B 5

DT OF —ZIXEYLEA# 5252 3 -2 A AMD B 1824 ADF — X Z ML= D THY

915 1223 AN 2 50 _HEBRBEMELLTREER (VIEW 1 ZOVVIEW 2) ([2BW T, 12 % A
\Zb7- o T 2mg DG %25 F 7= [EERRER (14) 58],
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6.3

x1: FMABHE M ZRICETH5ELEMERA (1%LE)

X R
BIVEA EYLEA (Ranibizumab)
(N=1824)
(N=595)
i H . 25% 28%
AR 9% 9%
F P 7% 7%
B - 1A I 6% 6%
i - AT ) 6% 7%
AR 5 5% %
i 7 . 4% 8%
APEOD A 4% 5%
HER (e 3R b R B 3% 3%
TESHE AT 3% 3%
AR o> 47 % 3% 4%
i il 3% 1%
Fth 2% 2%
b)) 2% 1%
TESFERA 1 1% 2%
AR i Vo7 e 1% 2%
£ [ e 1% 1%

EYLEA DVEEEZZ T -RED 1%ATMICENICRON D EELZRWEHR & LT, MEREE
MRZAFL, ORI HRE SN TWD, Fo, BEUED 1%KRGOEFIZED b,

SR R M

M OIEH 7= v VB DIRIR % 52 T 7o 83 & RIERIC  EVYLEA 169 & 52 1) 1o BF 135 E ROL &
ZFAREMEDS & B, BYLEA O R & i sEHC L 0 Bigt Lz, ST — 213, f
PRI EIZ I T EYLEA OFURICKE LIGYE & B SN BEOEIGZ KL T\ 5, %K
SO, T 2 HE OB R O R STV OR 0, T VIRED X A
2T, PR, ROERSRBICR & BBE 21T 572, EYLEA IZxT 2 ik & 2 ol
ST D HUAD IR A < BENDL H D,

BIAEFRBRIZ BT, EYLEA (259 DIRERTOSREER DO ARIL, & TOBEET 1%~

3% T olz, £7-EYLEAK G 52 BHEICBWT b RBOEIE THARN B &z, SERG
PEDFEIZ D BT, BT DLV OE NI ERIT o T,
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8

8.1

8.3

8.4

8.5

11

BB RRH~DORE

aRT

e RSERREE 3 HA € WER L72 U Y F OIRBE I, 3~60mg/kg DT 7V~ Lt &
RNEES L2856, IR - BRIREMEDSRD b, —HoONE, WK, EETE3 6 I8
%émtobtmof a3t % MR (NOAEL) 13X 3mg/kg, —HhEIRIZRTT 2
NOAEL 1% 3mg/kg Aiii & L7z, ZOMEZHG LI25H D Cou KTV AUC IZHD iR T —
U~_bt 7 hOSFRERIX, b NI 2mg 2 AN L RICBEISNIREE L I
B LT, FALEAUR 2900 75 B O 600 5 172> 72,

%9 2 WU O+ B SN -RBRIT eV, I LT, AaerEn ik R~
falitt % ERIDBEICORMEHTH Z &,

B

77Vt RO MELFASOBITIIARTH 2, RO e MEHLHFH~BITL T
WD END, FILRBIRAOEBRMEITHERTE 20, Lieo T, AT OLMIcxtd 2
EYLEA OFG13HELE L 722wy, AP 1D 2 WIREHE P I 0ROV T, BEEICxT 5
EYLEA OB A ZE L CHIBrT 2 2 &,

/NR
NN SRE S D 22 S OV PRI ST S 40TV 7R,

i

B PR ARBR Tl EYLEA e G- RFICEEL B ST B3F DF 89% (1616/1817 #1]) 73 65 kLl b
K63% (1139/1817 ) M 75 LA ETH -T2, T HRERIZEBW T, Flo EHIZHES FHD
PR OVZEEOZERIIFRD Lo T,

RELRR « PEIR

EYLEA (77 U~Lb&7 R) 1&, & b VEGF Z&IK 1 KON 2 OMfast KA A %k b 1g61 D
Fe RAA ZREE LT A RBETH Y | I F NS RIS - SRERIK T
bbb, 77T MITZABEEDS &) 9TkDa O BRI A BB T, RO 18D
15%ZAH Y T~ D HESEAT Ny 2 B 0 D Loyl 115kDa (272 5, £727 7 U~ bt 7 MI&E
BT v A =— AL 2 Z —JIHAlE (CHO #ifla) v CibEEn s,

EYLEA 1%, ZEEMED B S AER O KRR T, REFEANMEH S TR 5T, HEES
DT T ABSRAL T I A TS, 1 REIOFEEET0.05mL (G0ul) THD, (134T
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FOREIL 40mg/mL, WM E LTY VBT U oA 10mM, ¥{kF b U o A28 40mM, K

U )_— K 20 23 0.03%, > afER %S ENTEY., pHiX 6.2 THD)

12 ERIRZKH

12. 1

12.2

12.3

e

M N BCEEFEIR 7 A (VEGF-A) K OVRARHEGEIR-F- (P1GF) (XA LR VEGF 77 XV
—DAN—=THY, NEMaOMEGE, b Eet:, M E@ & (23, VEGF (TP BHifa
FH EICdH D VEGFR-1 J ONVEGFR-2 &\ 9 2 SDZEEMF n s X —F 2/ L CiEH)
3%, VEGFR-1 |XHIMER B H1F(E L, PIGF 132 @ VEGFR-1 IZD A fEA 5, VEGF-A IZ
D N OZFEEOIEEIC I Y | MEHAEKCIEZRAG SR I,

77 U~ Lt 7 WL VEGF-A L O PIGF I AT A st T af SR/RIKCTHY . "7 7 3V
—@ VEGF ZFIR~DFEE M OVEMZLET 5,

%
BIHERERIC I T, 52 H ORBIFEMNE 2RI ME LR RERIT, ~—2X T/ &l
L CAETORCTRMRICEE LS, ZOMHIF7T — 23R OREITITHV b v s

277,

FEhRe

EYLEA 13 F AR 532 Z L2k v, IREORAT TN &3 5, 3R AMD B
EYLEA Z RN G LTz L & ZO—MIZREHONRENE VEGF LA L. R L7
77Vt S THD VEGF EEEREZERT D, 77V -~k MRS IEERL I
1795 &, WML 7 )~k 7 b (VEGF EFEREE) KON WNIK) VEGF OISR % - 72
X VRELEREEE (77 U~k 7 b VBGF HAK) & 722- TIENICIFET 5,

WA« 53 AR

B AD B BYLEA 27 7 ULt 7 R & LT 2mg/lR, W ARNEG Lz & &, iF
BT 7 )~ 7 M3 G 1~3 B BICE&S T IRE (Cu) (ZET D, Cux DL
flEiX 0. 02meg/mL (&G : 0~0.054meg/mL) T o7z, 5 2 WK, MIETICHERER
T7V T bR ENTEBEITI W RhoTt, $E AR LICKERG LEBELT
7 U~k 7 MEIMSERNICE R S e o 7o, EYLEAZ7 7 U~ bk 7 h & LT 2mg i1
BN Lz & & o, #RLT 7 U ~1t 7 b Of RIS E O fEIL, 281 VEGR
DI RGNV IR IEEE D 100 53D 1 KRl b L HEE SN D,
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T 7Vt NERIRN (IV) 85 % ORI T 7 ) St 7 s OS5 ARRIE. K 6L &
REINT=,

AR - PR

77V MIBERATZABE TH Y | FEMRFNZ OV TORBRITERM S Tugn,
77 UL Mg, R NN VEGE & A L7 RN EME O S EhRE X OV A R
SIRZENLIEREHIC L VR S D EE2 5N TW5D, MEFEEER T 7 ) ~ Lt 7
b DFRALTE I (11/2) 13, 77 Vb7 b 2~4amg/kg ZHARNEZ 5%, 5
~6 HETh-T,

7 e G|

R p ek

1 S OEIMARRER CEYERE DY 7 7 L — T Mo (492 6)) . 5 5 43%)5 B
REME s A Fr DR (BREE 120 ], Thasps 74 65, W 16 ) Thot-2, 4 WL K&
O8I Z & D GFEM T, RN G% O MEPEEER Y 7 U~k 7 MNREICE
FITREO bRno T, BHEEEREE ORDIUC X 2B 5 EmOFEITLE R0,

13 JERRERFEME

13.1

13.2

BAJRNE « RFNE - AFEREREE

77V T MK D5 R VIR R O FREMEIZ DUV T ORBR T I S Tuvieuy,
HEHE D A FERERE ~ DI DN TIE, #5558 3~30mg/kg TITolo a2 H =T 7 U~
T N6 A EAREGEER TR L 7=, MEDEFHRLE LU 5 B H & UX
HIEARNE, OG- TERE K OFE - O EEME OB LA R TOREE L VL TRO b, S
DT, MEIIXFRRE B E K ORI DD 2 £ 5 PN K O H EE OB 1 R b,
INHOEE, FEROBEZER S BER L e, EREMEE (NOAEL) 1K€ Shedo
7o /NG 3mg/kg IZF1T DIEHEL T 7 U~ LB T h D Coa LN AUC EED< & L
IZBIT 2 RHREREITE MC 2ng AN E L L72GEIC380 Do 28 R & & ik
LT, ZHZEIHK 4900 fi5 K OFI 1500 5@ o7z, T X TOEMIIAHMETH - 72,

BT 2 BHRO TFEE
AT 7Y e 2 L dmg/IRO M & T RN G L7k, ST ORER F
BN AR OB GO Bz, Puicki) 2 MR (NOAEL) 1 0. 5mg/HR T, Cou
B OVAUC |23 2B EIT. 77 ) ~bt 7 F % 2mg i ARG LIt MCED 5
NI-EHRHERE L I LT, TR 42 [5~56 f[FEno 7o, HRARRER CIIFER O RIX
LDV o 72 [ERREBR (14) 1,
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14 ERRRER
BHAL AMD R & 5t G S iRk C M S Ts 2 DO BAE AL T H BRI REER I &
EYLEA D22 O 2hEZ 5l L 72, 2412 ADBE (95 1817 AIZ EYLEA ##5) %%t
Gz, 23 Bk (VIEW 1 X OVVIEW 2) CTHZMEEZFHME L7, T oRB T, BFIL1: 1
1:1 OFIEGTEELICRO 1~4 ORGRIZEN Y T 5 - DEYLEA 27 7 U~k 7 |k

LT 2mg, 4 AL ICHER 3 EIEEL, F0%IX8HE W5 (2Q8) ; 2)EYLEA #7 7
Yt & LT 2mg, 438 &5 (204) ; MHA%77)NWﬁ7FELT05m
4 BT LI E (0.5Q4) ; Ranibizumab 0.5mg % 4 18 IZ¥e5. (RO.5Q4), BEOFEMENT

49~99 W OHIPHIZ 7=V | FHERIZ 6 . ThH o7,

WREBIZBW T, B2 EEFEEB IR 2 L7-BEOEE, 372bb 52 B I
BIFTARNOIETNR—2F5 4 LT 156 XFERBEThHoT-BEDOEGL L, T—
X352 MHETEAT LT, 2Q8 BEM O 204 BEC. RO. 5Q4 #f & FERAIIZIRZE O A 0ME AR
iz,

VIEW 1 B ONVIEW 2 OFEMZfETiE R 2L T 0% 2 RO 9 12787,
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F2:VIEWT1 RUVIEW2 RERICH 175 52 BEDENEFER (LOCF 35I12 & 3 FASSRAMBRHTER)

VIEW 1 VIEW 2

EYLEA EYLEA Ranibizumab EYLEA EYLEA Ranibizumab

2Q8* 204 0. 5Q4 2Q8° 204 0. 5Q4
FAS N=301 N=304 N=304 N=306 N=309 N=291
HEERE R
WA EAERF LT BE D 94% 95% 94% 95% 95% 95%
EE& (%) (BVA A=a7 T
15 SCFARTR OIRT)
2T (%) 0.6 1.3 0.6 -0.3
(95. 1%CT) (-3.2, (-2.4, 5.0) (-2.9 (4.0

4. 4) 4.0) 3.3)
ETDRS SXF A 2 7128k % 7.9 10.9 8.1 8.9 7.6 9.4
N—ZF A b D BOVA
P
/N PR TOER 0.3 3.2 -0.9 -2.0
(95. 1%CT) (-2.0, 0.9, 5.4) (-3.1 (4.1

2.5) 1.3) 0.2)
NR—=2 54 )b 15 LF 92 114 94 96 91 99
LI U 7= A B (%) (31%) (38%) (31%) (31%) (29%) (34%)
RS (%) -0.4 6.6 -2.6 -4.6
(95. 1%CT) (-7.1, (-1.0, (-10.2, (-12.1,

7.0) 14. 1) 4.9) 2.9)

BCVA : e &G IEfR ) ;  CI : {E4EHIX[H] ; ETDRS : Early Treatment Diabetic Retinopathy Study O
FRIFHEANE 5 ERER) ©  LOCF : Last Observation Carried Forward (Fgi&iEAfiA = 7 4MdiE, 7~
2L, R=ZAT A EDFEITAE LRV o 95, 1% #E XK B FRER P I e S 7= 22 M3l % 7

BT L DICFEE LT,
¢RI 3 AN 4B Z L Db
b EYLEA f —Ranibizumab #f
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B9:VIEN 1 RUVIEW 2 BBRISH T HR—R 54 U5 52 BEFTOEYRIEL

= 15 VIEW1
d
=
3 0 +10.9
e 481
g 470
& U '
o=
= 5
(W
=
o
4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
15 - VIEW2
404
+89
+76

Mean Change inVisual Acuity
(letters)

0 [l 1 [l [l 1 1 [l [l 1 [l [l [l 1

4 8 12 16 20 24 28 32 36 40 44 43 52
Weeks

B EVYLEA 2mg OF weeks 4 EYLEA Zmg Q4 weaks
—g— Ranibizumab 0.5myg 04 weeks

HE « dL BrE RO |V FiE
FSA T AT RO BIEM T 2%, EYLEA OFIE - W2EILL T 0 v [HE - A& 2.3) kO
(2.4)7,

NDC %5 e NEY

61755-005-02 ATV HRIE A HOWE KA, 3-mL T 7 ZARSA 71
LS T ADEE0.278ml, 2 40mg/mL

WA TIVHNOWHEBBIH 19 75— X154 vF, 537100
74—t

W RNTEES A 30 77— X0.5 A T 1EG#

BEH1-nL ) oY

SR
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By

EYLEA |Z3HE 28T, 2~8C (36~46°F) TIRTFTDZ &, AL OB T ~IIEREN
TWAHIBBNICERT 2 Z &, T2 &, TS E T, BYLEA 34 IC AN IRRET
BRIFETHZ L,

17 BHE~OFHEM
EYLEA O RYF-RNEE 5 J O\BEE3 2 IR & 60 L 7=, Rl iEsE 2t - dkTh
W2 [FIEM (6) 2], HRHSREN H0 BT 2 £ ¢, B8 #1450 E s S IHHE O
EICEF SRV E S BEICRET 52 &,

EYLEA $¢ 5-1% . HRANZESUTHERRRIEE 2 R B9 2 vlRetEn 5, Feiln, &, IR, HIZAMk
B> PN GEITIT, EOICIRBHEDRRE%1T 5 2 L [EEROEM EoEEG. D1,

& T

Regeneron Pharmaceuticals, Inc
777 0ld Saw Mill River Road
Tarrytown, NY 10591-6707
KEFFRES 1760

EYLEA™ X Regeneron #- 0 pHE ¢,
MM - IR 225 0 F 9,

V1.0
FEITH : 2011 4E 11 H

KENZRIT DA - 2011 4

Regeneron ¥ [EEF 7,306,799 ; 7,531,173 ; 7,608, 261 ; 7,070,959 ; 7,374, 757 ; 7, 374, 758
KOV Ol R O REFT
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— B4 R 77U T N BB TR Z) 77T GRIG TR R )
HR7E4 T AV —T R RPNTEFHE 40mg/mL TA V=TT AENERBAF Y - 40mg/mL
ey A VIR R A A VIR RS
G H A - -
FHEAFAA B ~
FRHMm4A H
HHIX 5y iR, BIZE, G AEIEN BRI BISE, A5 AR,
LGRS | 4 77U~k 7 b (STl z) *ﬁ%.77)Aﬂﬁ7}%L@%ﬁﬁx)
Aflibercept (Genetical Recombination) Aflibercept (Genetical Recombination)
57\%5& . C4330H6812N116801306832 %%T C43?0H6812N116801306832
(BEEHEH, 2 #&EK) (BEEHY, 2 &%)
-8 K115, 000 7 K 115, 000
B b FVEGFZRIE1DE2 Ig RAA v, K BH:b FVECFZHEKLIDFE2 g KAAL L,
b N VECFZR/EK2 D3 Ig KA A, bt R VEGF ZRH/EK2DE 3 Ig RAA L,
MOt b 1g61 D Fc RAAL b5 MOE b 1g6l D Fec RAAL Vinbd
432 7 X VR OY T =y F 2557 432 7 XV BEEOY 7=y F 251
MO RERE &5 BAG TRR 2 Rl AR A NORERR SN DB THBZAA B EA
= =
A - & E L mlo$e 58 (0. 05mL) H1, 77 Vbt 7 bk GE 1 Bl EE(0.05mL) 1, 77U~k 7 |k GE
R Z)® 2mg R Z)*  2mg
LA 70 278m) i, 77Vt 7 hGEE | 13U 2(0.1656mL) 1, 77V ~ULt7 bk GEIx
FHAHAZ)F 11, 12mg FHHZ)* 6. 6mg
T A == AL AF—IIEMEE VTR | % Ty A =— AN L2 F PB4 v T
EIhD. EIND.
ZhEE - hH FRCNES T RAS BT A 1L 2 1 5 IR SR B 1 PR RS IR A2 1M A R D N BB A 1
ik - A T7VNRLE 7 (EEFMHBEZ)LELT| 7707 b (EEFMEZ)LE LT
2mg (0.05mL) % 1 » A Z &I 1 B, i 3 [a] GEA | 2mg(0.05mL) & 1 » A Z &2 1 [\, w#ifE 3 [A] GEA
DT RNE ST 5. ZOROMEFIZEWNT | M)W TAENKRET 5. TO®OHEEIIZB W T
W, @, 2 yHZ LI 1B, EAERRNRET |1, @, 2 yHZ LI 1 B, RN EET
5. 7k, ERICKERGMEEEERET 5. 5. ek, ERIC L G RE A T 5.
Bt - AEICEET SFERLOEE Rt - AEICEETAFERALOEE
(D) BN EIZESEHIEEZFEML, A | () EHMOICHOFICESTHEIELFEML, K
R OGO ESG W35 2 L. Gtk OGO ES W52 L. Aotk
NRED LN WGAIZIFTEBREFRE LW BRDEN72WNGEICITEBREEE LT
L. L.
) BARREBRTIL, WIRIRERIZOW TR ZREE | Q) BIKRRER TIE, MIREEIZ DWW TERIZ2FE
X T TRy, WIRICEEN SR E D AT TR, WIRICIEEN SR E D
WENRD D551, WIRFERNEEOE ML WEN S DA, WIRFERHGEO B M &
falfit 2 BRI L7z ECAR 28575 falRtt 2 MBI L7z E CARIZ & 575
L. B, HIENREICK T HmRE R &S k. b, WIENEEICHKIT 2 mIRE A #% 5
e, REIRCoZeMtE oI FE Lz k ITkET, REIRCoREME+SICRME Lz |
THRHAAR DR EIT H 2 & THRMUMARDOIEEEITH 2 &
oy

RoOBEIZITBRE LN &)

(D) ARAN DS 2% LI BUE OREERE O & 2 B

Q) IR SOTIRA IR D B 5B, H DV
PDENDDH D HBE [IRNKSOEE 2 EIE
ARRATLIBZNRHD. ]

) IEPNICEFEDORIEDH D BE [RIENET
LHEBENNRDD. ]

W) W dm AFEIR L TW D a0 & D &tk

ROBFIITHEG LT &)

(1) ARAN O A3 xF LI EE OREERE D & 5 B

QMR SOFIRE I D & 5 B3, 5 DI
PRORNDODH D BE [IBNESOEE2EIE
HAREBTI BTN D, ]

D BENICEEDORIEDH D HBE [KIENELT
HBENNRDD. ]

W) I SATAEIR LT 2 et 0 & % ik
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WERT22e03H25. 1 ( TEERE
AREER] KO THERZEWER) 0HES
LEY)

(2)  JZE R S 2P b R o S A oD BE 1R TR 2
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(1) MEEEEBICET 2 EMm#EE L, Mg
WIS O 5 F BT 5+ 7o ik - #%
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275 L.
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T RAESHIC A L 2
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ThHHI L 2RERICHRTHZ L.
( HEAEOEE] OESM)
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WERTL2ZLBH5. 1 ( TEERE
ARREE] KO TERZEWER] oES
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OB, PrE AR EE R OHOEERE) ~ 0
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(3) AANIOWFENEH OERICIE, FTRROAI
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A EOER | 6) AFOMFENESNR, —RICHEREDS | 6) AFROMFAENENE, —RICHERER
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B35 F THMEO BIES B B B4 0 i
WIS vk smEm+s2 L.

3. ElfER™Y

EPNsCEIE S 2B IARRR 2 RBRoIS
RN (2 D) ICBWT, AFNZHI Y i sk
721,824 Bl (8 = & 2mg #% 5 : 610 B, 4B
L omg F&H-:613 B, 43 & 0. 5mg #5-:601
) #8965 (49. 1%) IZEHWER 378 BTz,
TREMWERIT, FEEHm 480 41 (26. 3%), MR
158 51 (8. 7%), HRE L5 89 4 (4.9%) T&H -
7.

5 BARKNZEY (1T iz BANER] 76 5 (8
WL omg 5 25 fl, 4 AT & 2mg &%
5.:26 fil, 4 WZ & 0.5mg &5-:25 #)h 31
1 (40. 8%) ICRIEA RO b=, E2RRIER
X, R 16 1 21 1%) , ERJE 4
(5.3%), mURAMAMEL 451 (5.3%) ThH o7z,
(KFRI)

(1) EXLEIER

NERFEE : RPN (0.3%), IRE EF (4.9%),
SMEPE IR 0. 8%), MEREHIIM (0. 9%), Wi
0% B SFL 0. T%), A H I (0. 3%) 28 5
bbb ENHDHDOT, BIEEL+HITAT
W, BERRDOLNTZHEAICITERS A2 F IR
L, @WEIREZITY 2 L.

2) BZEdp (0.4%) : BEEE H0ITATV, B
NRO LN AT S 2RI L, @R
WiEEFITH Z k. ([Z0MmoEE] OES

925 F CHEBE O RES B Bh#4 0iE R
I ESERNWE Y EETDZ L.

3. BIER™EY

EWNA CEIE S N7 F IR 2 RBRojts
AT (2 AR ) I2BWT, RANZEID (1T 50
721,824 B (8 & 2mg &5 : 610 f51], 4=
L 2mg %&5-:613 B, 4 T & 0.5mg &5-:601
) #1896 5 (49. 1%) ICRIER N bz,
T2RERE, FEBHMm 480 41 (26.3%), IR
158 il (8.7%), HRE E5H 89 #1(4.9%) TH -
7.

5 BAANTE Y AT Bz AARAJERF 76 (8
WL o2mg %5 225 B, 4 WL 2mg
H.:26 fl, 4 & 0.5mg #5125 f)H 31

B (40. 8%) \ICRITERA AR iz, FE/REIEM
I, REEEH M 16 1 21.1%) , R 4 i

(5.3%), mURFANES 4651 (5. 3% TH-o7=.
(KFRHF)

(1) EXLEMER

NERFEE : IRPN%2(0.3%), IRELH (4.9%)),
HMEAE PN (0. 8%), MR H I (0. 9%), HEiE
B ERE SR (0. T%) , A (0. 3%) 23 &
ShNdZENHDBDOT, BEE 5T
W, BENRDONESAICIIRE A2 T
L, WYRLEEITH Z &

2) MizEep (0.4%) : B % ol Ty, B
NED LN HEIITRG 2k L, @7
WEEITH>Z L. ([ZoMhoFEE] OHES

i) )
(2) ZzotaE|fER (2) =t EIER

5% L | 1~B%ATE 0. 1~ 1% 5L b | 1~B%A T 0. 1~ 1%
i BIHRES | AERSH M. MRFE M, AEE | EIPIRE, AR R i AR | SRR . MRFE M, AEE | EIPIRE, AR IR
(26. 3%) Fe i %, g, (26. 3%) Fe i %, 5,
AT, RO AT, RO
bh, AR Bh, AR
#H, AREE, A #H, AREE, A

Mg, Rt PN M4, Rt PN

a, ®iEO7 v o, ®iEO7 v
7, REMGRI, R 7, REMSTRI,

PEEVAE, SRR, PEEVAE, SRR,
T LR — PR T LR — PR
%, IR %, IR
MRS [ERRENEEIT T AAIID, A MRS [ERRENERIT T AAIID, A
B, WTRE | RIRE, HBUE, ), TR TR, HBLE,
&3 FEBEIEAE, DEEEM &3 FEBEIEAE, DEEEM
AL, PEEEEAIER, AL, PEEEEAIE,
HENGAEE, MR HENGAEE, MR
JIE, AR MR E JIE, AR AR E
TESHEAL PEGHETIE TS AL FIRAUR, TESHET PEGHETIE TS AL FIRAUR,
i, TESRRAL | FERREALAIEE, 7 i, TESERAL | FERREALAIEE, 7
1L SFHBAL AT, 7 H 1L SFHBALA i
ST, TS ST, TS
TRALRAE, TGS TRALRAE, TGS
[VAEAIC [VAEA I
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— A% R T 7V GRIE R ) T 7V s BIE TR )
fEH EoEE Zoft | 115 Moo Bk, | R, MRS, 1 Zoft | 1R oS, | IR, IR, IR
(55%) IR, e | HREEE, IR R W, e | REEE, IR R
B, B, | R, IR, B, B, | R, IR,
IRBRIZIE, WR | R, ARBRZ, IRBRIZIE, UR | R, ARBRZ,
HORHE, B | IR E RS, 1 HORHUE, AL | IR, R
DT WO, IRE IIET IR, EHRIT
sE, EW, Bk sE, EW, Bk
&, SHE, &, SHE, R
i, LI B JE, MBI L B
W i
B HFEIE B HFEIE
I A, S 9 - 5, U 39
et i e i
AR R PRk, T HrrlRhiEE PRk, T
ifLss L En ol
IR RER IR RER
TP, L, R, 8,
Z ot R, #HR zof B EOE, #HR
i i
D) RGTRICERT SAEFREAL. ¥, ABROR | E ) RITRICENT SARFREAL. 3T, HHROR

B O BB, RIS
B O AT

FLADZ2WIR Y, AR (2
(2 FfH]) ] ToMK(ARNERZET) 2 dH

oY =i

4.

5.
1)

(2)

BEHE~NDRE
— R E A TITAEEBENE T LTS 0
T, EETHZL.

TR, EIR, BILRE~DOKRES
I SRR L C W B RTREME D & B LI
FEE Lenwz &L R LotE i
AFIBE G, @Y e M2 WD X O e
5z L. [UHXOW - BIREERER
(3~60mg/kg % ZE AN ERAIRIN I 5) 12
BWC, HEMOKRERD, FE, BR%
JRFE L K UG A7 (Uh 2, PIBE K OV 46 A7
JE) OEMPMEINTWD., HlowHF
IR - BB EEERER (0. 1~1mg/kg ZIEHR 1
H~& BRI E FTRE) 2B\ T, B
I (Oh 2R, B OVEAFHZ) O BN 23 8
HENTWD. FIEYFXICEBNT, K
DRERIEARD ST, ]

Bl O AV I AH B 5 o 9L A e

SEHZE. [ MR ~OBITIZAY
ThbH. ]

INREADES

R ARER, #HER, fLE, $hEGNE
[ o R fi%ibf“&w.[ﬁm&
BRI, ]

BERE

BRRBRICBNT, —iBMEORE L& BHE

SNTWD. RERBEOHITHEVIRES |
ﬁ?é k7ﬁ§8?>é@f IREZJEL, 2E

B BT BT I E T R L E AT D 2
&.

B SOR DT B 1, 51

FLROZRWVIRY , BIARMER (2

HBROBEFEMIT (2 £R) ] TORR(AARMNEANZED) 25
LT

4.

5.
(1)

(2)

6.

1.

BEE~NDES
— I A CIEAEMEENME T LTV D 0
T, HETLHI L.

WEIR, ELR, RIGFAORS
TEAR SUTIEIR L TV D AIREPE D & 5 I
TG LW I &L IR ATRE R A EITI
KA G T, EERE LR VD KO R
B8 [UYFoOIR - IRIEFEMERER
(3~60mg/kg Z & B RN AR IR 5) 12
BWT, HEMORERD, FiE, HKRE
AT R ORI AT (Oh 2, PRl OVE A% 77
}%®%M#%iéh1%5.%®7%¥
AR - 5 PR R (0. 1~ 1mg/ke ZAEAR 1
N%ER%% W TRE)ICRENT, KIE
T OV, PR OVE B 77 %) O s A5 #
HENTWD., EIRVIFITBNT, KA
DGRRIEMER RO BTz, ]

i IOk R e N B SR A S o R i A b
SH¥LHZ L. [ FRAFA~OBITIIARH
ThHbH. ]

INBEADERE

AR ER, #HAER, AR,
ﬂ#é%ériﬁibfwﬁu

%ﬁﬁw.]

BERE

FERRBRIC BT, it IRE LR SR
SNTWS. BSREEOHINIAEVIEELS |

%#5 &ﬁ%é@@,mE%WEL,ﬁM
NRDONTZEAIITEY LB EZITH =
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IR AT/NR
[fifE 8
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2) BRIC K DEREZITV, SIS
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BRI EIRDOOLNDHASE, By
DROONDIGAICIFHEHA LN
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3) B5H
30 7 — VO IRFHREH AT 2 L.

4 ERAZE
D 1 AAT ML LEIFIR) oAOFH &3
HT E.
2) TIAF v I/MOFYy v T ERY, N
ATNOITLEONMIZHEEFET D.
(= 1)

(1)

3) FICEMAENI-HHZ 4 V¥ —fF &
WEH (186, 5 I/ DT 4K —
) (LLF, $RIEE) 23 S iz ml &
VU PIcmoftirs. (K2)*

EE - BRIEEHI AL T B &
BT 5 Z L DAMTIIEH LR
WZ & BIRStOBENE,
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AFNIHEFENICOREE T 52 L.
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R U2 24 R A28 2 /2 VR
D, BEBBRMETHIENTED
2, MEER/NRIZHED D Z L.

2) BHIC K 2HEREZATV, EHRICHL

F, BEBEXIIEARRO 5N LEE,
REITHENRBO b GA%, B
DRDOLNDIEAICIFEH LN
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30 F—TOIRBHEt 2 HT 22 L.

ERAAE

D 13U 1 ERIR) oAOFEH &3
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2) AREEEOREATEZD, SHEEH
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3) MEEMBRIEICLY, YUV ERED
T YA —mEEN SR HT
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7 a—FI)VHURD Fab Wi T, 445 T A-A- (2" —deoxy-2" —fluoro) U- (2’ —deoxy—
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AFEEFIZL Y, P17 = B X~ T HURNREBL
THZERDH D,
AFNE & LT RV T 4 N X DN
HEIEOPEH & Ll L= BR I E S h Tk
5T, RKHNEARAVTRALT ¢ EPH LTS
B ORI J OV A ME DS ASH B R (2 e~ C
BN TVD EDORERIIHE LI TR,

B LT
WA SGED
TEREH B

2011 & 10 A kiET
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1.8 REAXE ()

AKENT, XA TAREFNET LT 40 R oy (v b)) #HO 2 5B EZLLTFOFPERTSL T
BOEIRGERRAGE T A 720, I CERITIZNENOME Z & ICER LT,

XA T OVEIE - T A — T WA ARNTESNK 40mg/mL
FL 74 RU Y (Fy b)) 8H . 74 Y =T ENES T > b 40mg/mL

1.8.1 e - BR/RiL-AERUZ DORERM

e - MR RS T ARRE IRCET 2R IS 2 £F O DNln 25 B 28
Bi% - = 77Vt b (EEFEZ) E LT 2mg(0.05mL) A 1y HZ LI 1

[, Eee 3 B GEAH) M -ANEET S, TO%OHEFRICB VT,
WE, 23 AZEIC A, WMrAENEET D, 2k, JERICE Y BERE
% H ?Fﬂ’én?‘é

[FRERM

TA V=T W AENERIE 40mg/mL. X OT A U —TFENEFHHAF >~ b 40mg/mL (LLF, A
| & Fed) ORIRE < DhFE L OHE - HEZLULTFORBREREICESERE Lz,

BHEMBERELME (M) BEZXRELEBSNE 1B (VGFT-00-0502 &R, LI,
502 &1 )

502 FBRTIX, H0E TIREESH A M (CNV) Z£F 5 B AMD #ER#FIZ7T 7 Y~ Lt~ |k
(B z) (LT, A& 0.05~4.0 mg ZHEHRE AN (IVD) &5 L&A, £Y)
FERNCHERIGHER 5 Z E DR S L7z, 0. 5mg Rl A& 5T+ 723 R0 5 o
RS, EAE Cng X 4mg) TOEEEE TR LY CNV R DRSS EN T 5% D 7
<EHABEMITBDO LN, DFRITEHAHTHD Z LN RBR I (2.5.4.1.1 BR) |

BHE A BEHZEXRE LB E D158 (VGFT-0D-0508 Bk, LIT. 1508 FHERI )

508 AERITHEREL HIE LB T, HubiE T ONV A2 0F 5 B A AMD #BRE 2, AFIE L
T O0.5mg MOV 2mg Z 4T EXIT 12 T L, SHT4mg 2 12 T &I IVT &5 L7, 12 HH
DO EFZHMOREATIL 0. bmg BE & 2mg #E TIXRFEDOAMEDFEO b7 h, HEITS CHFRE LT
PRN #] (16 B 25 52 #HEH) TiX 0.5mg O AR TIL 2mg (T G-RFE A2 IR 35 & 2R3,
5995 AREMEDVURIB S L, F-HEE Amg ([N L TH AL R2H O M BT RO ER X
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WO LN T2, FIZ, RO 3 AT 48 Z &5 2 AENHEERE & TR EIC
B L CRAFZAFEA RS, 2mg BEM Cmg 2 4 2 & T 1238 T L) ol T 8 M BICBIT 5
WA DOUENFITIFIERFRE ThHoT-, 2D b, E@EAEIL 2ng, HE5FEX 2 »H 8
H) THHZENRBINT, o, BAW (RO 3ENX 4T LICEE) Z2%IT 513903,
12 BB OB CTHREGT L0 EMENTWD Z LR IR (2.5.4.1.1 BH)

BHE AW B2EZXRE LI-FEMEFER (VGFT-0D-0605 FRERR U 311523 Bk, LLTF. ThEh
TVIEW 1 54BR) R U TVIEW 2 5881 )

RS (VIEW 1 3B (MEshakBR) KON VIEW 2 3B (A AAZ & ERRILFEZRE) ) 13,
DS T ONV & £E 9 3 AMD $BRE 2555 L LC, AHl 2mg AFIEZ 8L (72721, &AID
SENZ4TE) ( 2mg A4 BITE, 0.5mg A 4T E, IT7=EAX~7 0.5mg & 4= L1
IVT $¢ 5. U7 SR 2 b B 4 BRI TIE38 R LLIGERBR TH 5, VIEW 2 BRBRICIH W TIXHAAN
BE LRI G E LTEER L, MBI OWTEH LRI 21T > 72 (A EHET G615 (Full
analysis set {25 %) :2412 f [HAAN : 101 Bl] . 5 BAFIFEREAFE - 1817 # [HAN :
76 ] ) . BRMEOEERMMEE THD 52 HWH (1 FH) ISHEITEHEE (RX—R T A &g
L7258 OMEIME T AHIBISCTEL 16 SUFRM & EFR) LTV DSBREOESGICBWT, 7=
R T HE#E L AFNBGABEOZOEFXME EIRE (3. 1%L TF) X, WThoRRIZEW TS
FELMHEDORRE (10%) LIS, AFOTRCTOEGETT =B X~ 7GR T 5 IEHME
DR ENTz, BIREHEEE b & O AT 23HMBE E Tix, AK 2mg 2 8 T L& G L
TREOBNMEN, BUEDEREERE SND T = X~ 7 0.5mg ®H 1 [mDO#EE L [FRREOA R
EORTZENHERINTZ, ZOT—HX LD, T2ERXTICKDLIEFE TR, BRGEEICL DT
i 2 WFEEEG-DO =D H OKRBENRMLETH L DR L, AKBANZLDIEETIE 2 vy HITED¥K
BTt ThdZ EDRENT (2.5.4.2, 2.5.4.3 ) . 52 WLIKE Q2 FH) 1%, HEGLYE
WCEW A T L ICEM L, 438, 8, HAHWIT 12 8T L 0 ERRT. 140 LA UIR5REK -
HAEZEE L, 2 FEE TR (96 BH) 1[ZIX, SOPHER SR OFIE . BCVA SCFEL
DEAbE, KO CRT O IREFRIRHM A O ERZRAIFE I H 1238\ T, 97X T?D VEGF Trap-Eye %
HRET 1 AERICER LdE 2 BB TR L T2, AT 2 B 8MEEEI DT 07 n
HHIRTARED b, 2 BRI O EEBE G RIBUIAHF 2mg % 8 1 Z L 1T G LB o
HREEX 0 07 hoTz, 2 4F B OFEIER RN 3 BILLTF ThH o 2#iE OE & 1X, AHK 2ng £
HBRENT = A~ T EERE L OARA] 0. 5mg 584 LAl > TR, KK 2mg B 5RE O 5[
(B E B 2 DIREIIRE TE o T,

LZEMEOITMICBN T, 2 SOBMHRER (VIEW 1 3Bk & O VIEV 2 #BR) 208 Li-Let
TR b EIRFI LI E 2A, REIOEWEREDR RIS, BeE%ET a7 7 A VIXFFREEN
Thol-, RRIGE T CRIL-AEFES (TEAE) ([21E. IBRHDHWVIXRSACENTE T =X
VT EGREE ORI EIZTA LN o T2, FHEHIX, T X TOEGRETIS W TRIFEE O CTH
HEINT, TOOH, AFEGEICE TS 2 6] (MinEFRE, EiEmeet 4 1 F) 1, RBRE
EEARNC L 0 IBBREK L ORI EBEBEAGE STV, 5P VEGF FHAEICE R 2 Bk
FERELEFER AL Antiplatelet Trialists’ Collaboration ®EFICIV SHBE LEHME L& Z A,
FEBUBEE IR, BERMCREETH Y . AKEIZEG & OBFEMEN RIS SN D RFED /X — 1%
H oo te, ROV TIE, ADA (Anti-drug antibody) Z3#TDOFER. BHPERIS I
K<, J=bRXA~T7HREHEE0RABEGEECRIEE (1~3%) THY., ADA BPEF & EMEf o b
BTk TEAE OFBUSEFEICKZET 72 <. ADA BHPEBNC SHERE \C R B L= F 51372 - 72, VEGF [
EERPL TR SN2 MEOFEFZORBBE IR, FERGHTCRRBE ChOoTo, Eiz,
TRBRE & ORI EBHRNEE TEXRWVWEG T, L O TSN EO b DIFBZE I 2o T,
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HARNTOEMNE &M, ARFRT VIEW 2 &RBRIZE 0 1T S i=gis (AEF 101 #1) %
R L LTSRN IC XV it S v, B0 EEFHMBEE Th 5 52 W HIZH ) & HERs
LTV OFIE X, AFEE 3 BEWLTILLD 100%THY (7= X~ 7 EEEIL 96%) |
FT =R TR & ARAIR SRR OZD 5% EFXME O EIRIT 3.68% T, FELHMEDOR
B 10%% FlEl> 7z, E£7o. ARMEDRIREHEE HIZHB W TAAIR S 3 HOWT o054
N, TR T EERICH LT, — B LT SUIHFFICEN TV D 2 L 2R iR
Bonehnot (2.5.4.2.3 BIR)  BEMEIZBWTH, BAMNCHRNRAEERELORE I/
<, TOREMEIBAFTH Y, VIEW 2 S EREAROEM & X TREREITRO N2 o T,

é%K\%Hmﬁﬁ(m8ﬁ%)&w%mmﬁ%(ww1%ﬁmuﬁwwz)ﬁ%@ﬁ%r
SONT, BEAH (12 BEET) | &, (12 BHALIKE] OBIBICST T L, H3 %@%
EOBMYIEZLLTO L 5 I2mEt LT,

BAH (12BEBZ%T) ORE - AE (2.1.3.488)

FHINARBRLOFEMARBROM R ERETDE, AFE 4 8 G L5 E . 2mg &
0.5mg OWMAEIL, 12 8 H E TORNTEIT 2 MEHIEI @LT iﬂ&ff%ék%z%ﬂ
Too LODLARNG, 4L 2mg $5 (204) BEE 4T L 0. 5mg #5 (0.5Q4) BEZ b L= b
% 12 BEHUBEOEOFEGHEIZEBWT 204 BN EFEl->-TWA EEX 6N, T2, 12 HEF
TOIHEZ R EHMEIE B IZBW T, 0.5Q4 FE2 204 LV biFE LW 2 & 2RI, %H*ﬁ
AR L OFEIAHRRZ B C B L TROLNRN -T2 L bEBET D & AIMEOBLENS
ABIOEL LT, 2ng 2V Z L RNEYTHS L EZ biv, AEAMO MR, VIEN 2 uih
BRICIHW T HARANER O 2mg FIERED, $L) R ORI 22 A 0 R B 12 B L €. AL
KOSHENEF D 2mg FARREE RKAERVAIEOREREZR L2 Z £ D HAANS b i fE
bbb EEZT,

B IARRBRTIX, 0.504 BEL N 204 BEICH\WNC, 16 ¥ H T BCVA SCFH DO e RMES 2R S 4,
ZOREIT 12 HE ETIES SN TV, HIHHEHRBRICB O T, AFOWT o ERIC
BNTH, P BOVA XFHIMR 12 B EClcadRrdeEZ L, 12BN 16 HE £ TIX
1| SCFREDHENREICE EE oty ZNHDRENS, AFIOBAIIL, 4 HTL 2mg &
12 BRSOV RET D ZENRYTHDL EEZ LN, £7-. VIEW 2 #HBRiCHIT 5 BAANE
Iz WTH, 12 B FToMNoUE T, SEREH LK UHNEANER & BT RO MEm 2
ROLNTZZ END, BARANIBWTHRERICERE LT,

REmRBKR 12EB8LERORAE - AR (2.7.3.481K)

FIAHRBR O RN, BIAERERTIL, 0.504 BE, 204 BEIZINZ, 8 T & 2mg &5 (2Q8)
RENGRE STz, FIARRER (VIEW 1 3BR & VIEW 2 RBR) @ 12 5 52 @£ TOREEMNS
Kﬁmmﬁim%#kﬂ&f_ﬁﬁﬂﬁ%ém\itm%ﬁﬁﬁ%f@%ﬁ&&%z%nfmé
4@3&?:6%77&5(m@%#k%ﬂ&ﬁ@ﬁﬁi&@ﬁéﬁﬁﬁ%né EWRENTZ,
T2, 2 FHORERNS, KA m@%ﬁﬂmwahwaDWWTmp&e%&5?6@1
724 %%#L@Ew%ht&@ﬁ%f&%#élm%%ﬂ%“éht iz, BEMRITEER

OREIZEVEERES T2 ARETHD Z L AVREI NIz,
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T2 AT LRBREOARNE L BAFR BT 0T 7 A VMR LR 6 T ERRERED
BEZHOTZENTELOARAI 8 (2 v H) Z& 2mg 5O ME - &I, &EFEITEES
LHEEFEZOY A7 S, FRE=2U V7RG REL R LML AT 52 Lnb,
BE. TOHEE. KOEAM, WONCERSERE~OABZBRNT 2 TREEE A T5L B2 5
Nice oo BARNERNCR T 2HMEOR R, MBRBEORRLTFELRVWEEZONTZZ
EMb, BANIEBT S 12 8 B LD ML - HEZFRRICBOE L,

FEH

BIARRBROM IR LV . 12 B UBEOMROFFRIEPENLTHD Z b, HEAH (12 #A
FT) OMEL LT 2mg BNEYIEEZ OGN, £72 12 HAICBTHHNOUESRNS, 1 5
HZ ez 3| 3 » AR HG25, AW (128HFT) oML LTEY L Shiz,

(&

B O E b H I IBEFIETH AT = A~ 7 4T L 0.5mg It 5 4%HR L L= HIHERR O
R, 128E GEAH) UKEROHEHICB T, AFISHE 25 H) T& 2mg &5k,
ToERAR T AT E LD RN ERGRECRI%SEORNRENTZZ LD, AKEI8H (2 %
H) Tk 2mg %G5O - HESHELES N, F72. 2 FEHLEORERENS, VEGF Trap-FEye @
BRI, REORBIZEIVEERE T2 LR THD LB X I,

(=

LEVEIZOWTIE, i SRR 7 1 77 LORRN L, AFNTEEE &< etk
TaT7 7 ANVEFHRARRSDTH D Liffim T b,

PLEDFER NG, RFIZEBIT DARKNO T EDNE - % [HOE TR IS A 45 & £F 5 Inis
WA L L. £, TEAE - HEICOWTIE, LT X 5 THE - ARICEET 58 H
rtorEE] 2 LEET (7787 N (B z) & LT 2mg (0.05mL) % 1 % H
Tl 1R, e 3 B CEAM) T ARNEEST 5, ZO%OMRFEIICEW X, #@E, 2 A
Tl 1|, ERNBRET S, B, ERICKVREMBEEEEHRE TS, | ERETDHIL
IRYTHDHEEZD,
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1.8.2 FERALOEE (F) RUZORERNL

1.8.2.1 A% -REICEET SERALDIE

B -BA=ICEAET5FEALDEE (1) EHIIAR N E S E/GIMELZTHME L, KBl
Skt DBES M5 2 L. BRIMERERD b
W BITITEIRE G LN L.

[(FRERHL]

HRRRRBR DR B . AHNTH B> COED b - &5k T5-9 2 BEEEMER S s
ST, WG, REDREBICEVEERE T2 PR THD LEZX DN, ETHE
EMETEREEET D0 TIERL KEOIFHMSCRDEFEOLEZRHME L, EH., KGR
D, oo WIREGEOES 2T D LERH D E 2 IEEE LT,

Ri%-RAECEAET HFERALDEE (2) EEREBRCIX, MIRIGHEIZ OV TR R T
OILTWZRV. WIRICTERXI SR & e DIWEN & 555
AL, MR FEIRREHE OF ISV & ERRTE 2 EE ISR
L7z ECARKIZERET D2 L. ok, FIRIAFICE
OB WARIE B B G- 13RET, IR ToRetEE 43I
FEAR U7z ECxHAIROIRIRZITH Z &

[(FRERHL]

AFNORFRFBR TIZ, MIREIRIC OV TR R IZAT DL TRz, FEEO ML - H
BICEET LM LOEEESBITRIE LT,

1.8.2.2 FERLEDEE () ORTEHEML

1.8.2.2.1 INA T IVEFH

FERLEDIE (X RERN

BERROBHIZEIBRELGEWNI L)

(1) AFID Ak UBBUE DB D & 5 AFNOFHIZ L0 | BSOS 2 R RIREMED
B HDHI=D,
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FRAEDIE(FE)

RERHL

(2) MRSUFIRFAPRICEG D & % 8, HDHWE
BRGDEENDH L BE [IRNEKFOEE

RITEHI BT D8 Ehnd 5. ]

IRANREOEELREERANBERETLIBENND
5729,

(3) IRMNICEEDORIEDH 5 BHE [RIEIEL

ToOBENRDD. ]

AHNOEHIZLY
B2,

RIENEALT 2B TR D

(4) R ATHEHR LTV 2D W ReE D & % 2ot
[ Tittm, pEhm, RILWFE~OKE] OHE

Z ]

AT E R I CEE & 2RI LT D
VEGF lZxt3 2 EMEHEZA L, B b Ig6l @
Fe RAA UE2ATHEENRENL, RES
o7y U LRGSR AT D 2 b
KOt b 1g6 OREAREEIEILE 2 TR = 11
OIS EEM L, 5 3 4k = o% I
WRERDZEEBET DL, RIENHERTR
AR DR % RIF T RTREE A 522U
B ETE RN 2o,

FERALEDIEE

1. BEERE5EROBEICIKEEREICKRST S L)

(1) #kAkE, ®IREEOEE [ IRE
MERTDZENDD. 1 THRERIEAR
EE RO TERZEIEM) OEEZMR)

AFRECLY, RERERTLHZ2ERHLHT
y)o

(2) 25 30T — 3 04 e i 58 1 o B 10 iR 5
DI DSERRIR D & 5 B [ zE T 23
HoEbNHZENHBH. 1 ( TERZREIE
1 KON T ZooEE] OESR)

AFNBEEIZ X0 250 VEGE FHEICERK T %)
Wi AE ZEARIE | Z B 5 A ERFRN T 5]
BRSO | AT OERRIN 7038 5 BE T #
B LTSI L RN N S b bivs
AREMEIZE CTE R\ 28,

2. EEGERMIE

(1) M BICB T 2 M makc2 A L, H K
WIES OB G- FHICBET 5+ 7 mik - £
BROHLIBBEDBBARKZRET D Z

L.

B RAT M O 53 7k - R 2 A L IRFE
EDHPARAN 59 2 MENDH DT,

(2) T FIRPNTESICES LI S 5 3640 G 5
R OREEER, PR SRR R R OV g R ) A~
DOIBBUE D EFERIC SO W T ERTIC 470

BaEiTH L.

KA ZGH T, T RNESICE L THEH S
U5 FHNT k9 2 B BOE OB 28 D 7=
&Do
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FRAEDIE(FE)

RERHL

(3)

KA OFEFAENER OFRIZIE, TRROKIC
EBELRBBITO & &b, &E5FHIIK
KT oHEFFHL LTI, IRE, M
FHREFEDFEOREFERP L HE ST
WHDOTIEETHZ L. (TRIEM) oHE
ZMH)

D FANESRE, EERETTITO Z
& (FINHFRHEEZITY, WEF
IR, I URREIRFZREA, WE L —
TR OWEARGSE 2T 2 8. )

2) AFERNZ, +53 72 R & IR
RIRFI O E2175 2 L. (REETEA
SIRFNIAAIE S 3 HAibEE% 3
HETHRETLHZ L. )

3) WATOER 7 0 V& —{FXEikEHE,
il IR S I L v 2
o (TEAEDEE] OIESH)

4) BEREREZT-D, BE5E2 0.05mL
ThdZ L afGRICHRETDHZ L.
( NEH EoEE] OESH|)

5) BEIIKRIL, IRMNEZ T SHER (IR
e, e, =B, FRENRH b
LAICIXEBIEK TS L o 1cfE T
HZ L.

AENOEFAENTER BT 5 &5 FH 2B
TOAERRORIRELBT D120,

(4)

RSN L 0 IRIE 22—\l B &
BAHBENNHDHDT, KEIEEGH%, e
FEFLEEIM A O MR & IR _EH- & B 4 )
WZAiTo 2 L.

AKABHIZLY, BIENER TR0 H5
728,

(5)

AFNOE RS %, —RICEREN
oD ENRbDHT0, ZFOERIE
183 2 F THBEE O EES B B) B4 O j#ElR
WIIERF SR W2 FEETH Z L.

ARANB %, —RICERER L DDA
REPEN B D 728D,
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FRAEDIE(FE)

RERHL

3. EMEm™Y

E D) BREFRICERT2AFERLGEL. 70, KFFEROBIGIFMLOFEHRBLL, FICHRBORVIRDY,
BIFAAER (2 REBROOFEMIT 2 4ER) 1 TOME (AAMNEFZET) 25507

EPNALCE SN2 B IFERER (2 BRojrs
it (2 4ERD ) I2BWT, AFNZEI 1T 50
721,824 (8 M Z L 2mg &5 : 610 ], 4 T
L 2mg 51613 B, 4 L 0.5mg 51601
) Hr 896 1511 (49. 1%) IZEIEH RO bz, E
ZRBIERL, AEPEH G 480 4] (26.3%), HRJEA
158 1 (8. 7%), HRE L& 89 i (4.9%) T -
7.

I BARFNCEN Y AT Sz BARNGER] 76 41 (8
WL o2mg &5 025 B, 4 L 2mg &
5.:26 i, 4 WZ L 0.5mg #&5:25 f5]) dr 31
%1 (40. 8%) I[CEIVEA AR Sz, EmIfEM
X, RS 16 I (21.1%) , HR¥E 4
(5.3%), sURAMEEZ 4 51 (5.3%) TH -7
(FKGRIRE)

AFNIOHMFAFAER 2 7Bk (VIEW 1 3Bx (Mgoh
ABR) KO VIEW 2 38R (HARANZ & TeEpERIE
FRER) ] @ 2 FRIOPFEMITHERN O, 168
BLER & 2 WA HERNIC K 0 gIEA &
Enbo EEFHRICGERTIAEFEFLRE2E
Fo) HECEIL72( I3 1.8-1 : FIFERER 2 &
BRCREBLLIZRIERO—%] SH),

(1 EXLEIER

1) ERFEE : IRNZ 0.3%, RBELEF (4.9%),
SMENE T NBE (0. 8%), MBI (0. 9%), AN
F ER AL 0. 7%), A7 (0. 3%) 238
N5ZERBHLOT, BEEHHITATY, B
DRD LN GEITITEEEZPIEL, @Y
EE{TH>Z L.

AFNOFHMARRAER 2 AR THE S ZRIEM
(ERDERIZ L D) LV, AFRIZIB T DHHED
MIXELSZRLUTEREET L, il

Fld L RS L, 3R 1.8-1 : SHIAERER 2
B TR LEEREWEHO—%E) 1277,

2) REZERR(0.4%) : BlE2A ATV, BEN
RO LNTHAICIER G2 IE L, #EY)7eLE
EITH T k.

( ZothoiEE] OEEMR)

AFNOHMFIFAER 2 Bk CRIER (B &
\Z& D) & LT, MMiEFRAE 4 B, M rEiMas
L T REZE 1 B MR R AE 1
BINMFED BN Enn, FEE L [FERIC T
o (RERTCORBIEEE 0. 4%(7/1, 824 i) )
IZOWTOEFMEZITHI> Z & & LT,
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FRLEDIE (X X TEARHL
(2) Z=0toEI1EMA Kﬂ@%mmﬁﬁzﬁﬁfﬁiéﬂtﬁﬁﬁ
NN GCES | X ¥
T — (EEDERI L, BRBH LD g;bﬁé
N \ =
WE| AR | R | URFEML, RSIE | @R AN, b 0. WA LD®DIZHNT, ERET Eij(jﬁm‘fE
(26.3%) | Fifl %, R, mosa, f| | ] & SN b O R X, BEEERCEE L
WEERORIR, FalEE, fR
%, WIEAMIE, N7 L 77,
T, GEO, FERIE,
%, T LR, %
iR
%R RETURAE | T TN, RTINS
W, WK | G, WML, SBCPIAL, M
it OB, WM, ST,
I R
P I
Wi, TESHERAL
i B, A, EM%W
THIE
zof | 1’ RO R, | IRIE, IRWCHE, IRAELE, RO
N, Wi | SRR, HEE@&W& AR A
mm B | IR, IR, IR
1, hmrr AW, Bk
&, OEUE, JEBUE, BT
B
B SRR
it FLTE, A R
Hr R RN, B
Wik P
WAPR 2 EAR
R, S, S EE
AL Prom

4. SEE~DERES

— I A TR AEBEBENET LTS 0
T, EETLHI L.

FEE ~O — M REEMRE & L CRHE L
71:_ o
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FRAEDIE(FE)

RERHL

5. iHiw, ER BRIBFAORES

(1) 38 SUTIEE LTV B AfREME D & 5 et
TG LenZ &, IR FTRE A eI,
ARG, U Rk A VD L O R
Az L. [UYHXOIR - JRIEEMERER
(3~60mg/kg % 2xB I FFARN &% 5-)
IZBWT, REEMIOKRERD, WRE, &R
BT R OWR IR AR (3%, NI OVE
KAE) oEmBRmE I nTnsd. oy
TR - BRI FEERER (0. 1~ 1mg/kg Z 4T
Bz 1 A~ ERRIICE THRE) 2BV
T, MBIRHFE G E, NIEROVERKETE) O
WA E SN TWD. R FizBn
T, AFOEBEEEIENRD S, ]

XD - R EEME AR (3~60mg/kg ZEE
TR E RN 5) 1B\ T, REM R E
W, WEE., BEERBIRET K ORIEEE (44
. WIEKL OVERATE) OB (4. 2.3.5.2-3 &
) RMEEINTND Z &, B 73Xk - j
IRFEMERBR (0. 1~1mg/kg ZIFR 1 A~38EF
REIC R FHEE) 2BV T, BBIRAE U3, N
g e OVB A& AT ) OBENN (4. 2. 3.5. 24, 5 &)
DEINTWDZ L, ZNHITMA, (HEY
PRI T, FRPIZTEEER T 7 V)~ 7
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RHARER, FER, LR, ShIR3NRIC
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AR oNT, YxHE (EHEER)
2B S mAEFERER T 7 U Xt 7R
DR R, BIKT 2mg 2 F+ARNKE
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F1.8-1: FMAFRKR 2EZRTREAL-EERADO—E (2£8N1,824. 55BARAEE N=16)
SRWEMRBGIE GEBME) 245 896/1,824 ] (49.1%) . HAANEEM  31/76 i (40.8%)
alfEm% AR (NZI,ZI{I);S[ (ﬁfiﬂm&)\ (N=76) BlfEA% AR (Nzl,s{il])ﬁ (ﬁ’)i)mt/\ (N=76)

it I 1, 480 (26. 3%) 16 (21.1%) Fi i 5 (0.3%) 1 (1.3%)
ARJR 158 (8. 7%) 4 (5.3%) A s 5 (0. 3%) -
ARE R 5 89 (4.9%) 1 (1.3%) FBLAE 5 (0. 3%) -
R 74 (4. 1%) 3 (3.9%) ZERUE 5 (0.3%) -
T EBALETR 63 (3.5%) - HEREAE 5 (0.3%) (2. 6%)
AR D> TR 53 (2. 9%) 1 (1.3%) AR . 5 (0. 3%) -
MR FE i 52 (2. 9%) 2 (2.6%) BEE A R 2 4 (0. 2%) -
ARSIl 42 (2. 3%) - EiReai 4 (0.2%) -
TN 41 (2. 2%) - e 5L N 4 (0. 2%) -
TESHIBALH M. 35 (1. 9%) - MHILEFE  Osd) Y 4 (0. 2%) -
F 29 (1. 6%) - 9 4 (0. 2%) -
B 1A B 28 (1.5%) - S BOE 4 (0. 2%) -
AREB A PRk 21 (1.2%) - I B Y 3 (0. 2%) -
AR B 7 fE 20 (1. 1%) - IS 3 (0. 2%) -
BHIKT 20 (1.1%) - R 3 (0. 2%) -
R Fe . 19 (1.0%) - AR 3 (0. 2%) -
HENSE L 1. 16 (0. 9%) 1 (1.3%) L AL 3 (0. 2%) -
SR AR 15 (0. 8%) 4 (5.3%) JEHUE 3 (0.2%) -
R 15 (0. 8%) - ARG T BRAEE 3 (0. 2%) -
il 14 (0. 8%) 1 (1.3%) TS ALBE 3 (0. 2%) -
£ IR 14 (0. 8%) 1 (1.3%) ASHE 3 i b 5 3 (0.2%) -
HETAE Y 14 (0. 8%) 1 (1.3%) R Y 3 (0. 2%) -
Ml R bR gL 13 (0. 7%) 1 (1.3%) 7 LV —PHEAER S 2 (0.1%) -
AEOS A 12 (0. 7%) 1 (1.3%) K di AR 2 2 (0. 1%) -
AN B 11 (0. 6%) - PEEEE R 2 (0. 1%) -
RN 11 (0. 6%) - IR 2 (0. 1%) -
MR 75 9 (0.5%) - R 2 (0. 1%) -
IR 5 FesiE 9 (0.5%) - TS R P 2 (0. 1%) -
WS 9 (0.5%) - T R 2 (0. 1%) -
e SR A I U 9 (0.5%) - TSI SE 2 (0. 1%) -
[EERLSEIR 8 (0. 4%) - e s AR 2 (0. 1%) -
HiH IRV 8 (0.4%) 1 (1.3%) AR s i P 1 R 2 (0. 1%) -
AR D B 7 % 7 (0. 4%) 1 (1.3%) BV 2 (0. 1%) -
st N 7 (0. 4%) - DEhPEE 2 (0. 1%) -
F I 7 (0. 4%) - i 2 (0.1%) -
AVEIZ & B IESR 7 (0. 4%) - S i, 2 (0. 1%) 1 (1.3%)
5 1L 7 (0. 4%) - BRI 2 (0. 1%) -
AT AR 6 (0.3%) - EHENVS 2 (0. 1%) 1 (1.3%)
s IR 6 (0.3%) - PHZE R £ ok P e 1 (<0.1%) -
AR BAEAR 6 (0.3%) - AR A gt 1 (0. 1%) -
AR Witk B2 6 (0.3%) - Exi 1 (0. 1%) -
e ARESE 6 (0.3%) 1 (1.3%) — i 1 (<0.1%) -
AR 2% 6 (0.3%) - RIS N 50 1 (<0.1%) -
ARPES ¥ 6 (0.3%) 1 (1.3%) A RUE 1 (<0.1%) -
BEOZ LT 5 (0.3%) - avH g Ly ARE 1 (<0.1%) -
FET ANk ? 5 (0. 3%) - FNE R 1 (€0.1%) -
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&1.8-1: BEMAHR 2R TREAL-BMERAD—E (&)

— 1|2 3 _ 5 ]
alfEm% AR <N:1,fzi>§i (EJ?LEIA&)\ (N=76) BRI A (1@:1,182“4)%I (L}Eiri)EIA)\ (N=76)
AN 3 [ R B 1 (0. 1%) - P BRAHEN 1 (0. 1%) -
FoE) 1 (€0.1%) - PR B 1 (€0.1%) -
AR I 1 (0. 1%) . EEPEE/? T =R 1 (0. 1%) -
Hm

AR g 38 1 (<0.1%) - AR PN 529 1 (0. 1%) -
AR g i b 5 1 (0. 1%) - LB A PR 1 (<0.1%) -
ARG Z 5 FENE 1 (0. 1%) - QL % 1 i 1 (€0.1%) -
kN 1 (0. 1%) - LB A% H 1. 1 (0. 1%) -
AT H 1. 1 (0. 1%) - PrN— 1 (0. 1%) -
S e U 1 (<0.1%) - [ i B LR 1 (<0.1%) -
i 1 (<0.1%) - Al IR 1 (<0.1%) -
HLIE A ARG 1 (0. 1%) - LRR S 1 (0. 1%) -
£ IEE 1 (0. 1%) - A4 BRI 1 (0. 1%) -
TR 1 (0. 1%) - eI zEh (issrp) D 1 (<0.1%) -
A IR Fe 1. 1 (0. 1%) - T EE  (HzEd) Y 1 (0. 1%) -
TBEA M AL 1 (<0.1%) - —IBPEMRIREIE (RzE) Y 1 (<0.1%) -
ARAR LA H 1fn. 1 (<0.1%) - PR 1 (<0.1%) -
TR b et L B I 4 e 1 (0. 1%) - HLBE 1 (0. 1%) -
AR 5 )] D 7 e 1 (0. 1%) - SR A LIE 1 (0. 1%) -
AN R B 1 (0. 1%) - T UK —MEE D FEE 1 (0. 1%) -
AN 3R 1 B 1 (0. 1%) - B2 1 (0. 1%) -
HERR I 1 (0. 1%) - BB A 1 (<0.1%) -
AN BIEAE 1 (€0.1%) - A 1 (€0.1%) -
IR R 1 (<0.1%) - H Nz 1 (<0.1%) -
DRI Rl A 1 (0. 1%) - 7 LV — PRk 1 (0. 1%) -
TR 1 (<0.1%) - Ik 1 (<0.1%) -
7 R Uk 1 (€0.1%) - Y0 1 (€0.1%) -
s 1 (0. 1%) - S 1 (0. 1%) -
28 1 (0. 1%) - i 15 1 (<0.1%) -
R 1 (0. 1%) - RHRSE 1 (0. 1%) -
1R % 1 (<0.1%) - R 1 (<0.1%) -
57 1 (0. 1%) - HARA 1 (0. 1%) -
TS 1 (0. 1%) - M ED RIE B A 1 (0. 1%) -
TSR 5 W 1 (<0.1%) - DFEZE 1 (<0.1%) -
TS 1 e 1 (0. 1%) - [EJfRPE D F 1 (0. 1%) -
TSRO 1 (0. 1%) - A 1 (<0.1%) -
ESRHINLZ D 3% 1 (0. 1%) - WA 1 (0. 1%) -
TESHB AR 1 (0. 1%) - A5 1 (0. 1%) -
B 1 (0. 1%) - MR Z 1 (0. 1%) -
s V7 I =8 1 (0. 1%) - AR i FLEE T 1 (0. 1%) -
IfiLE | 5- 1 (0. 1%) -

AR OHEMFRER 2 3B (VIEW 1 3B GESERER) KO VIEW 2 3B (HAAZS0EEBLFERER) . 2 Efo
OEAFRAT) ) OREERNS, JBRELERD D VITIERSMEMICEVEER E ESnizb o (B5FHICERT S
HEEL2ET) Zfi Lz (FRA4IX, MedDRA Version 14.02X %) ,
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[KmRiIRE ) 27 v—T71kb L,

MG FH L ORRBERPRE TS 2VAERS (RERE & ORRERIEIMDR) | boz THHENE

B DHFRHA T,

TANE] OFLLTELDTEF L, BFiL, WaRIIBlTDLBY

e b5 T & ORRBERITEETE 2 08RBRE L ORRBERITEE TS ROAEFR]

23

5
™
&

R RHENES =0 g | gmasn | pemee | wEAsE | AKSERE at
SHEF (N=1, 824) 9(0. 5%) 0 3(0. 2%) 2(0. 1%) 2(0. 1%) 15 (0. 8%)
SMEME A& AN £ H 1(1. 3%) 0 0 0 0 1(1. 3%)
(N=76)
M (N=1, 824) 5(0. 3%) 0 1(<0. 1%) 3(0. 2%) 0 7(0. 4%)
Sha]i A& AN £ H 0 0 0 0 0 0
(N=76)

TR CIE RGN B o 72N, AFHR GRET ORI A L
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2012 F@ R ERL (5 1 hR)

[ B A5y JEE S 871319

YRR

B B BR 7 FA VEGF= (R 41 ——
T T A ) =T HFAERESE 40mg/mL R
N Al FIURNET b GEETHRER) BT ERESR :izi —
EYLEA D1

) VEGF : vascular endothelial growth factor (Il PN EZHE5IEIR1-)

BEZROBFIITHEGE L L)

(1) ABHN ORIk LIBUE OBEERE O & 5 BE

(2) HRXITHRABHICIEG D & 5 BE, B DV ITIEY D5
WO b D EEIRNASOREZRBERNRET S
BENWRHD5. ]

(3) IRMNICEEDORIED S 5 BE [(RIENE(LT DX
nnbHs. ]

@) HE IR L TS ARetE 0 & 5 etk [ Tk,
PEWR, WRImE~0®RE ] OESR]

WAL - MK

oz 7 AV =7 R FRPES K 40mg/nL

1 [FlO#5-8 (0. 05mL) H1, 77 U ~1&7 |k

s g | GRS omg

1A 7100, 278uL) Hft, 77V~ Lt b
GEAGFHAMZ) ™ 11, 12ng

U Ul KFEFT R Y T A 0.222mg
VUg—KFES FY T A 0.313mg
H{bF R VU v A 0. 65mg

KR PE © 13, Img

ARY Y _— | 20 : 0. 083mg

wny
(L34 7 v th)

- PR A~ A DI
2B 1 CERAIRRIC R 5 k)
pH 5.9~6.5

¥ T v A =—ANLAZ I E D TRES LS.

W3R - R
FPL T T IIRAS ST A2 0L A 2 P S Jis B BEZS 1

Hf* - HE

T7 U7 (BEBZ) & LT 2mg (0. 05mL)
1y AZ LT E, HEEE 3 E CEAM) /AN
T5. ZOHOMERICHBWTIL, @%, 2 »HI&
W LR, ARG T 5. 2k, ERICE D &5
b2 BRI 5.

% - AEICEEY AEALDEE

gm

L @)

EMICR AR S EFIEE M L, AFIO#F |
Gkt DA {5 2 L. ARPERERD B
ROV BITITEREBEE LN L. i
B TBR I, ARV D W TR R I XA T
bhTnR, WRICIEREXIRE R DRENRDH S
BAE, WIRFEEEREOA M L fEtE 2 B
FEAM L7 ECARIE B G T H L. ks, MIENA |
PR HWIRE B %5308, FIRCToZeM |
TG L7 L CRHMIR DB E21TH 2 L.

BERLEDIE
1. BEERES ROBEITHEEIKET 22 L)

2.
(1)

(2)

(3)

(1) FWE, SIREEOSEE [—EMEICIRED
ERFDEBH L. ] THEREARNEE)
FeOt TERZEIER ) OEZM)

(2) MR AP 30 d— 2t M AN ifn. 6 1 oD BEAE JRE 25
B 25 R DFERRIR - D 3 D BE Mz 3 b 5
bhbdZ enbs. ] ( TERREWER] KO
[ZDMDOER] OWEER)

ERGERNIEE

HERGA I B 2 S ki 2 A7 L, RS
DEGFEAZBS 2 03 72 Gk - 1B 0 & 2 IRF
EORPAR LGS D L.

T FARPITESTHC B L S 2 36410 GH 28, R
Rk, TP AR K OV R 55) ~ oD EUE D BE
EHECOWTHEFNS 222179 Z L.

KA DM FAHENEF OB, FROMICERL
BRNDATH L &b, BEFHITERNT A EFSE
Ge& LRI, IR, MRl oa%E
FEANZHALEINTVWIOTHERETDZ L.
( TRIWER) DIHEZ)

D B RRNERT, BEAET T 28, (F
AFEHEELZITY, WEFR, 3 73R
IRALBEA, P N L — 7 R O B i 255 &
Rz L. )

2)  AAEERNC, 53 72 R & LRI B A R
DEG2ATH T L. UL mHRANEAF]

I EE-EMEORGTEAMCEIVERTZ &



FL 3 HEIMNOEGH% 3 HETRETLZ (2) ZnnEIER

L) SELE | 1~skiE 0. 1~ 1%k
; b X b " | MR | S | MR, R | SR fURRBER, AR
3) WO A 5 & SRS, -k (26,39 | %l 0, FBEE, RO A, o
PIESHTIERE T L2 & (T B R, b, F,
NEy=1 BIENMINL, BB 7 VT,
LOER) OEBH) B, SERGEIE, GM, 7
. . o PR, IR
D OBEEGED S0, H5ED 0.0l T R BT fiE a;};ﬁ:m; Eﬁ;ﬁi; i (”'Iii'
_ VR _ . i (Rt RN, TR,
DI e EBGANCHRT 52 L. (T L W, BT | fE, SPETHL MHERIIL
DI DIEBM) L T, A, NG,
AT A
5) BHEITHL, IRNRZTRRT DR (IR, VAL VERHBCE | TS RIBOR, eI,
N YN i, T | PR TYOR, TR,
ggz,éiﬁ%f?%;@ﬁégziii%” =3 i VESTEMIAOE, VERERLIEAE
LBt DIARRT o = e Zof | WO, | IR, R, REEE, 10
() WTIPIERIC 0 ES B LR S 85 . | W, AL, S
BLNBHH DT, KFIEG%, SAHRILEMLT WURIEME, | W, FEE, A, B,
DffedE L IE LR OEERAHINATH = & e | iR, JERSE, R £
(5) AFOWFERNES R, —FFRICHERERH 5 R AR
N ZenbDHIod, TOMERBEIEY 5 £ TH P FRLEE, ATAEALILE |5
WA DOFAEC B B H % ORISR SR —
IOEETAD L. KR AR, IR
3. ElEA"Y e o
EINAhCEME S 72 B IAERRER (2 3R BF S ik bT WRHE AR
2 D] IZBNT, RANZEIY [+ Sz 1, 824 o R, L, SRR,
B (838 Z & 2mg $e55-:610 B, 4 Z & 2mg $5-:613 s
{5, 438 = & 0. 5mg £ 51601 i) T 896 1 (49. 1%) I R D T
RIERASTR v, EARRWEMIL, fEEH M 480 (ISR OFEBURE I, R RO 72V IRY , FIRAS (2
11 (26. 3%) , IR 158 451 (8. 7%) , HRJE -5 89 1 (4. 9%) RROPFEMYT (2 1) ) TORR(ARMEPIZEL)
. Eb bbb

, o 4 BEBE~ORS
5 B AANCHIO K AT FAASER) 76 4 (8 58 = PENORS - o
L 2ng 251 25 B, 4L omg #5126 (i, 4 R CRERERE T L a0

Z&0.5mg £ 5125 i) 31 B (40. 8%) IZRITEA DY m e
BB EABIEIIT, SO 16 G1C1L1%, 5 S8 ER BLRE~ORS
I 4 (5. 3%), ACRABZE 4 (5. 39) Tohote. (1) KA SUIZATIR L C U5 ATRENE D & % A 10
KGRI 5 LA 2 b SRR ATAE 2 SIS I, AHIB o,
. HOVREL & 0 B & 3 BT 5 2 b [0
(1) EALEIER A e
1) RIS : B2 0.39), E LR (.99, 45 e
P IR (0. 8%), SIS 0. 9%), M L e, I
PEAL Q. T, B PR (0. 38 1 B Ao S ) ORI ST D I
TERBHHOT, BERE TN, B S o '

! T« TIPSR (0. 1~ Img/kg 2 HEHE 1 1~
:iE'/E,\T_ R Y7 4L e e
DONIBEITAET 2 HIE L, BERLE S ST e T 15T, IR A (S

oz e PR OV 29 ) ORI A8 ST 5.
2) BiZEeR (0. 4%) - BIE A FAICATLY, SR AR U 74 BN T, A RS B
OIS T A B i L, A L %4 .

sz, (1 BT OB . o
Dz (1ZoMhoiR) ORER) (@) BRILH O el 1A B 5P T A S 4

528, [ FRIF~OBITIIARHETHS. ]

6. MNEEADEE
IRHAMREN, BrER, LA, SHIESUNLITH
T 2RI LT e, AR 2. ]

1. BERE
RRREBRICR VT, —dtEoRE ERAHRESH
TWD. BEFBEOHEIMIAEVIRERS EFT25 2
ENRHLOT, REZRMEL, RENED LN
Ha IRl R E 1T 2 L.



8. BREDIE

(1) H‘EREK
AFNIWFERRNICOREES 52 L.
(2) &5
1) AFNL, EHENCSEICRETZ L. KRk
B U7RERDY 24 BERZHE 2 72 K o Il
TAHZ L. REAHE TEIRITHE L-ERN
24 K ZHZRVIRY, BEAERRTT S
TENRTEDLN, VERNRIZEDDZ L.
2) BRRIC K DHERBEAITV, HFHRICHR T, 1’
B IEORRD HNDHGLE, REsCEN
BOOLNDLGEE, REPBDOLNLIHEIC
IEA LN &
(3) #‘ErF
30 S —VOIRBHE AT L.

4 FERAZE
D 1 ALTME L EIFIR) OAOFERETS
Z .
2) FIRFuvIBEOXY v TERY, SAT
LD I LeOIMUEHEEFET S (X 1)

(E1)

3)  FEICIAME S IT-BEH T ¢ & — A & Bk
(186, 52707 4 V& —8#) LIF, £
B ZIRE Sz Inl U U DICEY fHF
5. (¥2)

HE - BEEHI A 70 S SR 2 5B
THZELAMTIIERA LA L.
PR SO DEENEAE, HFHELTWA
LA, ROBULICIEE, EFES0R
RO LN AHEITIEEA Ly
k.

(F2)

4)  BEEtE I ARROFLERIS, SHERASA T
IVOEIZHE L T TELIAL.

5)  MEREHMEAIEIZ L 0L T AT ORGEET
ZWBIT D, NATIVTESSE, BIL
RFTVEIIHEHET L. (K3)

(B93)

6) TRKEOPICEFEPESRNE D, 7T
VX — s U YRR
ANCY:N S/l s e

) RIS S TADNL]Y TP, YR
TETREESS.

HE - BHEREH I T RN I XMl
ALz L. 1 HOROHHTH
WA FEALRn L.

8) MEEMEMEIZLY 30 F—ToIREIHE A
N UVDEERIT Lo EEET S, (F
4)

(B14)

9) FHERNTEH, HEHREtOXYy v 7%
1299

10)  TESEFOESE BiciT TEL, U Y
NORIEDOEREHERT 5. KIABRD 5
NG, YV VR TREE
K[iaE EECBEISES. (K5)

(B15)




1D & & RREEE 2 PR o720, U Po
0.05mL DEFEMICW SFE TP LT T
Ty —zffd. (X6)

0.05mL

Sk R RN
H Lol

9. ZDMDIEE

(1) AHFE5ICEY, 25O VEGF HEICERT S
B AR FEAR I BT 2 A EE G (L HFEZE, K
o, MEES) SRS HAREES D D, EN
TN S B IFRER (2 3B fEE T (2
FEM)) TR B EhR A ZE R BE 2 G oD B =R
1%, AFIPEGRERIRT 3. 3% (1, 824 it 60 ) T
Hol.

@) AFETICE D, HT 7 U ~AL T MRS
THZEDRHD.

(3) KB & ~NAVTFRILT 4 T KD IR
FRIEO P & el L2 BRI EE Sh TR 5§,
AHNE_~NTFRLT 4 EFEHLEBEOED
PR OV VN AF BRI IS S TEA TV D
EDOREFITE LN TV,

4) P4 BT 8 » A MR RN I8 & 5%
OFHFB AR EICB N T, 2 L 4ng/IRE5-
T D SOREREE (55 B A IR | J2 ) ISR E 72 TV A
BB 2 R TEM DB SN2, IRIRIZ X 0 [
B+ AHaWiEE b ThH o7 =, 0. 5mg/IR¥xEEEEIC
LA RITRD b T, Y (EHEER) IR
B AR T 7 U Lk T OBRE B
FRIR T 2mg Z A TIRNE G LIz & HEIR
RBICHIT D Coae LN AUC DFNF L 42 125 1 56
fEITAY LT,

WEYEIEE
IR - S F
77 VLT M T RNER G SN %, SR
mPcBIT9 5. £7-, SFFEERLP T, REHET
WERVEGF EAKRE LTIEE A ENFIET S, B,
WIRIVE VEGF & &S 9 2 00k, BT 7 U ~ 1t 7
DHTHD.

A E A AN E B MBS (6 ) (ZARA 2mg %
THRAEE Lz &, WY 7 U~ 7 MIgs
% 1~3 H B Hem M IR EE (Coad) 1ZIE L, Coax DY
fEI1349 20ng/mL (0~54ng/mL) TohH -7 V. e lzsE

77Vt 7 M, 6 #IF 3 il Clde TORER:
RTERTREBTHY, 52 BEBICITIZEAL
DBRETHRE SN h-T-. HEHBOWHRE =L ol
SEPEEERL 7 7 U ~Lt 7 SR EEHERS M O Y RE
BT A —H OFERZLLTF IR,

100 T

=)

E

2

i

]

S

B

o

e

2 -
8 7 & FIR{E=15.6ng/mL

10 : ‘
0 7 14
&5 %R ()

AH|2mg EEHF AR5 R O MR E
TI2UNLET FREHR
(N=3, EETRRIEZ LB > 7=EH)

K FEI2mgZHFARRSROEMBEFH
INZ A —%5 (N=6)

o N/ , . .
— . MEYE] 4 fEE =
INT A=K NSLLOQH! ) AR S ()
Cuox (ng/mL) 6/3 19. 3+22. 8% (0-54.0)
twx (day) 3 1.43%1.46 (0.253-3.07)
AUC (0—t 1) -
—+ *%2 _
(ng-day,/nL) 6/3 119+190% (0-474)
MRT (0=t 10:0) 6/3 1. 662, 37% (0-5. 75)

(day)

HARNE S THE I EBRERRBRICB N T, BARAK
UL E B RN B P R I C AR 2mg % 4 T
IR E Liz & &, HIEIS 1 % o s
BEERM 7T 7 U RN NBEEITIZEREFN
2. 21+6. 24ng/mL (#iPH : 0-19. 6ng/mL, N/N>LLOQ*'=26/3)
KO 5. 2049, 32ng/mL (#i[# : 0-35. Ong/mL, N/N>LLOQ
#1=143/36) T o7 Y. 4 BT LI FANEE L
L&, MPEFCOERITBO N2 .

M1 WBRAE S/ A P BB SR A E A3 1 BT [ (15. 6ng/nL) %
klEl o - BEBRE S

2 o AR SR R N E B TR OBREE 0 & LTHH
L= b+ el

<BE>

VXl

HoHXz7 70~k 7~ 1ng (0. 5mg/fR) /Y T
KNS L= & &, T 7 ) ~vt 7 MI Il
FIRIZIFAE L, & OB ITHEE KL ORI & b~ CiE
FlZED o T, RSB D EmIREE 1 491 1 g/nl,



HANE K OMRAEIE TP IS 3 1T B iR lE, £ 24 20.8
wg/g RN 36.2ug/g THol-. WEIHT 7 U Lk
7 N ORI BT DIE I NIRRT 115~
132 Bl CTH 7=, T ORI T 7 ) v 7
PEREI, MRPNIREE & BT TR, AR e
DEEF1,00045D 1 Tho7t= Y.

WEGER RIS

BRI SEREAMERE 2521, 1 FERITAH 8 B
Te2mg T H (2L, WO 3ENT A Z L ick s,
AT L 2mg S, 4T L 0. 65mg L5, KT =X
~7 4T L 0. 5mg # 5D 4 BHC X B EAEZAAL EE
M MARRER 2 SR A Eht L7=. 0% 2 £H1T, 4
WLl GEOMNEREZFHMI L, H5MEIRKETS
12 2B 27V DI 14ER ER CHERZFRE L
YETHE» THE TR G L=, [VIEW 1 5Bk (oL
MFRERER) , VIEW 2 38R (H AN % & Te 5 TAH E BRI [H]
AR 1.

L BRAZECENEERARRR (VIEW 2 &8

2,5,6)

TEFMIEE TH 5 BETDRS HAEIC LV 1 FERIZHE N
DHEFFE S QW= BB OFIE (PPS fi#NT) 13X, AHKI 8
WL 2mg B E5HETIZ 95. 6% [ HA N 100%], T =t X
~7 4T L 0. 5mg HGHETIX 94. 4% [ H AN 96. 0%]
Thotz (FTHRBR) . F=X~70.5mg HE5HL
AHK 8 ML omg W EEEORERZE L 20 95. 0% HEX
-1, 1% [-4.8%~2.6%] TH Y, ZHEXE D _LRAE
MIELHEDIRFUE (10%) % FE-72Z &b, AHI8
WL omg B ERED T = X< 0. bmg ¥ 5-REIC X9
LIS TRENT.

MR T b el LRGSR ER ) O I% F 28 15 SCaki

& VIEWR HRICE T 5FMURVEREEK
(1 FBRUV 2 F£B O

& 15

5 VIEW2

|

W

H 10 -

[

5

7

it 57

#

b7

"_7_"‘ 0D e 1 L1 Ll I 1 L1

o 0D B8 16 24 32 40 48 56 64 72 BO B8 96

b | T = PR

—— 5 = ¥ A7 T4 T k0 5Smede B
—— KM T L 2mgi 5-BF

X VIEW2RBRICE T 2BRESBERNOFHELE

(L) DB
2. #E5h e IARSKER (VIEW 1 KER) *°

TEFAKIEE CH 5 ETDRS HAEIC LY 1 FRHITHS
DHERFR SNV BE OEIS (PPS ##HT) 1%, AFIS8
WL omg e 5EETIZ 95. 1%, =X~ 4 W&
0.5mg BHEETIL94. 4% CTh o7z (FTREH]H) . =¥
R=7 0. bmg & 57 & AKX 8 T L 2mg B HHEDRERM
L ZFD 95, 1%FHEXMEIE-0. 7% [-4.5%~3.1%] TH
0, [FEXMO ERESIELSHEORIME (10%) % FE
S22 NG, ARNSHEI L 2mg EHDT = X~
7 0. bmg BeH-REIZXT D IELEN R S Tz,

R X T b Sl IR R IR A DI T8 15 0ol

& VIEW HRICE T2 FERVEREEK
A EBRV 2 £B D)

L Tl P E P R
one $58 | eS| 05me KSR | 0.5 5B

52ME (1) (@AM
s TV EBED
=1l

Ha &) (252/265) (271/285) (259/270) (254/269)

(PPS)
52#E (1%5) ToRESs
BERAR T O
L+ iR

(FAS, LOCF)
96 HH (24) TokR
BERNA 2T OFE

95. 1 95.1 95.9 94.4

7.9 +£ 15,00 (10.9 * 13.77) 6.9 £13.41 | 8.1 + 15.25
2£H
(301) (304) (301) (304)

7.1 £ 16.8 9.3 £ 15.9 | 5.1 £ 146 | .3 £ IT.1

3.4 %07 | 31 =07 | 38+ L7 | 45 % 2.4
(2 FRIC A>T BHE) £

O PR U/ FFAR B SR A 514

AFIS ML | AAAES - | ARABS L | 7oA R RE . on o o
Zmg BE5BE | Zng BEHBE | O.5mg BYHBE | 0.5mg BEGRE (FAS, LOCF)
52 @B (14) @hs s 95.6 95.6 96.3 91.4 &80
HEFEShTOWEBED (258/270) (262/274) (258/268) (254/269) B 5EH - R = 15l 7.6 =1 12.5 + 1 12.1 £ 2 12.1 = 2
#wE &) ZEN 100 100 100 96.0 (FAS)
(PPS) e 5] (24/24) (24/24) (23/23) (24/25) 2D
52 @H (14) Tok# o 8.9 £ 144 | 7.6 £ 126 | 9.7 £ 141 | 9.4 £ 13.5 B G EI+ R SEM | 42+ LT3 | 40 £ L77 | 45 & 218 | 45 £ 217
SIS = 27 OF (306) (309) (296) (291) (2EBICA-T-BE)
B+ R R AAA (1000 = 11.1] 85 =84 |15.9 + 10.6 | 9.4 + 13.0 O PIIEEZ Y 5/ S B S B (515
(FAS, LOCF) £ (25) (26) (25) (25)
9%6lH (24) TORE P 8.1+ 156 | 6.0 = 14.9 | 8.1 = 15.8 | 8.5 + 15.0
FIERN) 2 27 OFy (306) (309) (296) (201)
B+ R R AAA [10.5 + 13.2] 5.3 £ 159 |16.0 + 11.3 | 7.3 + 18.2
(FAS, LOCF) 45| (28) (26) (25) (25)
LER D &M | 7.5+ 12 | 122+ 22 | 123 + 21 | 124 = 1.8
B EERE EEFN N
7.7 1.2 | 125 £ L3 | 124 + 2.1 | 128 = 0.8
(FAS) S5
24D fEH | 4.0+ 1.8 | 3.9 = 1.8 | 4.5 23 | 47 =23
B+ E RS EEFN
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—— G AT T4AM T L05mgi 55
—O— AHSHE = & 2mg B 5 B
4 VIEW1RRICE3REBERIDOFHELR
(LFH) OB
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WEEEE

1. {ER%F
77V (BE R Z) 1L, B b VEGF &%
RIE1KRO2 OHINES KA A % b 1g61 @ Fe K
AL NTHKES LI 2 EEEAE TH Y, "R
MOF afZRIEL LT, BHEINREEAMZED
IR BT A B 3L D R 1 72 1L A 387 28 e OV 8 U HE 12
BH425EEZLN TS VEGF-A B OBRAEHE5# N
T-(P1GF) "9z, ARDOZRIEL D b @ W BFE TFb
BTHZLiCky, ZOEHERETS. £/, FH
KRICHRIR B~ B 5234145 ¥ & T b VEGF-B (T
LIESTAH. T7YVNLES MDOE b VEGF-Ag,
VEGF-Ay5;, VEGF-B K& N P1GF-2 \Z5fd B & D fiihfe
FEHCKp) 1L, FHFR 0.5pM, 0.36pM, 1.9pM KX
39pM T&H - 7= (in vitro) 1V,

2. BETILIZHSITSHER

~UA, Ty RO LVOIREREYE T LI
T, 77 VLT M, RN OIFEN 7R M5 B e K&
QUMERHOFAZIEI Lz 239 oL —3
— BRI SEMEET A TIE, 77U~k
N OB TARNEESIZ LY, L ——EE% ORI
M (CNV) OTERLAINEl S 4, FRBEICTEAR S
iz ONV IR A D AR A E L= .

BEMESICEAT SEEEMNAR
—fR4& T 7 UL T S GRIG TR Z)
Aflibercept (Genetical Recombination)

éj\%it: : C4330H6812N1 16801306832
(EHEH, 2 &K

& 1 K 115, 000

A H:b hVECGFZRELIDE2 Ig RALY, b b
VEGF S/ 2 D& 3 Ig RAA Y, KUt k
IgGl DFc KA A VIND72 % 432 7 X BRFR R
O T 2= b 25T DERINHEIET
Mz A PEEAE

WERWOEDOEE
B ZRDTZD, AANIAMEICANTRE TRAFT 2
e,

BE2E

T AV =T W ENERTK 40mg/mL

1 AT

(B 7 4 V&2 —fFEEREE 1 AR

[ EX:3°¢:

1) Dicioccio, T. et al. : /o /LIS INE R [
wEhhe (SHEA) 1 (2010)

2) Anderesi, M. : /A TLEREHENE R B ANE &
T8 A [EI B [ 3AR ] (2011)

3) Struble, C. et al.:/SA T/LEERALNEE Y
BhHE (4345) 1 (2008)

4)  Vitti, R.L. 3o o SRR 5 AR SR
(psh7— %) 1(2011)

5) Anderesi, M. :/3A ) LEKGEAENEE G IFHER
(2 M, OFafErT ] (2012)

6) Anderesi, M. :/ 3o /L3RS FEPNER 5 AR AR
(24EH], BAN] (2012)

7) Luttun, A. et al.: Biochem. Biophys. Res.
Commun. 295 : 428(2002)

8) Cao, Y. et al.: Sci. Signal. 2 : rel(2009)

9) Zhong, X. et al. :Mol. Vis. 17 : 492(2011)

10) Rafique, A. et al. : /S =/ /LIRGAENEEL 350
SKHEET (2008)

11) Shi, E. et al.
PH](2011)

12) Cursiefen, C. et al.: Invest. Ophthalmol. Vis.
Sci. 45 : 2666 (2004)

13) Cao, J. et al.: Invest. Ophthalmol. Vis. Sci.
51 : 6009(2010)

14) Nork, T.M. et al.:
1042(2011)
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T530-0001 KBHidbXHEHE T H4%FK 9=
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2012 F@ R ERL (5 1 hR)

[ B A5y JEE S 871319

EMEERS o
B3 . AR %I A VEGF FRE#
nhHeAERREY S " T 40 L ey
W R L. AR 7 ) 75%%17-“7;]/ SA¥vY k mg/m AL
2~ 8 CILRfry oL 7 7YRILET b GEEFHRER) BFARESR SR3ERAgE
EYLEA D1

) VEGF : vascular endothelial growth factor (Il PN EZHE5IEIR1-)

BES ROBEIIIREGE LN L)
(1) AAN ORI RS LISBUEDOBAEED & % B

(2) HRSIHRE B ICES D & % 3, & 2 \WITREG D&
WO H % BE IRNREDOEELRENEM R RIHT S
BENRHD. ]

(3) IRMNICEEDIIED B 5 BE [FIENEILT DBZ
s, ]

(4) HEE USSR L TS ARt D & 5 2ot [ THitta,
PER, BAImE~ORE ] OHSH]

WA - K

o TA Y =T ARPNES >~ b 40mg/mL

1 [ OG-8 (0. 05mL) 1, 77 V) -~k 7 b
GBfn T-HHZ) > 2mg

AN !
LA N ST (0. 165m) T, 77 D~k

GBAZFHLEZ) ™ 6. 6mg

U g AkFEF R A 0. 132mg
U UWE—KFEFT RY 7 A0 0. 186mg

a f?ﬂ/%iw) i) b U DA 0. 386mg
HEHRL B ¢ 8. 25mg
ARY V_— k20 :0.05mg
- PR A~ B DI
2B 1 CERAIRIRIC 2 k)
pH 5.9~6.5

¥ T v A =—ANLAZ I E W TRES LS.

WEE - 2R
FPL T T IRAE ST A 0L A 2 P 5 Jikn 2 BEZS 1

WAx - HE

77V GBI Z) & LT 2mg (0. 05mL)
Z1p A ZEI 1R, 3 R GE AW YRR G
T 5. TOBROMEFICBWTE, @%, 2 yAZE
(Z1E, MrARRERET 5. AR, ERICE VG
b % W AR T 5.

VL - AEICEETAERALOEE ;
V(D) EMIMICRA RS E G ORI L, AR OB
b BRSO ES 2T 5 2 L. MR LR

ROEAITITEBARE R G LN & l

L (2) B ER T, FIIRIAIRIC D\ TR 7 TAIAT |
L bRTOhARV. FIRICHERRE RDHEND D |
SEiE, WINREIRF AR O A b & etk & BRI |
A L7z B CARIE R GT 52 L. ks, WIENA |
HEICH T B IR A 50, FIRTo% e |
EHSCEH L7 E O IIROBRE AT O 2 L. |

BERALDEE
1. EERS ROBHEITHEEIERETHZ L)
(1) #kNFE, mIREFEDBE [—BMEICIRER
ERTDZERDHD. ] (THEEREARRER]
Bt TERZEIWER) OEEHR)

(2) M 2E AR S 0E— M AR i 6 1 o0 BEA: JRE 28 o>
MzZER DERRIK T OB 5 BE[MZEF R H 5
bhaZendbs. ] ( TERREWER] KO
[ZOMOER) OHESH)

2. ERGERNIE

(1) MR B BE 9 D M ek a2 A L, - IR TESS
DOFEEFHABT D+ 7 ik - RO & 2 IRF
EDORPAA G5 L.

(2) FHFRPTESTICES LA S 402 3540 HE3E,
R, BB AR R R OV HE 55 ~ 0D I BEUAE oD BE

FEREIZOWTEFRNC o RMZEITo 2 L.

(3) AHIOWMTFARREROBRIZIE, FTRO&SICEEL
RINBATH L &b, BEFHICGERT LA ESE
Gl UCHRER I, IR, AR EofaE
FENLEHFEINTWVWADTHERTHZ L.
( TRIER ) DIESMR)

) ETERRERL, BEEETTIT 2 8. (F
WHRATFENEEZITY, WETRN, 2 vHERE
ARFREEH, BB B L— 7 R OV B i 2 s &
RT2Z &)

2)  AFIBERNT, 53 72 R & LRI B s R
DEEEATD L. ORI s IRAN I AH]

) EE-EMEOLGEAMCEIVENT LI L



#5383 AHINOHRGH®R 3 AETRETSZ (2) ZnthoEI1ER

L) 5%LL F 1~ B%ATi 0. 1~ 1%Ai5
3) @ij&“’j—%% <\‘ f:(y)’ &“E&ﬁm: 7"5 VV'Y’ — R BIHRES | AERSH . ﬂlibfu:‘lﬁl, i EW\%, fﬁiﬁﬁﬁk fﬁﬁﬁl&ﬁ
R — MO E A R A D, R IR i, e, ok
52 &, (HEALEOER] OESMR) ;‘;mwfﬁgz@jﬁg f;
1) BEHL, RIKEE IR DR (R, . | o TR BRARE
e I e I N
EHIGEET DL I ET L L. it ;'{d;ﬁifjﬁ{iﬁz& SN,
(4) WFHENERFICE Y IREZ —#EIC R EES VLS VERFERALRE | PRSI HATHE,
BENBRDHOT, KA G %, WAERITAINTE i, L] BTG, T,
DR L IRE 5O A 8T = L. Hi i ‘ ﬂ:.;}‘fnm\ﬁéﬁﬁ, TSR 7
Zofh | IR HR > ¥k, HEﬂE,_HEﬁZTs‘é, R FESE, Hl%@
(5) AFIOFRPNESR%, —HICERENH Hb e G
NBHZENBDHID, TOIERNEIE TS F TH PRI, | MR, SRR, A0, BLOREE,
OO B B BY % ORI 1R S R BT, | KR LW R 57
LoEETHL. N
B EHESE
3. EBMER™Y ’ BRI, AL 57
NS TR S U B ITERSR (2 R0 OF- 2T T S
(2 4ERHD) ITBVNT, AAFNCENY T b 1,824 AR SRS, i
Bl (83 Z & 2mg #%5-:610 3], 4 3 = & 2mg $% 5-:613 — i
{5, 438 2 & 0. 5mg 51601 1) Hh 896 ] (49. 1%) 12 — :
RIVEFIAS38 Sitz. E2eBIEIE, A5 480 R HOE
151 (26. 3%) , BEJE 158 151 (8. 7%) , ARIE -5 89 4] (4. 9%) Zof S JhiL, TEOBRIE
Thol-.
A E. cH == 4 - F& )
5 B AANZED (U 5t A 76 (8 i = B o i Mt 0 Ol
& oomg B 25 1, AL 2mg #5126 5, 43E HEROPEARRNT (2 FER) ) CORE (RAMEFZ BT
2L 0.5mg B 25 1) 41 31 451 (40. 8%) I EIFE 23 EHEDT.
b BAL. BRI, MM 16 6121 1%, 4 SRE~OBES
R7E 4 451 (5. 3%), AUCIRAMREL 4 41 (5. 3%) Toh -7z, — R E S I AERRENME T LTWA DT,
(KGRI HETHZ L.
(1) EX7%EIER 5. 1%, ER, RILGE~DOES
1) BREEE : IRNZR (0.3%), HRIE L5 (4. 9%), SMEG (1) HEI UTIEIE LT 2 WTREME O do B AT 13 4%
PEEPIRE (0. 8%), MMM (0. 9%), MR 1 B LZRWZ & IR TTRE 2R 2o, K G-,
FEZEFL (0. 7%), A8 T-IRHAIM (0. 3%) 23 H i 5 B R NS L S et m L. [
ZEBRDHDHOT, BEETIIIATY, RENR ORI - ik FMERER (3~60mg/kg % ST TR
D ONTHEEIZITEREG A2 PIEL, EYRLEE RN 5) 12380 T, REWOEERERD, W
froze. PE, FRBIRIET R OWRIRTK OhE, Wik D
2) Rz (0. 4%) < BAZ AT, RN P 0 DM SR Ce 5. Ho D
BAIAIC L A L L, WOV ILE (T PR - T 6 U 0. 1 I/ BREBE L 1~
5 -l ( r%@fﬂ@ﬂ{fﬁj O)IEZSHE\) B ﬁ?ﬁk‘/ﬂﬁck—&j\#&’ﬁ:‘) IZBWN T, Hﬂbuﬂ‘ﬂ:f (571‘2‘:?;

P VB &7 7E) OBEIIRN s ST\ b, IiF
IR 7 Y RITB T, AFI O R EIERIE RO 51
7= ]

(2) BHFOLMEITIIARF G-I e T S &
528, [ FRIF~OBITIIARHETHS. ]

6. NEFE~DERE
IRHAMREN, BrER, L, SIESUNLITH
T DAL LT Ru. [EARRERD 22, ]

1. BERE
HRRBRICIS W T, —dMEoIRE LR #E Sh
TW5. BEFBOHEIMIBEVIRES EFT25 2
ENRHLOT, REZMEL, RENED LN
GaI Rl R L E 1T 2 L.



8. ERALDIE
(1) #EER

AFNIEFERNICORBEET 25 2 L.

(2) ‘5w
D AENZ, EHANCERICET L. EiRIOK
1B U7 RIS 24 BRI 28 2 720 & 5 12 fi
T5HZ L. REHTERICHE LZRERE 2
24 B2 VIRY, HEMEETTD
TENRTEDLN, NER/NRICEDDZ L.

2) BHUC X DHERREATV, TERHERICHR T, R
WUIEANRBD DN D HE, B AN
RO LNDHEE, BEBBOLNLHEIC
IFER LN L.

Q) ‘5
30 =V OIRFAS 2R 2 &

4 FERAZE

D 13V 23 1mEFR) oAOFERETS
L.

2) AFEEOUERNTE 6, SEEBREL,
7Y A K —HE (EE) Z D T, mERRE
FROLENE, BELTT U A X —a %5
42, U DTS OB AN 5 £ THL
DH Xz k.

3) EEPREICLY, SV PERBEDOT U R
H—adENHED K
4) I TERPICEL, b —FDOFTYY
N E R A = el o B
HE Vo UFy o AEMILED
NL-7208T, s, (K1)

(1)

5) IEEDIRREZ (RO, 7T v Vv —%F|E R
RYAJAN

6) MERFEEEIZLY 30 A= ORE RS A
NT—ay 7o) oMzl o C
Lo LEEETS. (1XK2)

(42)

7 EHEOF vy T E2TTT

8) TEMEtoLmE FicmiT THEL, YU VPN
DRIBDEREFHERT H. [IABRD bz
LA, YU U URBETR L EREE
FiECBEIEES. (M3)

(4 3)

9) RiBELBFIEREIET D0, TV
— F— LB EEN YU o PICHITE ST
FEA (0. 05mL (AR ICHESE TP - D &7
Ty —wHT. (X4

Ak R

HEH Lotk o 23
F=bRI7TS ¥ Ty—

T Vy—
F— & S N

(R4)

9. ZOMDEE

(1) AFFEEIZE Y, 2850 VEGF BLEICENT 2 )
PR A ZEAR | BE 9~ 5 A E F R (L AHIEZE, MHzs
o, A SESE) NIBLT A FREMER S B, BN
TS S 7 B MAHERER (2 BB O PFEFRAT (2 4
M) ) ISR DR MR FEAR B G D R BRI,
AKIPe GREART 3.3% (1, 824 il 60 f5]) TH -
7-.

(2) AFEEIZL Y, 17 7V~ 7 MFURR B
THZERDD.



(3)  AKIEIME TR T ¢ N KD IRRSIF
FRIEO P & el L2 BRI E R S TR 5§,
AKHNE_AVTFHRLT 4 B LEBEOED
PR OV VRN AF BRI IS S TEA TV D
EDOREFIT/E LN TV,

4) P4 BT 8 » A MRN8 & 5%
OFHFB AR EICB T, 2 L 4ng/IR$E5-
T D SOREREE (55 B A IR b J2 ) ISR E 72 TV AU
BB 2 R TEM DB S8, IRIRIZ X 0 [E
B+ AHaWiEE b TH o=, 0. 5mg/IR¥xEEEEIC
LA RITRD T, Y (EHEER) IR
B AR T 7 U Lk T OBRE B
FRIR T 2mg ZAH TIRNE G L 72RO & EIR
FEIZBIT D Conx LOVAUC DZENZE I 42 5 J 1" 56
fEITAHY LT,

WEYEIEE
R - 5%
77 VLT M T RNER G SN %, SR
MmPicBiT+ 5. £72, £FmEnt i, REET
WERVEGF EARE LTIELE A EDFIET D, B
NIKPE VEGE & #5920, s T 7 U ~ L& 7
DIHTHDH.

HME B HAINE S BE SR (6 1) ISAHA 2mg A
THRAEE Lz &, WY 7 U~ 7 MNIgs
% 1~3 H B Hem MAE IR (Cou) 1ZEE L, Coax D
fEIT49 20ng/mL (0~54ng/mL) TohH -7 V. e lzsE
BT 7 ~Lv 7 M, 6 B 3 B CiEeToOMRER
RCEEFRAMTHY, H52HEMBITITZEAL
DERFTHRHEENRD o7, BEHOWRE =L om
SEERER 7 7 ) ~Lt 7 R EHERS K O B Re
H)/XT X —Z DR % LRI RT.

100

3% sk B R SRR E (ng/mL)

TE & TPR{E=15.6ng/mL

0 7 14
B E#%ERH ()

B AF2mgZiHFARRNIR S &R O MmEEPizEEE

TI7YNLET FREER
(N=3, EETRIEZ LE > =)

® AE2mgZHFARNRSROEYHEFH
INZ A—%5 (N=6)

- N/ ] e
° — . S 4+ fE 7
INTG A—=F NSLLOGH! R R S (REBH)
Cuox (ng/mL) 6/3 19. 3+22. 8% (0-54. 0)
toax (day) 3 1.43%1.46 (0.253-3.07)
AUC (0~t1450)
-+ %2 —

(ng-day/nL) 6/3 119+190%2 (0-474)
MRT (0—t 145 .

(0=t 1060) 6/3 1.66==2. 37%2 (0-5. 75)

(day)

HARNZ ST A ERE SRR IRV T, BAAK
UL E A B RN B A P R I C AR 2mg % 4 T
T RR®EG Li- & &, fIEEE 1 % OImEF
BEERM 7T 7 ) XL NBEEITITZEREFN
2.2146. 24ng/mL (% PH : 0-19.6ng/mL, N/N>LLOQ *
1=26/3) K& TN 5.2049. 32ng/mL (%1 : 0-35. Ong/mL,
N/N>LLOQ*! =143/36) Tdr 7= 2. 4 T L IR TN
T Lzl &, MEP COERMIRD N2 .

L R A Y ST 7 R T IRAE (15, Gng/mL) %
IR 7 i

52 MYE BRI 1 E B ORI OB A 0 & LTHMY
U by e

<BE>

VXl

HEIYXRIZT 7Yt~ 1ng 0. bmg/HR) % i1
WG L &, WEER T 7 ) Lt 7 NI EICH
FARICEIE L, # OB ITHEIE R OWRAEIE & b~ T
FIZEm Do WRIZRT DR e 491 1 g/mL,
AN K OWRASIE TR Iz 3 1) 2 I miR I, £ 24 20.8
ne/g MO 36.2ug/g Tholz. WY 7 1)~k
7 F OIRNAFRRIC BT DRI R T 1156~
132 Rl CTh o7z, I OERR T 7V ~ &7 |k
FEEEIE, ARPVEREE & THRD TR L, Ryl
DEEZE1,000450D1 THo7= 2.

WERERAHE

BB S B AV BE 22X, 1 FEBITXAA 8 #E
Tl o2mg HH (7L, D3 ENTAE T LI,
AT L omg &5, 4T L 0. 5mg #E, K ONT =X
<7 4L 0. 5mg ¥ 5D 4 BEZ X B EEEAL T B
R IARRAER 2 BB A2FME L7-. £0%k 2 F£HIL, 4
WL EOLEREATHE L, HERREIEETDH
12EMAEBAR2NE DI 14ER I CHEZFREGR
YEICHE > TR G- L7z, [VIEW 1 KBk (s
MAHERER), VIEW 2 38R (A AR N % & T8 MAH E BRIE R
R .

1. BAAZECEMEERE R FER (VIEW 2 F5%) >

TEFHEE A CTo % ETDRS HARIC LY 1 ERICHN
DHERFR S LTV EBE OEIES  (PPS HT) 1%, A8

_4_



WL 2mg W HRETIL 95. 6% [ A AN 100%], T =t X
~7 4T L 0. 5mg HERETIT 94. 4% H AN 96. 0%]
Tholz (FTEZMR) . 7= X~70.bng %E5RE L

& VIEW HERICE T FMUERVEREEK
(1 FEBRUV 2 FEHOEH)

RN . . g AABMZ L | AAAM L | FALMT L | F=p e
AHKI 8T & 2mg e HHEOREMIZE & Z D 95. 0%FHEX ong BEBE | tngHESEE | 0.5ng BB | 0.ong BEE
BIE-L 1% [~4.8%~2.6%] THY, (FERKMO LRE [ oo cwon o o o 1
N N - TV . > . .
PIELVEDOIRIE (10%) % FEo72ZEhb, A#I8 |40 7 | s ‘
RGN N _ . N L #E (252/265) (271/285) | (259/270) (254/269)
B L 2mg W ERED T = X~ 7 0. bng BEFETT #rs
Y NN - 52 ME (14) ToR®
DHIEDIRS NI, RERAZATOR | o 7.9 % 15.00 [10.9 + 13.77| 6.9 +13.41 | 8.1 = 15,25
W= T A L e Ul @i B O T 23 163U EEREE (301) (304) (3o1) (304)
(FAS, LOCF)
WGME (24) ToRk®E
» ) . mERnZaTORs | 71+ 168 | 9.3 £ 1659 | 5.1 + 146 | 7.3 = 17.1
*& VIEW2 HERICH T 5 FMMER TR SR TR HREE ' (301) (304) (301) (304)
(1 FBRU 2 £ 8O e )
1 (]
AFBEIL | RFI4BEIL | AFABEIL | ST e LE i e Eocti) T.6 =1 12.5 + 1 12.1 + 2 12.1 + 2
2ng B 5RE Smg $5HE | 0.5ng Be5BE | 0.5mg BE5HE (FAS)
BWE () b | 95.6 95.6 9.3 94.4 ERD
HFENTVEBED - (258/270) (262/274) (258/268) (254/269) B E A+ R EE = Gil 42+ 1.73 4.0 + 1.77 4.5 + 2.18 | 45 = 2.17
W o) AAA 100 100 100 96.0 (ZEBIZA-T2BF)
(PPS) S5 (24/24) (24/24) (23/23) (24/25) O PIERZ B8/ T 15 S AT 15
S2ME (15) TORS 8.9+ 144 | 7.6 = 126 | 9.7 + 141 | 9.4 + 135
BERN AT OFH R (306) (309) (206) (201) & 15 -
B RS AAA (10,0 £ 11.1| 85 + 84 [15.9 = 10.6 | 9.4 + 13.0 a VIEW1
(FAS, LOCF) H#EH (25) (26) (25) (25) n3
96 MllA (24F) TORH 8.1+ 156 | 6.0 = 14.9 | 8.1 + 15,8 | 8.5 + 15.0 #
. e b 10
HER ) 2 =7 DT (306) (309) (296) (201) o)
Al + B 2 HAA [10.5 + 13.2| 5.3 = 16.9 [16.0 = 11.3 | 7.3 * 18.2 4
(FAS, LOCF) A (25) (26) (25) (25) B
LEAD S | 75+ 12 | 122422 | 123+ 21 | 124+ 1.8 {!St 5
1 5 a1+ B (2 EEIN R 2
T7E L2 | 125+ L3 | 124 £ 2.1 | 12.8 * 0.8
(Fas) k5| —
2FED M | 40+ 18 | 39+ 19 | 4523 | 47 =23 % 0 &L L L L
ﬁjﬁlf_j—fff:m ug; 34 0.7 | 31£07 | 8= 17 | 45 =24 = 0 8 16 24 32 40 48 56 64 72 80 8 9%
— b | T+ EEEE
O POLERE S 15/ R B S 33T A 1 —— 3=V AT 74T L05mgit 5
® 15 —0— AFSE T L 2mglt 58
g VIEW2 B VIEW 1 RRICE 1 3ESEERNOTHE(LE
iE (XFH) DB
E: )
@
2
3 e e
£ W
= 1. 1R
% T 7V s R Z) 1, B b VEGF %
? 0 ® 1 [ | - 1 L L1l w3 N 1\ N ~ >
# 0 B 16 24 32 40 48 56 64 72 80 88 96 ﬁﬁ:l&pf\@#m@%l\fﬁfét b Ig61 D Fe I
J = SR y FEI A A T 7R M-
o— 3 = ¥ X2 74 £ 0SmgR 58 DT aASB/IKE LT, Y%ﬁf:bl]fﬁ%ﬁﬁfflﬁ%@
——AHIBH T L 2mgle 5 HRIRE FEAZ 2 B 2 2 93 B 722 10 487 T A2 K ORI 87 9 HE L
[ VIEW 2 RRRICH 1 2 REEERHOTHELR M54 2 EE2 5 TWD VEGF-A K ORI FHIA

(XFE) DR

2. B\ EIHREER (VIEW 1 58)) *°

FEEHBIEH CTd HETDRSIEARIC L W 1ER IR AN
HEFP S QW B oEIE (PPSHRNT) 13, AKISHE
L omgB HEETIZ95. 1%, T =B X~ T4 T L 0. bmg
BHRETII9. % ThoTz (TREBW) . J=bX~7
0. bmg 57 & AKISH Z & 2mg P SREDOBER £ & 2 D
95. 1%E X RTIZ-0. 7% [-4. 5%~3. 1%] TH YV, [FHEX
D LRRIESIESLPEDRFYE (10%) % TlE->722 &
5, AHKISHE = & 2mgik ERED T = ¥ X~ 70. bmgfk 5.1
WX B IELTEN R STz,

MR R T b il UIE R ER A OIE T 48 15 S0l

F (P1GF) ¥z, ARkDZ AR L v LA OWEFME TR
GTAZLicky, ZoOEAZMAESTS. £, [
FRICHRE B~ DB S s 9 STV 5 VEGF-B 12
LEAT A, T7VLES ROE b VEGF-Ag,
VEGF-Ay21, VEGF-B M U} P1GF-2 2%t % fi5 & O fRHfE
EE K 1, FAFI 0.5pM, 0.36pM, 1.9pM KX
39pM T > 7= (in vitro) ' ).

2. BMETILIZEITRER

<A, T FROYILOIREREYET LIZEBN
T, 77 VLT ME, IR OFFER 7 il B K&
QMR O3 EZMH Lz 280, o r—9
— RIS A ST LTIk, 77U~k
F DO FERNBEGEIZ LY, L—F—{5E% DRI



A M (CNV) ORIl 24, F=REICER S
iz ONV IR A D MR Ak E L= .

WEMESICAT SEIELENHR
—fR4 T 7 Ut S GRS TR Z)
Aflibercept (Genetical Recombination)

%%i : C4330H6812N116801306832
(BHHEESY, 2 &K

Sy £ 115,000

A H: e PVECGFZFEELIDE?2 Ig RAAL Y, B
VEGF K 2 D 3 Ig KA A v, kUE b
I1gGl DFc RAA U InD 7254327 2/ Rk Ek
DY T 2= k25T OERINDELT
HLHEZ RS PSSR AR

BEFELEDEE
Wz RDT0D, AFNISFECANTARRE TRAFT D
zek.

mEE
TA V=T RNER X > ~ 40mg/mL
1 %y b

W3 EE

1) Dicioccio, T. et al. : /3o T LIS RENERL (3K
Ehhe (SHEA) 1(2010)

2) Anderesi, M. : /S T/UIRFAENE R BEARNEZ S
To 55 AR E B AL [A 78R (2011)

3) Struble, C. et al.: A T /LEE PR
HRE (5347 1 (2008)

4) Vitti, R L. /3o =)UBEAENER[ZE A AR
(g7 — %) 1(2011)

5) Anderesi, M. : /3o T USRS EORE (25 AR AR
(2 4R, DFEMT) ] (2012)

6) Anderesi, M. : /3o = LS PNEEOR [ EF TAEGRER
(2 4R/, BANT (2012)

7) Luttun, A. et al.: Biochem. Biophys. Res.
Commun. 295 : 428(2002)

8) Cao, Y. et al.: Sci. Signal. 2 : rel(2009)

9) Zhong, X. et al. : Mol. Vis. 17 : 492(2011)

10) Rafique, A. et al. : /NA /LR AENE R [FEL)
] (2008)

11) Shi, E. et al.
HE](2011)

12) Cursiefen, C. et al.: Invest. Ophthalmol. Vis.
Sci. 45 1 2666 (2004)

13) Cao, J. et al.: Invest. Ophthalmol. Vis. Sci.
51 : 6009(2010)

14) Nork, T.M. et al.:
1042 (2011)
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Arch. Ophthalmol. 129 :
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1.9 —RMIARICHR D SCE

Bayer Yakuhin, Ltd

1.9 —REIBIRIZFRASXE

1.9.1 JAN

Page 1 of 3

ik Il B CERS AROATRIC OV CTRHEEZRH L, P23 44 H 15 B
AT 0415 45 12 B2 L v @Em S ni-,

(AAR%) 77 ULt b GEIA R Z)
JAN
G 4) Aflibercept (Genetical Recombination)
(AAA4) 77U NI, B TEBRAEEHESY XV BEThH
{54 D, 1~102 FHITE NMENEIEIERER - FE 1 OF 2 1g
X% KA A2, 105~205 FHITE b5 N RN 251K 2
ENEEE DHF 3 Ig FAA L, £72220~432 FH Tt b 1g61 D Fe F
AA IG5, T7Vt 7 ME, Fr A =—ANLR
Z—PRBMIIC RV EAESND, T7 VLT ME, 432
TR BN DT =y b 2 S DR S LD
KNI (Gr 1§ 115,000) Th b,

(3 4) Aflibercept is a recombinant fusion glycoprotein
composed of the second Ig domain of the human vascular
endothelial growth factor receptor 1 in positions 1 -
102, the third Ig domain of the human vascular
endothelial growth factor receptor 2 in positions 105
— 205, and the Fc¢ domain of human IgGl in positions
220 — 432. Aflibercept is produced in Chinese hamster
ovary cells. Aflibercept is a glycoprotein (molecular
weight: ca. 115,000) composed of 2 subunit molecules
consisting of 432 amino acid residues each.

(b AE =
pdEs BIHED L 0
7R BRI
AR aE=Y Ca330Hs812N116801306532 1 97,1563.54 (¥ /]I EESy, 2 BIK)
KO BEIR  CoresHa10sNss40655516  : 48, 578. 79
5y Rt
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Bayer Yakuhin, Ltd.

SDTGRPFVEM
LKKFPLDTL I
ATVNGHLYKT

VLN?TARTEL

YSEIPEITHM

PDGKR I IWDS

NYLTHRQTNT

NVGIDFNWEY

TEGRELVIPC

RKGF | I SNAT

| IDVVLSPSH

PSSKHQHKKL

SEMKKFLSTL
RVHEKDKTHT

TPEVT?VVVD

TIDGVTRSDQ

CPPCPAPELL

VSHEDPEVKF

I
GLYTCAASSG
GGPSVFLFPP

NWYVDGVEVH

YNSTYRVVSV

| SKAKGQPRE

DIAVEWESNG

LTVLHQDWLN

PQVYTLPPSR

QPENNYKTTP

I
GKEYKCKVSN
DELTKNQVSL

PVLDSDGSFF

RVISPNITVT

YKEIGLLTCE

GIELSVGEKL

VNRDLKTQSG

LMTKKNSTFV

KPKDTLMISR

NAKTKPREEQ

KALPAP | EKT

TCLVKGFYPS
L

LYSKLTVDKS

|
RWQQGNVFSC

SVMHEALHNH

YTQKSLSLSP

GK

Page

2 of

JIHE

N36, N68, N123, N196, N282 : MEEHfLES ; K432 : #imyr vy v 7
C211-C211, C214-C214 : 7= "NET AL T 1 KiEE

K1. -1 Z2UYRILET D7 I/ BENRUVSAILI « FEES
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Bayer Yakuhin, Ltd. Page 3 of 3
IR S

N123, N196 :

Gal-GleNAc-Man
Neuhc,., Man-GlcNAc-GlcNAc

Gal-GleNAc-Man

N36, No8 :
Gal-GlcNAc-Man Fuc

I
Neuhc,, Man-GlcNAc-GIcNAc

Gal-GleNAc-Man

N282 :
GlcNAc-Man Fuc

I
Gal,, Man-GlcNAc-GlIcNAc
GlcNAc-Man
H1. 9-2 7Z2URLETrOELREHDOKEREE
1.9.2 INN
aflibercept
INN

r—INN List 57, WHO Drug Information Vol. 21, No.1, p.55, 2007
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Bayer Yakuhin, Ltd.

1.10 SE-RBRFOEEEFZEEHOFTLD
1.10-1 EF - QIEFOEEETZEHDOFT LD
1.10-2 £EYHERBADEEETZEHDOFT LD



1.10-1 753 - BEREOIREHFREGHOFE LY

Bayer Yakuhin, Ltd. Page 1 of

1.10-1 - QEFOREEZEHDFTLD

b4 « B4 | 770087 M, BB EGEY N7 ETHY ., 1~102 FH
IX b MIENEETER 2 RI8 1 O 2 Ig RAA v, 106~205 FHITE
I N HETEIR 52 K 2 D 3 1g KA AV, £72220~432 FHiTt b
161 D Fec RAAL b7 d, 77V~ 7 ME, F¥ A4 =—ZA LR
A —PIBEHIRIC LV EASND, T 7 ULt 7 M, 432 7 3 BEFR A
DbV T 2=y N2 T ORERINDHEY VR E (&K
115,000) T 5,

ﬁ%

i3
s

FI2VRILVETEDT7 I/ BBEIRVSRAILT « FEES

SDTGRPFVEM YSEIPEITHM TEGRELVIPC RVTSPNITVT

LKKFPLDTLI
ATVNGHLYKT

VLN?TARTEL

PDGKRTIWDS

NYLTHRQTNT

NVGIDFNWEY

RKGF I ISNAT

IIDVVLSPSH

PSSKHQHKKL

SEMKKFLSTL
RVHEKDKTHT

TPEVT?VVVD

TIDGVTRSDQ

CPPCPAPELL

VSHEDPEVKF

I
GLYTCAASSG
GGPSVFLFPP

NWYVDGVEVH

YNSTYRVVSV

ISKAKGQPRE

DIAVEWESNG

LTVLHQDWLN

PQVYTLPPSR

QPENNYKTTP

|
GKEYKCKVSN
DELTKNQVSL

PVLDSDGSFF

YKETGLLTCE
GIELSVGEKL
VNRDLKTQSG
LMTKKNSTFV
KPKDTLMISR
NAKTKPREEQ
KALPAPIEKT
TCLVKGFYPS

LYSKLTVDKS

|
RWQQGNVFSC

SVMHEALHNH

N36, N68, N123, N196, N282 : BEESfE S ; K432 :
C211-C211, C214-C214 : 7= "ET AL T 1 KiEE

YTQKSLSLSP

GK

AN A=t e/




1.10-1 753 - BEREOIREHFREGHOFE LY

Bayer Yakuhin, Ltd. Page 2 of
% o f IRt T O LEEOET
ML
N123, N196 :

Gal-GlcNAc-Man
NeuAc, , Man-GlcNAc-GlceNAc

Gal-GlcNAc—Man

N36, N68 :

Gal-GlcNAc—Man Fue

|
NeuAc, , Man-G1lcNAc—GlcNAc

Gal-GlcNAc—Man
N282 :

GleNAc-Man Fuc

|
Gal,, Man—GlcNAc—-GlcNAc

GlcNAc-Man

2hBE - 2h B | HLE TR IECET A i A A 1 O N B AS

MiE - HE | 77Vt (@faFH#Z2) &L Tomg (0.05mL) 21 5 HZEIC 1
[\l e 3 [ CEAHD) HHEANEET 5, EOROHMERIZIW T,
HE, 2 HZT 8 LR, EHERRAREST 5, 2B, IERICE W REHEE
HEFRE T D,

Bl 3 2% 0 F5E

ﬁ%?&?ﬁﬁ Bk : 77~ v 7 b (B8 z)
52]7')7% %ﬁ”

23 T VI
TEMRTEA T AV —T RN ESHE 40mg/mL
oy - B 1 HoofeE & (0.05mL) o7,

77Vt N GERIBTHEELZ) 2mg
134 74 (0.278mL) Hi.
77 USRS (B HEZ) 11, 12mg




1.10-1 73 - BEEORERABROE LD
Bayer Yakuhin, Ltd. Page 3 of
R4 L OE ) | % h LA
By - & || TEGEA TA V=T ENES S > b 40mg/mL
( e = ) gy - R 1 [ o#54 (0.05mL) |,
77Vt N GERIBTHEELZ) 2mg
13U (0.165mL) i,
77V b GEETHELZ) 6. 6mg
7 PE | Ak
W DEFEH E (ng/kg) w0 Ay i1 FRN
Ty kA - - - »500
2 - - >500
iy e
e 5 HIH 5 B5E mE  TRR
S Mg
H=r 13 W 0.05, 0.5 0.05 2L I ¢ BRD—# M DR & 5%
AH¥ (mE/A4E) B 0. 25, iE (RTBEHIAE K OV -4 HlfiE o>
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3.2.S.3.2-2 2L (0003 |[Justification of Specification / . 5. 01#006540455_03 2R Bayer HealthCareft | g4} NS E S B
REIZLLET) Aflibercept drug substance
3.2.5.3.2-3  |EERL Batch Analyses / Aflibercept drug -4.01#005912503_02 | -0 H Bayer HealthCareff | B HRNHEE | LB
substance
3.2.8.3.2-4 |ZE® &L (0003 |Process Validation - Summary / -5.01#006574712_03 | 2N Bayer HealthCaretl | WEsh | fLAHES | FHLIER
R\ CET) Aflibercept drug substance
3.2.5.3.2-5  |ZH /2L (0003 |Virological Safety / Aflibercept . 03#006556408_03 | B N | Bayer HealthCaretl | ¥ESF | FLNHEE | FHMEER
IRl 22 T) solution For Intravitreous Injection
3.2.8.3.26 |ER®AL Stability Data / Aflibercept drug -3.01#006464851_03 | 2N Bayer HealthCaretl | WEsh | fLPHES | FHIER
substance
3.2.5.4.1-1 |Z®7/2 L (0003 [Specification / Aflibercept drug . 1.01#006525179_02 | -0 1 Bayer HealthCareff | B HRNHEE | LB
FFIZ2&ET) substance
3.2.5.4.2-1 |£#&Z& L (0003 [Test Procedure / Aflibercept drug 2. 01#005897636_02 | B 1 | Bayer HealthCareth | Sh | FENESEE | Srffieokt
BFIZekET) substance
3.2.8.4.3-1 |E®EAL Validation of Test for Assay and .3.01#005595431_01 | B N | Bayer HealthCaretl | ¥ESF | FENWEE | FHMEER
Impurities / Aflibercept drug substance
3.2.8.4.32 |E®AL Summary of Assay Validation Status of -3.04%005727413_01 | B N | Mo | ARREEE | SR
CTP551 ( N-Terminal Sequence) for IVT
Analysis
3.2.8.4.3-3  |E®AL Summary of Assay Validation Status of .3.838005741745_02 | B N | Mo | AREEE | SR
CTP695 (Western Blot) for IVT Analysis
VEGF Trap Identification by Western Blot
Analysis
3.2.8.4.3-4  |ER®AL Summary of Assay Validation Status: -3.082005733079_03 | B N | Mo | AEREEE | SR
CTP650 (for IVT Analysis)
Degree of Sialylation in Glycoproteins
by Oligosaccharide Analysis
3.2.8.4.35  |E®AL Summary of Assay Validation Status of .3.038#005733756_04 | B N | Mo | AEREEE | SR
CTP2393 (Sialic Acid Content) for IVT
Analysis
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3.2.5.4.3-6

IR L

Summary of Assay Validation Status of
CTP687 (SEC) for IVT Analysis

VEGF Trap Purity by Size Exclusion
Chromatography

. 81#005733753_03

IIM
o
®

IR L

Evaluation of Assay Validation Status:
CTP690 (for ITV Analysis)
VEGF Trap Purity Analysis by SDS-PAGE

. 82#005741966_02

2

B

BEEE

TR -

2

]S

NI

5
P

IR L

Summary of Assay Validation Status
(IVT) : CTP722 Isoelectric Focusing (IEF)
VEGF Trap Charged Variant Analysis by
IEF

. 08#005741989_02

2

1S

R

AT

IR L

Summary of Assay Validation Status of

ctp2146 (S Content) for IVT

Analysis

I Content of VEGF Trap

. 08#005742285_02

IR L

Evaluation of Assay Validation Status:
CTP676 (for IVT Analysis)

CHO Host Cell Protein ELISA for VEGF
Trap

. 84#005727418_04

2

1S

NI

AT

IR L

Summary of Assay Validation Status of
CTP2335 (CHO DNA content) for IVT
Analysis

CHO DNA Content for VEGF Trap

. 08#005733750_02

2

flzZ1s

NI

AT

IR L

Summary of Assay Validation Status of

cTP677 (N content) for IVT

Analysis

I o VRGP Trap

. 84#005742463_02

2

flzZls

NI

AT

IR L

Summary of Assay Validation Status:
MI2608 Endotoxin Content (FOR IVT DRUG
SUBSTANCE)

. 07#005742450_02

2

]S

NI

AT

IR L

Summary of Assay Validation Status:
MI1004 Bioburden (FOR IVT DRUG
SUBSTANCE)

. 06#005742422_02

2

]S

NI

AT

2

flEZ1s

NI

AT

TIRRRTITE

flEZls

NI

TR
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3.2.8.4.3-15  |[EERL Summary of Assay Validation Status of  [S.4.3.80#005742381_01 2R [Z3 HENHEE | FHEER
CTP2090 (Potency by Bioassay) for IVT
Analysis
Potency by Bioassay for VEGF Trap
3.2.5.4.3-16 |E®EAL Summary of Assay Validation Status of  |S.4.3.80%005733745_02 | g N | WA | AENEEE | aHma R
CTP686 (Total Protein Content) for IVT
Analysis
VEGF Trap Concentration by [Jj
3.2.5.4.3-17 |Z®E /& L (0003 [Summary of Assay Validation Status of  |S.4.3.80%005742381_05 | NN B N | WA | AENEEE | aHmE R
FFIZHHIBIN)  |CTP2090 (Potency by Bioassay) for IVT
Analysis
Potency by Bioassay for VEGF Trap
3.2.5.4.3-18 |Z® /2 L (0003 [VALIDATION SUMMARY REPORT / VEGF Binding|S. 4.3.84%006470079_01 | SN B N | WA | AENEEE | AR
IRFIZHTHLEB N  |Assay / AVR-QC-CTP721-VGT-1. 0
3.2.5.4.3-19 |Z# 72 L (0003 [VALIDATION SUMVARY REPORT / VEGF Binding[S. 4.3.84%006470080_01 | N B N | Mo | AEREEE | SR
WP HLEN)  |Assay; 1TV Formulation / AVR-QC-CTP721-
VGT-1. 1
3.2.8.4.3-20 |Z£® /2L (0003 [Method Development / Aflibercept S.4.3.20%006525180_01 | -0 H Bayer HealthCareft | {5} HERNHEE | HmEF
FFIZHTRIBIN)  |solution — Summay of Changes for
Specifications and Test Methods
3.2.8.4.4-1 |[E®EAL Batch Analyses / Aflibercept drug S.4.4.01#005912503_02 | -0 H Bayer HealthCareft | {5} HENHEE | HmEFE
substance
3.2.8.4.4-2  |&KET Manufacturing Process — Description /  |S. 2. 2. 02#006568104_05 | 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
Aflibercept drug substance
3.2.5.4.5-1 |Z &L (0003 [Justification of Specification / S.4.5. 01#006540455_03 |EEEE - H Bayer HealthCareff | g NEwEE | FEMmEE
L2 OET) Aflibercept drug substance
3.2.8.4.52 |E&iL Batch Analyses / Aflibercept drug S.4.4.01#005912503_02 [N Wl W Bayer HealthCaretl | 5k EABEE | FEHmE R
substance
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3.2.S.4.5-3 EELL Pharmaceutical Development — Drug P. 2. 2. 01#005691319_01 2R Bayer HealthCareff | @4k N E S B
Product / Aflibercept solution for
Intravitreous Injection
3.2.5.4.5-4 |Z# 7 L (0003 [Potential Impurities / Aflibercept drug |S.3.2.01#006556406_02 | -0 W Bayer HealthCaretl | 5k EABEE | FHmER
R\ OET) substance
3.2.8.4.55 |EEAL Evaluation of Assay Validation Status: |S.4.3.82#005741966_02 | B N | wA | AN E | EIER
CTP690 (for ITV Analysis)
VEGF Trap Purity Analysis by SDS-PAGE
3.2.8.4.56 |E®AL Validation of Test for Assay and S.4.3.01#005595431_01 | 2N Bayer HealthCaretl | WEsh | fLHES | FHIER
Impurities / Aflibercept drug substance
3.2.8.5-1 &7 L (0003 [Reference Standard / Aflibercept drug  |S.5.01#005897632_02 [N RNEE W N Bayer HealthCaretl | 5k EABEE | FHmE R
L2 OET) substance
3.2.5.52 ZE5 72 L (0003 [Structure Elucidation / Aflibercept drug|S.3.1.01%006576344_02 | T W Bayer HealthCareff | B HRNHEE | LB
FFIZ2&ET) substance
3.2.5.6-1 KWL Packaging Materials / Aflibercept drug |S.6.01%005487930_01 | 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
substance
3.2.8.7.1-1 |E®AL Stability Summary / Aflibercept drug  |S. 7. L. 01#005488221_03 |l 2N Bayer HealthCaretl | WEsh | *LHEE | FHIER
substance
3.2.8.7.2-1 |Z®E/& L (0003 [Post-Approval Stability Protocol and  |S.7.2.01#006571870_03 |l B N | Bayer HealthCaretl | VAL | FENMEE | FHMEER
RFLZCLRT) Stability Commitment / Aflibercept drug
substance
3.2.8.7.3-1 |E®AL Stability Data / Aflibercept drug S.7.3.01#006464851_03 | 2N Bayer HealthCaretl | WEsh | fLHEE | FHIER
substance
3.2.8.7.32  |E®EAL Stability Summary / Aflibercept drug  |S.7. L. 01#005488221_03 |l N Bayer HealthCaretl | VAL | FNWEE | FHMEER
substance
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3.2.P. 1-1 EERL Description of the Drug Product / P. 1. 01#005892024_02 2R Bayer HealthCareft | g4} NS E S E )
Aflibercept solution 40 mg/mL In Vial
for Intravitreous Injection
3.2.P.12 EE L Description of the Drug Product / P. 1.01#005892023_02 | B N | Bayer HealthCarefl: | ish | thPNMEE | FEMEEE:
Aflibercept prefilled syringe 40 mg/mL
For Intravitreous Injection
3.2.P.1-3 ZE5 72 L (0003 |Packaging Materials / Aflibercept P.7.01#005892025_03 | B N | Bayer HealthCarefl: | isF | tHPNMEE | FEMEEE:
HRFICB%ET) solution In Vial For Intravitreous
Injection
3.2.P. 14 ZE5 72 L (0003 |Packaging Materials / Aflibercept P.7.01#005899286_02 | B N | Bayer HealthCarefh: | 5% | thPNEEE | FEMEEE:
HRFICB%ET) prefilled syringe for intravitreous
injection
3.2.P.2.1.1-1 [E®EAL Pharmaceutical Development — Components |P. 2. 1.01#005444393_03 | B N | Bayer HealthCareft | {5} HNEEE | FHmER
/ Aflibercept solution for Intravitreous
Injection
3.2.P.2. 112 |E®EARL General Information - Nomenclature /  |S. 1. 1. 018005899288 01 | B N | Bayer HealthCarefL | 5% | HLAMEE | FFMHEEF
Aflibercept drug substance
3.2.P.2.1.2-1 |E&EARL Pharmaceutical Development — Components |P. 2. 1.01#005444393_03 | B N | Bayer HealthCareft: | ¥E5h | HAWMEE | FHHEE
/ Aflibercept solution for Intraritreous
Injection
3.2.P.2.2.1-1 |E&EARL Pharmaceutical Development - Drug P.2.2.01#005691319_01 | B N | Bayer HealthCarefl: | WEsF | LABEE | sEmigkr
Product / Aflibercept solution for
Intravitreous Injection
3.2.P.2.2.1-2 |[EK®ERL Batch Analysis /Aflibercept solution For|[P.5.4.01#005923630_01 | B N | Bayer HealthCareft: | 5% | #HPMEE | FEMEE:
Intravitreous Injection
3.2.P.2.2.2-1 |E®ARL Pharmaceutical Development - Drug P.2.2.01#005691319_01 |l B N | Bayer HealthCarefL | ¥ESF | HAMEE | FFMEEF
Product / Aflibercept solution for
Intraritreous Injection




112 ZEH-—E-HIHIEENLEH Page 8 of 21
| 3t i ¥ _ Ed 2K .
AT TR [0 Y ERY Wi EHEA MBERSN | RREESF | WEE | B ”g'ﬁ%ﬂ
3.2.P.2.2.2-2 [E&FRL Pharmaceutical Development — Container [P.2.4.01#005640856_01 2R Bayer HealthCareft | g4} NG E S B
Closure System / Aflibercept solution In
Vial For Intravitreous Injection
3.2.P.2.2.2°3 |EERL Pharmaceutical Development — Container |P.2.4.01#005691657_01 | g N | Bayer HealthCareft: | ¥ESF | HAWMEE | FHHEEF
Closure System / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.2.2.3-1 |EEARL Pharmaceutical Development — Drug P.2.2.01#005691319_01 | g N | Bayer HealthCareft: | ¥E5h | HAWMEE | FHHEEF
Product / Aflibercept solution for
Intraritreous Injection
3.2.P.2.2.3-2 |dk&l Shelf Life Specification / Aflibercept |P.5. 1.02#006557232_03 | B N | Bayer HealthCarefL | ¥ESF | HAMEE | FFMEEF
solution 40 mg/mL In Vial For
Intravitreous Injection
3.2.P.2.2.3-3 |Z®E /2 L (0003 [Shelf Life Specification / Aflibercept |P.5.1.02%006556813_02 | B N | Bayer HealthCareft: | 5% | #HPNMEE | FEMEE:
BRI ELET) prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.2.2.3-4 |Z®E /& L (0003 [Shelf Life Specification / Aflibercept |P.5.1.02%006556814_02 | ' Bayer HealthCareft: | isF | thPNMEE | FEMEE:
BRI ELET) prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.2.2.3°5 |E®ARL General Information - General Properties|S. 1.3.01005551018_01 | B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMHEEF
/ Aflibercept drug substance
3.2.P.2.3-1 |E®EAL Pharmaceutical Development - P.2.3.01#005691551_01 |l B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMEEF
Manufacturing Process / Aflibercept
solution In Vial For Intravitreous
Injection
3.2.P.2.32 |E®EAL Pharmaceutical Development - P.2.3.01#005660679_01 |l B N | Bayer HealthCarefL | 5% | HLAMEE | FFMEEF
Manufacturing Process / Aflibercept
prefilled syringe 40 mg/mL For
Intravitreous Injection
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3.2.P.2.3-3 EERL Pharmaceutical Development — P. 2. 3. 01#005691590_01 2R Bayer HealthCareft | g4} N E S B
Manufacturing Process / Aflibercept
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.2.34  |[EEARL Pharmaceutical Development — P.2.3.01#005691393_01 | B N | Bayer HealthCareft: | ¥ESF | HAWMEE | FHHEEF
Manufacturing Process / Aflibercept
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.2.4-1 |E®EARL Pharmaceutical Development - Container |P.2.4.014005640856_01 | B N | Bayer HealthCarefl | 5% | HLAMEE | FFMEEF
Closure System / Aflibercept solution In
Vial For Intravitreous Injection
3.2.P.2.42 |E®EARL Pharmaceutical Development - Container |P.2.4.01%005691657_01 | B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMEEF
Closure System / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.2.43 |EEARL Pharmaceutical Development - Container | P.2.4.01#005691690_01 | N B N | Bayer HealthCareft: | ¥E5F | HAWMEE | FHHEE
Closure System / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.2.44  |EERL Pharmaceutical Development — Container |P.2.4.01#005691620_01 | B N | Bayer HealthCareft: | ¥ESF | HAWMEE | FHHEEF
Closure System / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.2.4-5 |Z® /2L (0003 |Packaging Materials / Aflibercept P.7.01#005892025_03 | 2N Bayer HealthCaretl | WEsh | *LHESE | FHIER
R ZEkET) solution In Vial For Intravitreous
Injection
3.2.P.2.46 |A® /L (0003 [Packaging Materials / Aflibercept P.7.01#005899286_02 | B N | Bayer HealthCareft: | isF | #HPNMEE | FEMEEE:
IR B%ET) prefilled syringe for intravitreous
injection
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3.2.P.2.5-1 EERL Pharmaceutical Development — . 5. 01#005585228_02 2R Bayer HealthCareft | g4} N E S B
Microbiological Attributes / Aflibercept
solution In Vial For Intravitreous
Injection
3.2.P.2.52 |E®ARL Pharmaceutical Development - .5.01#005691726_02 |l B N | Bayer HealthCarefl | ¥EsF | HLAMEE | FFMEEF
Microbiological Attributes /
Aflibercept prefilled syringe for
Intravitreous Injection
3.2.P.2.6-1 |EEARL Pharmaceutical Development — .6.01#005660646_01 | B N | Bayer HealthCareft: | ¥E5F | HAWMEE | FHMEEF
Compatibility / Aflibercept solution 40
mg/mL In Vial For Intravitreous
Injection
3.2.P.2.62 |[EKERL Pharmaceutical Development — .6.01#005691760_01 |l B N | Bayer HealthCareft: | ¥E5h | HAWMEE | FHHEEF
Compatibility / Aflibercept prefilled
syringe 40 mg/mL for Intravitreous
Injection
3.2.P.3.1-1 |EA&E/ L (0003 [Manufacturing Sites / Aflibercept . 1.01#005861060_02 |l B N | Bayer HealthCareft: | i5F | #HPMEE | FEMEEE:
IR B%ET) solution for Intravitreous Injection
3.2.P.3.12 |EA®E/ L (0003 [Manufacturing Sites / Aflibercept . 1.01£005861335_02 | B N | Bayer HealthCareft: | i5F | tHPNMEE | FEMEE:
BRI ELET) prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.3.1-3 |Z# 7 L (0003 [Manufacturing Sites / Aflibercept - 1.01#005861334_02 | 7 N ] Bayer HealthCarefl: | Esh | #hAMEE | FHWEFE
IRF 2 ET) prefilled syringe for Intravitreous
Injection
3.2.P.3.2-1 |E®EAL Batch Formula / Aflibercept solution 40 |P.3.2.01#005448115_01 |l 7 N ] Bayer HealthCareft: | st | #hAMEE | FHWEFE
mg/mL for Intravitreous Injection
3.2.P.3.3-1 |Z# 7 L (0003 [Manufacturing Process / Aflibercept -3.01#006576345_03 | 7 N ] Bayer HealthCarefl: | st | #hAMEE | FHWEFE

P ELET)

solution
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3.2.P.3.3-2 EHeL Manufacturing Process / Aflibercept P. 3. 3. 01#005561302_01 2R Bayer HealthCareft | ¥4} [N A R
solution In Vial For Intravitreous
Injection
3.2.P.3.3-3 |Z® /L (0003 [Manufacturing Process / Aflibercept P. 3.3.01%006572330_03 | NN 7 N ] Bayer HealthCarefl: | ¥#sh | #hAMEE | FHWEFE
R\ OET) solution For Intravitreous Injection
3.2.P.3.3-4 |Z® 7 L (0003 [Manufacturing Process / Aflibercept P.3.3.01#006572329_05 | 7 N ] Bayer HealthCarefl: | ¥sh | #HAMEE | FHWEFE
L2 OET) prefilled syringe For Intravitreous
Injection
3.2.P.3.35 |Z® 7 L (0003 [Manufacturing Process / Aflibercept P.3.3.01#006572332_02 | B N | Bayer HealthCarefl | 5% | HAMEE | FFMHEEF
RFl ek 3T) prefilled syringe
3.2.P.3.36 |E®AL Manufacturing Process / Aflibercept P.3.3.01#005601547_01 |l B N | Bayer HealthCarefL | ¥ESF | HLAMEE | FFMHEEF
prefilled syringe For Intravitreous
Injection
3.2.P.3.37 |Z®E/& L (0003 [Manufacturing Process / Aflibercept drug|P.3.3.01#006571871_02 |l B N | Bayer HealthCareft: | ¥E5F | HAWMEE | FHMEEF
IR CET) product
3.2.P.3.38 |[EEAL Manufacturing Process / Aflibercept P.3.3.01#005580703_01 | B N | Bayer HealthCareft: | ¥ESF | HAWMEE | FHHEEF
prefilled syringe For Intravitreous
Injection
3.2.P.3.39 |Z®E/& L (0003 [Manufacturing Process / Aflibercept drug|P.3.3.01#006568917 01 |l B N | Bayer HealthCareft: | #g5F | HAWMEE
FFIZHTRIBM)  |product
3.2.P.3.4-1 |Z®E/A& L (0003 [Control of Critical Steps / Aflibercept |P.3.4.01#006477172_02 |l B N | Bayer HealthCareft: | isF | #HPMEE | FEMEEE:

REICGET)

solution Formulated Bulk
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3.2.P.3.4-2 [EFEARL Control of Critical Steps / Aflibercept [P.3.4.01#005585039_01 2R Bayer HealthCarett | St HENHREE | FHEER
solution For Intravitreous Injection
3.2.P.3.43 |EEARL Control of Critical Steps / Aflibercept |P.3.4.01#005584748_01 |l B N | Bayer HealthCareft: | isF | #HPMEE | FEMEEE:
prefilled syringe For Intravitreous
Injection
3.2.P.3.5-1 EERL Process Validation and/or Evaluation / |[P. . 01#005660700_03 ﬁ 2R Bayer HealthCarett | g4} NG E S B
Aflibercept solution 40 mg/mL Formulated
Bulk For Intravitreous Injection
3.2.P.3.52 |E®AL Process Validation and/or Evaluation / |P.3.5.014005642369_02 | B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMHEEF
Aflibercept solution 40 mg/mL In Vial
For Intravitreous Injection
3.2.P.3.53 |E®ARL Process Validation and/or Evaluation / |P.3.5. 018005660694 01 |l B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMHEEF
Aflibercept prefilled syringe 40mg/mL
For Intravitreous Injection
3.2.P.3.54 |EEAL Process Validation and/or Evaluation / |P.3.5.01#005691900_02 | B N | Bayer HealthCareft: | ¥ESF | HAWMEE | FHMEEF
Aflibercept prefilled syringe 40 mg/mL
for Intravitreous Injection
3.2.P.3.55 |E®ARL Process Validation and/or Evaluation / |P.3.5. 018005691859 01 |l B N | Bayer HealthCarefl | 5% | HAMEE | FFMEEF
Aflibercept prefilled syringe 40mg/mL
For Intravitreous Injection
3.2.P.3.56 |[KEiL Batch Analysis / Aflibercept solution 40[P.5.4.01#005671456_01 | B N | Bayer HealthCareft: | 5% | #HPMEE | FEMEE:
mg/mL In Vial for Intravitreous
Injection
3.2.P.3.57 |EEAL Batch Analysis /Aflibercept prefilled |P.5.4.01#005660664 01 | B N | Bayer HealthCareft: | isF | #HPNMEE | FEHMmEEE:

syringe 40 mg/mL for Intravitreous
Injection
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3.2.P.3.5-8 |E®ARL Batch Analysis /Aflibercept prefilled  [P.5.4.01#005671460_01 2R Bayer HealthCareft: | 5k FEN RS AR
syringe 40 mg/mL for Intravitreous
Injection

3.2.P.4.1-1 |E®AL Excipients - Specification / P. 4. 1. 02#005928003_02 | 2N Bayer HealthCaretl | WEsh | #LAHES | FHIER
Aflibercept excipient

3.2.P. 421 |[EEAL Excipients - Specification / P. 4. 1. 02#005928003_02 | B N | Bayer HealthCareff | iEsh | +hAHEE | SRR
Aflibercept excipient

3.2.P.4.3-1 |E®AL Excipients - Specification / P. 4. 1.02#005928003_02 | 2N Bayer HealthCarefl | WEsh | fLAHES | FHLIER
Aflibercept excipient

3.2.P.4.4-1 |ER®AL Excipients - Specification / P. 4. 1.02#005928003_02 | 2N Bayer HealthCarefl | WEsh | fLAHES | FHIER
Aflibercept excipient

3.2.P.4.5-1 |E®AL Excipients of Human or Animal Origin/  |P.4.5.01#005444476_01 | 2N Bayer HealthCaretl | WEsh | fLAHES | FHIER
Aflibercept solution for Intravitreous
Injection

3.2.P.4.6-1 |ZH /2L (0003 |General Properties / Aflibercept A. 3. 1. 03#005928004_03 | g N | Bayer HealthCarefl | ¥ESF | FNWEE | FHMEER

IR B%ET) solution for Intravitreous Injection

3.2.P.5. 1-1  |&KET Shelf Life Specification / Aflibercept |P.5. 1.02#006557232_03 | 2N Bayer HealthCaretl | WEsh | fLABES | FHLIER
solution 40mg/mL In Vial for
Intravitreous Injection

3.2.P.5.1-2 |Z® 72 L (0003 [Shelf Life Specification / Aflibercept |P.5. 1. 025006556813 02 | B N | Bayer HealthCareff | iEsh | #hAHGE | SR

IRElC ek 3T) prefilled syringe 40 mg/mL for

Intravitreous Injection

3.2.P.5.1-3 |Z# 7 L (0003 [Shelf Life Specification / Aflibercept |P.5.1.02#006556814_02 | NN 2N Bayer HealthCaretl | WEsh | *LHEE | FHIER

P EET)

prefilled syringe 40 mg/mL for
Intravitreous Injection
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CTP690 (for ITV Analysis)

| 3t i ¥ _ Ed 2K .
WA TR [0 H4 b Wi EHEA MBERSN | RREESF | WEE | BRs ”g'ﬁ%ﬁ
3.2.P.5.2-1 ZE 72 L (0003 [Test Procedure / Aflibercept solution In . 01#006568100_03 2R Bayer HealthCareff | ¥4k NG E S E )
IRl 22 T) Vial For Intravitreous Injection
3.2.P.5.2-2 |Z® &2 L (0003 |Test Procedure / Aflibercept prefilled -01#006568103_03 | NN 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
R\ OET) syringe For Intravitreous Injection
3.2.P.5.2-3 |ZE® /2L (0003 |Test Procedure / Aflibercept prefilled -01#006568101_03 | RN 2N Bayer HealthCaretl | WEsh | *LHESE | FHIER
|2 O ET) syringe For Intravitreous Injection
3.2.P.5.3-1 |[EK®ERL Validation of Test for Assay and .01#005903399_03 | NN B N | Bayer HealthCareft: | i#sF | #HPNMEE | FEMEEE:
Impurities / Aflibercept solution In
Vial for Intravitreous Injection
3.2.P.5.32 |[EKERL Validation of Test for Assay and .01#005903402_02 | B N | Bayer HealthCareft: | isF | tHPMEE | FEMEE:
Impurities / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.5.3-3 |E®AL Validation of Test for Assay and -01#005903401_03 | RN 2N Bayer HealthCaretl | WEsh | *LABEE | FHIER
Impurities / Aflibercept prefilled
syringe for Intravitreous Injection
3.2.P.5.34 |[EERL Validation of Test for Assay and .01#005595431_01 | B N | Bayer HealthCareft: | 5% | tHPNMEE | FEMmEEE:
Impurities / Aflibercept drug substance
3.2.P.5.35 |E&EARL Summary of Assay Validation Status of .83#005741745_02 | B N | W | AENEEE | aHmE R
CTP695 (Western Blot) for IVT Analysis
VEGF Trap Identification by Western Blot
Analysis
3.2.P.5.36 |EERL Summary of Assay Validation Status of .812005733753_03 | B N | W | AENEEE | aHmE R
CTP687 (SEC) for IVT Analysis
VEGF Trap Purity by Size Exclusion
Chromatography
3.2.P.5.3-7 |E®/AL Evaluation of Assay Validation Status: -82%005741966_02 | NI B N | F WL | AN R | R E &R

VEGF Trap Purity Analysis by SDS-PAGE
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Summary of Assay Validation Status of
CTP686 (Total Protein Content) for IVT
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3.2.P.5.43 |EERL Batch Analyses / Aflibercept prefilled . 01#005660658_01 2R Bayer HealthCarett | St HENHREE | FHLER
syringe 40 mg/mL for Intravitreous
Injection
3.2.P.5.44 |E®EARL Batch Analyses / Aflibercept prefilled - 01005660664 01 | 7 N ] Bayer HealthCarefl: | ¥#sh | #hAMEE | FHWEFE
syringe 40 mg/mL for Intravitreous
Injection
3.2.P.5.45 |E®AL Batch Analyses / Aflibercept prefilled -01#005671460_01 | 2N Bayer HealthCaretl | WEsh | *LHESE | FHIER
syringe 40 mg/mL For Intravitreous
Injection
3.2.P.5.5-1 |E®AL Tmpurities in the Drug Product -01#005660682_01 | 2N Bayer HealthCaretl | WEsh | *LHES | FHIEHR
/Aflibercept solution In Vial For
Intravitreous Injection
3.2.P.5.52 |[E®EZRL Impurities in the Drug Product / .01#005703731_01 | B N | Bayer HealthCareft: | isF | tHPNMEE | FEMEE:
Aflibercept prefilled syringe in Vial
for Intravitreous Injection
3.2.P.5.5-3 |E®AL Tmpurities in the Drug Product / -01#005703834 _o1 | NN 2N Bayer HealthCaretl | WEsh | #LABEE | FHIER
Aflibercept prefilled syringe for
Intravitreous Injection
3.2.P.5.6-1 |Z® 7 L (0003 [Justification of Specification -01#006572331_03 | NI B N | Bayer HealthCarefl | 5% | HAMEE | FFMHEEF
L2 OET) / Aflibercept solution 40 mg/mL in Vial
For Intravitreous Injection
3.2.P.5.62 |A& /L (0003 [Justification of Specification / .01#006574709_03 | NN B N | Bayer HealthCareft: | 5% | #HPMEE | FEHMEEE:
BRI ELET) Aflibercept drug product
3.2.P.5.6-3 |A& /L (0003 [Justification of Specification / .01#006572333_03 | NI B N | Bayer HealthCareft: | i#sF | #HPNMEE | FEMEE:

REICET)

Aflibercept prefilled syringe 40 mg/mL
for Intravitreous Injection
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3.2.P.5.6-4 |EERL Batch Analyses / Aflibercept solution  [P.5.4.01#005923630_01 2R Bayer HealthCarett | St HENHREE | FHLER
For Intravitreous Injection
3.2.P.5.65 |E®AL Batch Analyses / Aflibercept solution 40[P.5.4.01#005671456_01 | 7 N ] Bayer HealthCarefl: | st | #hAMEE | FHWEFR
mg/mL In Vial for Intravitreous
Injection
3.2.P.5.66 |E®ARL Batch Analyses / Aflibercept prefilled |P.5.4.01#005660658_01 | 7 N ] Bayer HealthCarefl: | st | thAMEE | FHWEFR
syringe 40 mg/mL for Intravitreous
Injection
3.2.P.5.67 |EEAL Pharmaceutical Development — Drug P.2.2.01#005691319_01 | B N | Bayer HealthCareft: | ¥E5h | HAWMEE | FHHEEF
Product / Aflibercept solution for
Intravitreous Injection
3.2.P.5.6-8 |Z#7 L (0003 [Potential Impurities / Aflibercept drug |S.3.2.01#006556406_02 | -0 W Bayer HealthCareft: | VS HREEE | FHEER
REIZCLET) substance
3.2.P.5.6-9 |[EK®ERL Evaluation of Assay Validation Status: |S.4.3.82#005741966_02 | B N | W | AENEEE | aHmE R
CTP690 (for ITV Analysis)
VEGF Trap Purity Analysis by SDS-PAGE
3.2.P.5.6-10 |E&EAL Validation of Test for Assay and S.4.3.01#005595431_01 | B N | Bayer HealthCareft: | i#sF | tHPNMEE | FEMEEE:
Impurities / Aflibercept drug substance
3.2.P.5.6-11 |E®AL Pharmaceutical Development - Container |P.2.4.014005640856_01 | B N | Bayer HealthCarefl | ¥ESF | HLAMEE | FFMHEEF
Closure System / Aflibercept solution In
Vial For Intravitreous Injection
3.2.P.5.6-12 |E®ARL Pharmaceutical Development - Container |P.2.4.01%005691657_01 | B N | Bayer HealthCarefL | ¥ESF | HLAMEE | FFMHEEF
Closure System / Aflibercept prefilled
syringe for Intravitreous Injection
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3.2.P.6-1 LI L Reference Standard / Aflibercept . 01#005448001_01 2R Bayer HealthCarefl: | 4+ NS E &
solution for Intravitreous Injection
3.2.P.7-1 ZH 72 L (0003 |Packaging Materials / Aflibercept -01#005892025_03 | 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
R EkET) solution In Vial For Intravitreous
Injection
3.2.P.7-2 ZH 72 L (0003 |Packaging Materials / Aflibercept -01#005899286_02 | 2N Bayer HealthCaretl | WEsh | fLAHES | FHIEHR
BRI CLET) prefilled syringe for intravitreous
injection
3.2.P.8.1-1 |E®AL Stability Summary / Aflibercept solution|P.8. 1. 01#005903096_07 | 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
40 mg/mL For Intravitreous Injection
3.2.P.8.12 |E®EAL Stability Summary / Aflibercept . 1.01#005714594_05 | B N | Bayer HealthCaretl | ¥ESF | FAWEE | FHMEER
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.8.1-3 |E®AL Stability Summary / Aflibercept - 1.01#005898098_06 | 2N Bayer HealthCaretl | WEsh | *LPHES | FHIER
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.8.2-1 |Z# 7 L (0003 [Post-Approval Stability Protocol and .2.01#006563514_02 | B N | Bayer HealthCaretl | V@SN | *NWEE | FHMEER
L2 3 T) Stability Commitment /Aflibercept
solution 40 mg/mL in Vial for
Intravitreous Injection
3.2.P.8.2-2 |Z# 7 L (0003 [Post-Approval Stability Protocol and .2.01#006563516_02 | B N | Bayer HealthCaretl | VAL | WS E | FHMEER

REICET)

Stability Commitment /Aflibercept
prefilled syringe 40 mg/mL for
Intravitreous Injection
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3.2.P.8.2-3  [Z &/ L (0003 [Post-Approval Stability Protocol and . 2. 01#006563515_02 2R Bayer HealthCarett | St HENHREE | FHLER
L2 ET) Stability Commitment / Aflibercept
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.8.3-1 |E®EAL Stability Data / Aflibercept solution 40[P.8.3.01#006479369_05 | 7 N ] Bayer HealthCarefl: | st | #hAMEE | FHWEFE
mg/mL in Vial for Intravitreous
Injection
3.2.P.8.32 |[EKERL Stability Data / Aflibercept prefilled .3.01#006458526_07 | g N | Bayer HealthCarefl: | 5% | tHPEEE | FFMEEE:
syringe 40 mg/mL For Intravitreous
Injection
3.2.P.8.33 |E®EAL Stability Data / Aflibercept prefilled 3. 01#006458103_07 | 7 N ] Bayer HealthCarefl: | #sh | #hAMEE | FHWEFE
syringe 40 mg/mL for Intravitreous
Injection
3.2.P.8.34 |[EKERL Stability Summary / Aflibercept solution|P.8. 1.01#005903096_07 | B N | Bayer HealthCareft: | 5% | #HPNMEE | FEMEEE:
40 mg/mL For Intravitreous Injection
3.2.P.8.3-5 |E®AL Stability Summary / Aflibercept - 1.01#005714594_05 | 2N Bayer HealthCaretl | WEsh | #LAHES | FHLIEHR
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.8.36 |[KEiL Stability Summary / Aflibercept . 1.01#005898098_06 | B N | Bayer HealthCareft: | i#sF | #HPNMEE | FEMEEE:
prefilled syringe 40 mg/mL for
Intravitreous Injection
3.2.P.8.37 |EEAL Stability Data / Aflibercept solution In|P.8.3.01#005737577_02 | B N | Bayer HealthCareft: | 5% | #HPNMEE | FEMEEE:
Hollister Vial For Intravitreous
Injection
3.2.P.8.38 |[KERL Stability Data / Aflibercept prefilled .3.01#005718488_01 | B N | Bayer HealthCareft: | 5% | #HPNMEE | FEHMmEE:
syringe 40 mg/mL
3201 (77 |ERAL Facilities and Equipment - Drug -01#005660667_02 | 2N Bayer HealthCaretl | WEsh | #LHES | FHIER
ULt 7 Substance / Aflibercept plant
) - |
1
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3.2.A.1 (VEGF |E&EAL Facilities and Equipment - Drug A. 1. 01#005660667_02 B N | Bayer HealthCareft: | ¥Es% | HAMEE | Sl
Trap-Eye Substance / Aflibercept plant
40mg/mL
.
3.2.A.1 (VEGF |E®AL Facilities and Equipment — Drug Product |A.1.02%005691181_03 | 2N Bayer HealthCaretl | WEsh | fLHES | FHIER
Trap-Eye / Aflibercept plant ||| GGG o
40mg/mL. | vial
B -1
3.2.A.1 (VEGF |E®AL Facilities and Equipment — Drug Product |A.1.02#005691009_01 Il 2N Bayer HealthCaretl | WEsh | fLAHEE | FHIER
Trap—Eye / Aflibercept plant
40mg/mL. [N for pre-filled syringe
mt) -2
3.2.A.1 (VEGF |EHZAL Facilities and Equipment - Drug Product |A.1.02#005691252_01 | B N | Bayer HealthCaretl | V@SN | FNWEE | FHMEER
Trap-Eye / Aflibercept plant
40mg/mL. [N
) -1
3.2.A.1 (VEGF |E®AL Facilities and Equipment — Drug Product [A.1.02#005612950_01 |l 2N Bayer HealthCaretl | WEsh | *LAHEE | FHIER
Trap—Eye / Aflibercept plant ||| G
40mg/mL . |
.
3.2.A.2-1 ZEH 72 L (0003 |Virological Safety / Aflibercept A. 2. 03#006556408_03 | B N | Bayer HealthCaretl | V@SN | FENWEE | FHMEER
IR B2ET) solution for Intravitreous Injection
3.2.A.2-2 EHERL AfTibercept solution Supporting Reports |A.2.01%005960089_01 | B N | Bayer HealthCaretl | 1ESF | FENWEE | FHMEER
and Information / Aflibercept solution
For Intravitreous Injection
3.2.A.3 (D> |E®/AL (0003 [General Properties / Aflibercept A. 3. 1.03#005928004_03 | B N | Bayer HealthCaretl | V@SN | FENWEE | FHMEER
fis —KFEF MU HRICELET) solution for Intravitreous Injection
¥ L—KF)
1
3.2.A.3 (RSB |Z£® 2L (0003 [General Properties / Aflibercept A. 3. 1.03#005928004_03 | B N | Bayer HealthCaretl | 1AL | FENWEE | FHMEER
HEE) -1 FFIZ2&ET) solution for Intravitreous Injection
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3.2.0.3 GRU |Z#E 2L (0003 [General Properties / Aflibercept A. 3. 1. 03#005928004_03 2R Bayer HealthCarett | St HENHREE | FHEER
VLR_— 1 20) AWREIZEET) solution for Intravitreous Injection
1
3.3-1 EERL Crystal Structure at 1.7 A Resolution of|Cell 1997:91:695-704 [Wiesmann C — — Cell BEEER)
VEGF in Complex with Domain 2 of the Flt 1997:91:695—
1 Receptor 704
3.3-2 EERL Crystallographic Structure of an Intact [J Mol Biol Harris LJ — — J Mol Biol BEEER)
IgGl Monoclonal Antibody 1998:275:861-872 1998:275:861—
872
3.3-3 IR L Glycosylation Variations with Expression|BioProcess Raju TS — — BioProcess S Z Gk
Systems and Their Impact on Biological |International 2003 International
Activity of Therapeutic Immunoglobulins |April:44-53 2003 April:44-

53
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42.1.1-1  [E®EARL Determination of Equilibrium Binding  |VGFT-MX-03022 [ | 20 WA | RS R | AR
Constants for the Interaction of 2 .
Aflibercept with VEGF Family Related
Ligands
42.1.1-2  [E#EARL Determination of Equilibrium Binding  |VGFT-MX-03021 (I | W WA | RS R | AR
Constants for the Interaction of Human 2 .
VEGF-A165 and Human P1GF-2 with
Aflibercept Conformance and Production
Lots
4.2.1.1-3  |[E#EARL VEGFRZ Bioassays of Aflibercept: verT-x-03016 [ 2 | 2R s | RS R | AR
Blocking of VEGFR2 Phosphorylation and 2.
Calcium Mobilization in HUVE Cells
4.2.1.1-4 |E®ERL Complement—Dependent Cytotoxicity (CDC) |VGFT-MX-07014 | | W woh | AN E | ARl R
and Antibody—Dependent Cell-Mediated 200, .
Cytotoxicity (ADCC) Activities of
Aflibercept (AVE0005, VEGF Trap)
4.2.1.1-5 BRI VEGF-TrapR1R2 suppresses choroidal J Cell Physiol [Saishin Y 2003 The Johns Hopkins iz J Cell HEZEE)
neovascularization and VEGF-induced 2003-195-241 University School of Physiol
breakdown of the blood-retinal barrier Medicine 2003-195-
241
4.2.1.1-6 EHERL A subretinal matrigel rat choroidal Invest Cao J 2010 Regeneron WEsh Invest BB
neovascularization (CNV) model and Ophthalmol Vis Pharmaceuticals, Inc Ophthalmol
inhibition of CNV and associated Sci 2010-51- Vis Sci
inflammation and fibrosis by VEGF Trap 6009 2010-51-
6009
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4.2.1.1-7  [E®EARL A Study to Evaluate the Safety and verT-1x-03027 [N | - Mo | RS E | ARl
Efficacy of VEGF Trap Administered by 2.
Intravitreal Injection and Intravenous
Infusion in a Cynomologus Monkey Model
of Choroidal Neovascularization (CNV)
Model of Age—-Related Macular
Degeneration
4.2.1.1-8 [T Intravitreal Injection of VEGF Trap VGT-NC-007 ] I R WA | RS R | AR
Reverses Breakdown of Blood-retinal 200,
Barrier in Diabetes
4.2.1.1-9 [T (W&%% [Intravitreal Administration of VEGF VGT-NC-013 T 1 R WA | RS R | AR
2L, PDFZ 74 |Trap Inhibits Pathological Retinal 2.
;Vgﬁﬁgfﬁzjbg‘Neovascularization in a Mouse Model of
Oxygen—induced Retinopathy
4.2.1.1-10 EHERL VEGF-A stimulates lymphangiogenesis and |J Clin Invest [Cursiefen C 2004 The Schepens Eye % J Clin 2GR
hemangiogenesis in inflammatory 2004-113-1040 Research Institute Invest 2004
neovascularization via macrophage 113-1040
recruitment
4.2.1. 111 [BrHLE Determination of Equilibrium Binding  |VGFT-MX-11016 (NN | 2H o | AN E | ARl R
Constants for the Interaction of VEGF
Trap Lot C07003M500 with VEGF-B Ligand
4.2.1.1-12 B Binding and Neutralization of Vascular |Papadopoulos ﬁ— 20 gy HHNmEE | 288
Endothelial Growth Factor (VEGF) and manuscript Oct
Related Ligands by VEGF Trap, 31 2011
Ranibizumab and Bevacizumab
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4.2.1.2-1 B VEGF Trap complex formation measures Proc Natl Acad |Rudge JS 2007 Regeneron %S Proc Natl S EZE R}
production rates of VEGF, providing a Sci USA 2007- Pharmaceuticals, Inc Acad Sci
biomarker for predicting efficacious 104-18363 USA 2007-
angiogenic blockade 104-18363
4.2.1.2-2 [HIF% (FE1)  [Blood Pressure Effects of VEGF Trap veFT-x-0%01s [ 2 | IR s | RS R | AR
(AVE0005) in Telemetered Mice and Rats 200
4.2.1.3-1 |[E®EAL A 13-week subcutaneous toxicity study  |[VGFT-1x-02037 (N | - W | AERREE | FEE R
of VEGF Trap in cynomolgus monkeys 2.
followed by a 6-week recovery period
4.2.1.32  |BIBR (E2) |A d-week i.v. toxicity study of VEGF _ |[VeFT-1x-02029 (NN | 2 B- A | HEAREE | R R
Trap with a 6-week recovery period in 200, .
cynomolgus monkey
4.2.1.3-3 HIER (72) A 13-week repeat—dose intravenous VGFT-TX-03048 ﬁiT—*i - s E | FEMmEE
toxicity study of VEGF Trap in 200, .
cynomolgus monkeys and a 13-week
recovery period
1.2.1.3-4 BRI A 6-month intravenous toxicity study of [VGFT-TX-05009 moh | HERREE | RHME R
VEGF Trap in cynomolgus monkeys with a
5-month recovery period
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4.2.1.3-5 BRI L A study to determine the potential VGFT-TX-06012 ok | ARG E | FHLE R
effects of VEGF-Trap (AVE0005) on
venous and arterial thrombotic
formation in an electrolytic injury
model in rabbits

4.2.1.3-6 EHERL Effect on the respiratory function VGFT-TX-06009
after a single 30—minute intravenous
infusion in unrestrained conscious rats
using whole body plethysmography

i | R

I
T

AR

4.2.1.3-7 EHERL A study to determine the effects of VGFT-TX-06010
VEGF-Trap on wound healing in an
incisional wound model in rabbits

woh | AR | REME R

4.2.1.3-8 EW72 L A study to determine the effects of VGFT-TX-06011 HiZas TS E | RHmER
VEGF-Trap on wound healing in an
excisional wound model in rabbits
4.2.1.3-9 FBLEM (% |Blood Pressure Effects of VEGF Trap VGFT-MX-08018 WA HRHEE | 2E5ER
3) (AVE0005) in Telemetered Mice and Rats
4.2.2.1-1 EWRL Quantitative dertermination of VEGF VGFT-AS-01006- WEt TS E | RHmER
Trap in mouse serum SA-01
4.2.2.1-2 VAL Quantitative dertermination of VEGF VGFT-AS-00020— s A E | RHmE R
Trap in rat serum SA-01
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4.2.2.1-3  [E®EARL Validation of a bioanalytical method  |VGFT-AV-06004- [ A | 2T E s | RS E | AR
for quantitative measurement of free SA-01
VEGF Trap in rabbit plasma (EDTA)
4.2.2.1-4  [E®EARL Validation of a bioanalytical method  |VGFT-AV-06035- [ = | 2WNE WA | RS R | AR
for quantitative measurement of bound SA-01
VEGF Trap in rabbit EDTA plasma
4.2.2.1-5 |E®RL Validation of a bioanalytical method  |VGFT-AV-07019- [ AN | 2OH'H woh | AN E | ARl R
for the determination of VEGF Trap SA-01
reactive antibodies in rabbit serum
4.2.2.1-6  |[E®EARL Quantitative determination of VEGF Trap |VGFT-AS-01010- | NN | WA | RS R | AR
in monkey serum SA-01
4.2.2.1-7 |E®ERL Quantitative determination of VEGF Trap |[VGFT-AS-03033- [ | 2 moh | AN E | ARl R
in monkey plasma SA-01
4.2.2.1-8  |[E®EARL Partial validation of a bioanalytical |VGFT-AV-03033- [ | 2 s | RS R | AR
method based on SOP PCL094. 1: PV01-SA-01
Measurement of free VEGF Trap in monkey
plasma
4.2.2.1-9 |E®ERL Validation of a bioanalytical method  |VGFT-AV-04013— | moh | AN E | ARl R
for quantitative measurement of bound SA-01
VEGF Trap in monkey plasma (CTAD and
EDTA)
4.2.2.1-10 |[E®EAL Analysis of VEGF Trap reactive verT-as-02042- [ | 2 E WA | RS R | AR
antibodies in monkey serum SA-01
4.2.2.1-11 |E®EARL Partial validation of a bioanalytical |VGFT-AS-02042- [ | 2 s | RS R | AR
method in monkey serum based on SOP PV01-SA-01
PCLO75: Analysis of VEGF Trap reactive
antibodies in monkey serum
4.2.2.2-1 |EEZRL Pharmacokinetics and bioavailability of |[VGFT-PK-01007 | | 2T wA [ HENEEE | R R
VEGF Trap following intravenous and 2 ..
subcutaneous administration to CD-1
mice
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4.2.2.2-2 BRI L Pharmacokinetics and bioavailability of [VGFT-PK-01001 ot | AR A R
VEGF Trap following intravenous and
subcutaneous administration to Sprague
Dawley rats
4.2.2.2-3 BERL Pharmacokinetic dose ranging study of VGFT-PK-01002 iz NS E | P E R
VEGF Trap administered as a single
subcutaneous injection to Sprague—
Dawley rats
4.2.2.2-4 VAL A single—dose intravenous and VGFT-PK-01012 228 A E | RHmE R
subcutaneous pharmacokinetic study of
VEGF Trap in cynomolgus monkeys
4.2.2.3-1 BRI L Biodistribution of VEGF Trap in normal |[VGFT-PK-01005 Wk | AN R | REMTE R
Sprague Dawley female rats
4.2.2.3-2 BRI L Collection of samples for a VGFT-PK-03028 moh | ERREE | RHME R
pharmacokinetic study of VEGF Trap and
mini-VEGF trap after intravitreal
injection in pigmented rabbits
4.2.2.3-3 Bl (7£2)  [13-week intravitreal toxicity and VGFT-TX-04019 Wk | AN R | REMTE R
toxicokineic study with VEGF Trap in
Cynomolgus monkeys with a 10-week
recovery
4.2.2.3-4 HIER (G£2) [An intravitreal toxicity and VGFT-TX-04025 moh | ERREE | RHME R
toxicokinetic study with VEGF Trap in
Cynomolgus monkeys
4.2.2.3-5 HiBk (72)  |8-month intravitreal toxicity and VGFT-TX-05011 moh | ERREE | RHME R
toxicokinetic study with VEGF Trap in
Cynomolgus monkeys with a 4-month
recovery
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4.2.2.3-6

HIER (1£2)

A 13-week exploratory formulation
intravitreal toxicity and toxicokinetic
study of a VEGF-Trap in Cynomolgus
monkeys

VGFT-TX-05015

EHERL

Pharmacokinetics of VEGF Trap following
intravenous administration to Sham-—
operated and nephrectomized Sprague
Dawley rats

VGFT-PK-01004

EHERL

AVE0005:Exploratory single—dose
intravenous (30-minute infusion)
toxicity study in rats with a 2-week
observation period

VGFT-TX-06007

EHELL

AVE0005:Single—dose intravenous (30—
minute infusion) toxicity study in rats
with a 2-week observation period

VGFT-TX-06008

EHELL

A non-GLP, exploratory study to
determine the effect of subcutaneous
administration of VEGF Trap (10 and 15
mg/kg) on CD-1 mice three times per
week for four weeks

PK01017

EWpL

A non—GLP, exploratory study to
determine the effect of subcutaneous
administration of VEGF Trap on SCID
mice (15 week V. 7 week old mice) for 4
or 8 weeks

VGT3

EWpL

A non—GLP, exploratory study to
determine the effect of subcutaneous
administration of VEGF Trap (10 and 15
mg/kg) on Sprague Dawley rats three
times per week for four weeks
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4.2.3.2-4  |[E®EARL A non-GLP, exploratory study to PK01034 — W I B o | NS E | Z2EEE
determine the effect of subcutaneous 2.
administration of VEGF Trap (2 and 5
mg/kg) on Sprague Dawley rats three
times per week for four weeks
4.2.3.2°5  |[E®EARL A non-GLP, exploratory study to PK01042 — BB N R A | S E | 2EEE
determine the effect of subcutaneous 2.
administration of VEGF Trap (0.5 and 1
mg/kg) on Sprague Dawley rats three
times per week for four weeks
4.2.3.276 |[E#EARL A non—GLP, exploratory study to PK01032 I B s | S E | 2EEE
determine the effect of subcutaneous 2.
administration of VEGF Trap (25 mg/kg)
on Nude (T-cell deficient) rats twice a
week for four or eight weeks
4.2.3.2-7 EHERL 13-week exploratory intravitreal study |VGFT-TX-03053 ﬁ_ 2. - WEt HRHEE | 2588
of VEGF Trap and Mini-VEGF Trap in 200, .
Cynomolgus monkeys
4.2.3.2.8 |[E#EARL 13-week intravitreal toxicity and verT-1x-04019 [ | B WA | RS R | AR
toxicokineic study with VEGF Trap in 2.
Cynomolgus monkeys with a 10-week
recovery
4.2.3.279 |[E®EARL An intravitreal toxicity and verT-1x-04025 [ | B WA | RS R | AR
toxicokinetic study with VEGF Trap in 2.
Cynomolgus monkeys
(JEL) ~—v3I oﬁ'ﬁ? Y ElhL W)IEl T i % O BRI ORI E S8k
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4.2.3.2-10 |E®EARL A 13-week exploratory formulation verT-1x-05015 [N | 2B Mo | RS E | ARl
intravitreal toxicity and toxicokinetic 2.
study of a VEGF-Trap in Cynomolgus
monkeys
4.2.3.2-11 |E®ARL 8-month intravitreal toxicity and verT-1x-05011 [ | 2B s | RS R | AR
toxicokinetic study with VEGF Trap in 2.
Cynomolgus monkeys with a 4-month
recovery
4.2.3.2-12 |E®RL A 3-month toxicity study of VEGF Trap |VGFT-TX-02006 [ | AR woh | AN E | ARl R
by subcutaneous injection in rats 200, .
123213 |EEZRL A d-week I.V. toxicity study of VEGF  [VoFT-1x-02029 (NN | - T o | HEAREE | R R
Trap with a 6-week recovery period in 200, .
Cynomolgus monkey
1.2.3.2-14 |E&EZRL A 13-week repeat—dose intravenous VGFT-Tx-03048 | N T WA | NS E | sHmEE
toxicity study of VEGF Trap in 2.
Cynomolgus monkeys and a 13-week
recovery period
4.2.3.2-15 |E®EZRL A 6-month intravenous toxicity study of [VGFT-TX-05009 (NN | o | NS E | AR
VEGF Trap in Cynomolgus monkeys with a
5-month recovery period
4.2.3.2-16 |E®ARL A 4-week subcutaneous toxicity study of |[VGFT-TX-03004 | S S s B T
VEGF Trap in Cynomolgus monkeys
followed by a 4-week recovery period
123217 |EEZRL A 13-week subcutaneous toxicity study  [VoFT-1x-02037 (NN | EE- T A | HEAREE | R R
of VEGF Trap in Cynomolgus monkeys 200, .
followed by a 6-week recovery period
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4.2.3.5.1-1 |[E®ERL A 6-month intravenous toxicity study of [VGFT-TX-05009 (NN | o | NS E | R R
VEGF Trap in Cynomolgus monkeys with a
5-month recovery period
4.2.3.5.2-1 |EERL AVE0005: Exploratory l4—day intravenous |[VGFT-TX-05007 (I ANEEEN | o | NS E | 258k
(30-minute infusion) toxicity study in
nonpregnant female rabbits
4.2.3.5.2-2 |E®ARL AVE0005: Intravenous (30-minute V6FT-1X-06001 | A | S E | 2EEE
infusion) range-finding toxicity study
in pregnant rabbits
4.2.3.5.2-3 |E&EARL AVE0005: Intravenous (30-minute veFT-1x-06002 | | o | HERBEE | HEEE
infusion) embryo-fetal toxicity study
in rabbits
4.2.3.5.2-4 |BHBUBA (FE [Pharmacokinetics of BAY 86-5321 in A56297 ] 2~ [Baver Pharma AG, W | A EEE | 258
5) female Himalayan rabbits after single 20, Wuppertal, Germany
subcutaneous administration
4.2.3.5.2-5 |#HEEM (7 [Prenatal Developmental Toxicity Study PH-36888 ﬁ 2(0. - |Bayer Pharma AG, WEsh HNHEE | THmEE
5) in Rabbits after Subcutaneous 200, . Wuppertal, Germany
Administration
4.2.3.5.4-1 |E&EARL A 3-month intravenous toxicity study of |VGFT-TX-05010 (i [ | wA [ HENEEE | R R
VEGF Trap in Cynomolgus monkeys with a
5-month recovery period
4.2.3.6-1 |E&EAL AVE0005: Single—dose local intravenous, |VGFT-TX-05008 | R W | HERREE | HEEE
intramuscular and subcutaneous
tolerance study in female rabbits
4.2.3.7.7-1 |ZE®ERL Evaluation of VEGF Trap to induce Hemtt1 i— o NI EE | 2BER
hemolysis in monkey blood and to induce
flocculation in monkey plasma and serum
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4.2.3.7.7-2 |E®EARL Evaluation of VEGF Trap to induce Hem#3 — W I R o | NS E | Z2EEE
hemolysis in whole blood from humans 2.
and to induce flocculation in human
plasma and serum
4.2.3.7.7-3 |[E®EARL Evaluation of VEGF Trap to induce Hem#5 I B A | S E | 2EEE
hemolysis in whole blood from humans 2.
and to induce flocculation in human
plasma and serum
4.2.3.7.7-4 |E®ERL Cross—reactivity of VEGF Trap with SPS 01-141 ] woh | AN E | ARl R
human tissue ex vivo
4.3-1 HrHEN (13 [The vascular endothelial growth factor [Clin Sci 2005- |Takahashi H - - E AN Clin Sci
4) (VEGF) /VEGF receptor system and its 109-227 2005-109—
role under physiological and 227
pathological conditions
4.3-2 HrHEN (1 [Treatment of retinal diseases with VEGF |Prog Brain Schlingemann RO - - gy Prog Brain
4) antagonists Res 2009-175- Res 2009-
253 175-253
4.3-3 HrEE (7 [VEGF-Trap: A VEGF blocker with potent Proc Natl Acad |[Holash J - - ¥gsh  |Proc Natl
4) antitumor effects Sci USA 2002- Acad Sci
99-11393 USA 2002-99
11393
4.3-4 HrHEN (7 [Molecular mechanisms of Cancer Cell Alitalo K - - W4, [Cancer Cell
4) lymphangiogenesis in health and disease |2002-1-219 2002-1-219
4.3-5 HrHEN (7 [Placental growth factor, a member of Invest Rakic JM - - gy Invest
4) the VEGF family, contributes to the Ophthalmol Vis Ophthalmol
development of choroidal Sci 2003-44— Vis Sci
neovascularization 3186 2003-44-
3186
4.3-6 BB (A [Vascular endothelial growth factor-B Mol Vis 2011- |Zhong X - - WA Mol Vis -
4) gene transfer exacerbates retinal and 17-492 2011-17-492
choroidal neovascularization and
vasopermeability without promoting
inflammation
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4.3-7 BB (7 [Synergism between vascular endothelial |Nat Med 2001-7-{Carmeliet P - - WA |Nat Med -
4) growth factor and placental growth 575 2001-7-575
factor contributes to angiogenesis and
plasma extravasation in pathological
conditions
4.3-8 BB (7 [Loss of placental growth factor Biochem Luttun A - - 4%, |Biochem -
4) protects mice against vascular Biophys Res Biophys Res
permeability in pathological conditions |Commun 2002-— Commun 2002
295-428 295-428
4.3-9 FBLE (7 |Anti-vascular endothelial growth factor [Oncologist Vaklavas C - - sk |Oncologist -
4) therapies and cardiovascular toxicity: |2010-15-130 2010-15-130
what are the important clinical markers
to target?
4.3-10 HHELEM (7 [Pharmacokinetics of an antisense Drug Metab Leeds JM - - W5, [Drug Metab -
4) oligonucleotide injected intravitreally |[Disp 1998-26— Disp 1998-
in monkeys 670 26-670
4.3-11 HrHEM (7 [Preclinical pharmacokinetics of Invest Gaudreault J - - gy Invest -
4) ranibizumab (rhuFabV2) after a single Ophthalmol Vis Ophthalmol
intravitreal administration Sci 2005-46— Vis Sci
726 2005-46-726
4.3-12 FrHEN (1 [Management of hypertension in Ann Oncol 2009-{Izzedine H - - ¥4  [Ann oncol -
4) angiogenesis inhibitor—treated patients [20-807 2009-20-807
4.3-13 HrHEN (1 [Positive and negative modulation of Sci Signal Cao Y - - % Sci Signal -
4) angiogenesis by VEGFR1 ligands 2009-2-rel 2009-2-rel
4.3-14 FBLE (7 |Vascular endothelial growth factor in  [Diabetes Metab [Miller JW - - sk |Diabetes -
4) ocular neovascularization and Rev 1997-13-37 Metab Rev
proliferative diabetic retinopathy 1997-13-37
4.3-15 HrEE (7 |[VEGF is major stimulator in model of Invest Kwak N - - gy Invest -
4) choroidal neovascularization Opthalmol Vis Opthalmol
Sci 2000-41- Vis Sci
3158 2000-41-
3158
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4.3-16 HrHLEM (7 [Prevention of experimental choroidal Arch Krzystolik MG - - W4 |Arch -
4) neovascularization with intravitreal Ophthalmol Ophthalmol
anti-vascular endothelial growth factor |2002-120-338 2002-120—
antibody fragment 338
4.3-17 HHLEM (7 [Suppression of retinal Proc Natl Acad |[Aiello LP - - W4 |Proc Natl -
4) neovascularization in vivo by Sci USA 1995- Acad Sci
inhibition of vascular endothelial 92-10457 USA 1995-92-
growth factor (VEGF) using soluble VEGF-— 10457
receptor chimeric proteins
4.3-18 BB (F [VEGF-initiated blood-retinal barrier Invest Qaum T - - W5k [Invest -
4) breakdown in early diabetes Ophthalmol Vis Ophthalmol
Sci 2001-42- Vis Sci
2408 2001-42-
2408
4.3-19 FrEEN (7 |[VEGF inhibition: insights from Cell Tissue Crawford Y - - WEFh [Cell Tissue -
4) preclinical and clinical studies Res 2009-335- Res 2009-
261 335-261
4.3-20 HrHEN (7 [Vascular permeability factor/vascular Curr Top Dvorak HF - - WEsk Curr Top -
4) endothelial growth factor and the Microbiol Microbiol
significance of microvascular Immunol 1999- Tmmunol
hyperpermeability in angiogenesis 237-97 1999-237-97
4.3-21 HHLEM (7 |Transgenic delivery of VEGF to mouse Blood 2003-102-{Xia YP - - Wik [Blood 2003- -
4) skin leads to an inflammatory condition [161 102-161
resembling human psoriasis
4.3-22 HrHEN (7 [Promotion of graft survival by vascular |Arch Bachmann BO - - % Arch -
4) endothelial growth factor A Ophthalmol Ophthalmol
neutralization after high-risk corneal ]2008-126-71 2008-126-71
transplantation
4.3-23 HHLEM (1 |VEGF Trapgpe suppresses experimental Eur J Oliveira HB - - gy Eur J -
4) corneal angiogenesis Ophthalmol Ophthalmol
2010-20-48 2010-20-48
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4.3-24 HrHRENM (7 [Transient postoperative vascular Br J Bachmann BO - - s |Br J -
4) endothelial growth factor (VEGF)- Ophthalmol Ophthalmol
neutralisation improves graft survival [2009-93-1075 2009-93-
in corneas with partly regressed 1075
inflammatory neovascularisation
4.3-25 FrHEN (3 [Inhibition of hemangiogenesis and Invest Cursiefen C - - gy Invest -
4) lymphangiogenesis after normal-risk Ophthalmol Vis Ophthalmol
corneal transplantation by neutralizing [Sci 2004-45-— Vis Sci
VEGF promotes graft survival 2666 2004-45-
2666
4.3-26 HrHEN (7 |[VEGF-dependent plasticity of Am J Physiol Kamba T - - WS [Am J -
4) fenestrated capillaries in the normal Heart Circ Physiol
adult microvasculature Physiol 2006- Heart Circ
290-H560 Physiol
2006-290—
H560
4.3-27 HrHEN (3 |Prevention of thecal angiogenesis, Endocrinology |Wulff C - - gy Endocrinol— -
4) antral follicular growth, and ovulation [2002-143-2797 ogy 2002-
in the primate by treatment with 143-2797
vascular endothelial growth factor trap
RI1R2
4.3-28 FrEEN (7 [Administration of vascular endothelial |Reproduction Fraser HM - - W5 |Reproduc— -
4) growth factor Trap during the ‘post-— 2006-132-589 tion 2006—
angiogenic’ period of the luteal phase 132-589
causes rapid functional luteolysis and
selective endothelial cell death in the
marmoset
4.3-29 BB (7 [The Role of Vascular Endothelial Growth |[J Surg Res Bao P - - A |J Surg Res -
4) Factor in Wound Healing 2009-153-347 2009-153-
347
4.3-30 HrEENM (7 [Tumors in nonhuman primates: Am J Phys McClure HM - - A |Am J Phys -
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