T7A ) —THFERZSE 40 mg/mL
BU
TA)—T7HFEREIFHFY + 40 mg/mL
BT 5&EH

FEMICEHSIA-RBICERIENRTVREORER.
N ILVEGHBASHICHY FT . UREROBFIEER
UNDOEFEMNICFENENATICLETEEEA,

N TIVESRHFA =
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1.5 BEXITEROEERVHARDER

1.5.1 BEXERRDOEE

77Vt b (k4 aflibercept (INN) /77 U -~Ubtv7 b (GEIEFH#HBEZ)  (JAN) |
PAF. VEGF Trap) 1. #HH o E N K EFEK 7 (Vascular Endothelial Growth Factor) PHZEZK
(LLF. BU VEGF 38) THV, b heE s a7 Uy 1g6l @ Fc RAA Tk b VEGF Z&FMR
(VEGFR) Offifiast KA A v &fEG Lk x e NG 7-ABETHS (K 1.5- 1)

a b c

VEGFR-1 VEGFR-2 VEGF Trap

1 1
2 2
2 2
3 3 . B
%:\ % IgG1 Fc
& €
a @

SN _

1.5- 1 VEGF Trap d#i&

VEGFR-1 (a) K ONVEGFR-2 (b) (X, Mifash> 725D Ig KA A v EMIANO T BV v FF—B RAAL Ui b%
RKIETIH %, VEGFR-1 (a) D2 Ig KA A . VEGFR-2 (b) D3 Ig RAA L KON IgGl D Fc RAAL Vinb7ed
VEGF Trap (c) X, F¥ A =—ANLAX =PI (CHO) HMAIC X v yicA g e LTCEASND, VEGF Trap
X, Z2ROREZAAEE LTHEEL, TABRESS OS2 97 kDa, N RBREORESHRS 2505 EknT
(38 115 kDa TH D GBHANESEBEEME O AFBHFEERMEFR 2.3.S. 1.2, 2.6.1.2 &)

VEGF Trap I%. VEGF 3%k 1 (VEGFR-1) & VEGF Z%{k 2 (VEGFR-2) TENZEND Y H v NfE
BICHBER RAA VEME LT/ IsEOT a4 28K e LT, BN B S OIRE I
BT AW mEFEROCMEREICESET 2 LB 25 TWD VEGF-A K& OVR % 18 5iE X -1
(Placental Growth Factor : PIGF) [ZAROZEFAL LD & @ WEFIME TS L. VEGF-A &Y
PIGF Z# R{EMHALEE5 2 &, ZOEMZMET S, £7o. RRICIREBR~OBER#HE I T
W5 VEGF-B IZbiEA L, RiEMAbE® 5, RO b VEGF-As, VEGF-A, VEGF-B KT P1GF-2
(T D fREEES (Ko) 1E. ZhZd 0.5pM, 0.36pM, 1.92pM KUY 39pM Thro iz (B AN
BEZSPE DGR FEEIRATERE (LU, AMD CTD)  2.6.2.2. 1.1 ]
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TR OFERIFARE C & 5 M ORAGIET < CHAIDRE Z b msd, €O — 5 TRHRE* i
INRIZ T 2 7212, VEGF Trap 1RG£ L, &N (Intravitreal : IVT) $&5 HIZ AL
L7z, VEGF Trap ##| [VEGF Trap—Eye (AT, A& 1 1%, JRIEKIZ IVT S AICE L7 iRNAl %2
Mz, FEEI TS, KA, HEERGERAIE LTS TARBRRT L7 400 R ) oy
(PFS) #AI2NBHFE S 472 (AMD CTD 2.5.1.3.1 M) |

1.5.2 MEFRAEDLIZE (DME) DIRIK

1.5.2.1 DME [ZDULVT

BRI, A AU AERAOR IS TR, IRERH,. BARBOLEN R 5%
BT, MFEREDART - 18 m b 2 AR 2R 8 & 35, FERBFOMRGRE N EMEICHD-
TH T 2 &, FrAOEOHE (BEREMEBIE, HEIRIEEE, FERPARESE) 222070,
DME (%, #EPRIFGHENE 2 HoA 12 A U 5 B OFMIFIETH v . FEIRIEE OKRIFR E L TH D
BEEED < FEEEOTFHADIZBIT DENEDORRKORKTHH 5, BFERPEEH D 34.6%0
BERIFREIE 2, 6.81%72% DME 287 5 EHEE SN TS, AIIZBWTHHERFEED I b,
AR 3,000 ASBERIGHEIEIC LV KA L TWD EEbNTW5, HRFBHEBEIED > b, K
20%725 DME ZFJEL TWD Z &b, BERIFIEFE O OWERIA MR HI R O JE R A Ev . HEIR
JRENEE D F7¢ 537, DME O RFEFIEROEENMMNBAFTIZB N TH PHlanD (2.5.1. 1. 1 &)

DME DF84E, R (30 R IR M IE OHE R IZ 3R < FHEET 2 72 MEIRIFMEIESE S DME O R /AT
T EBEZIOLND, EOM, DNE ~DEGENRBINHEHDE LT, VEGF, TNFa, IL-6 7¢ DM
HRMHETTER T TH LY A N A T Bib, VEGE 1T EEMETEICEE 5357217 Tl
M A 2R d 525, VEGF DRI, BERIFICLE O SRR e, Wb R&EY (AGEs) KU
fEA RV AR EICEIDITTHET D Z ERMbN TS (2.5.1.1.2 ) |

DME DO&HPEDSERRIA T & LTk, mibs, FERPIEmEHIE, KOSl EN EER R & LT

Fons, LNz Z2ET DI EICLY ., FRFEBFEORESCHERZELCED ZEMNT
&5, milEE, $ERMIMED DME FIEDMERK 1 & S TW5D, ZiLbMERIAFIIFHE A I
LR S, BEPRIFAERESE K O DME OFIE « HER IS5 U CIREMICIER L TR 0 . Bk 22kl = o
= NZfE = > b a— s L0 BERIPHEEE OFIE - ERAIEH AR Th D Z &2y
MoTW5, (2.5.1. 1.2 BH) .

PERIPAEPERR I3 TiE, Bl S22 i E PAZE, Bt TN E 2 5 LART2 & M i J& B
23T % VEGF OFBITLHENFER S LT\ 5, BEIRIFGIC & 2 ik fdiEBI M o fkfEix VEGF & /r3 %
EOWELH Y | FERIFMEBYE BE OMEECIIEE AT~ VEGE NE < BBLLTWAH Z & HE
SNTWD, ZOZ END, FERFHBIE L & IS, M TIL VEGF OB L% 7= L, VEGF 134k
PRIGHAME (235 1) 2 EBERIEONE M A 7 ¢ =— & — & LTI iR P O #ee 2 LIz B8 5- L T
WhHEEZLND, ULEDZ LG, DME OJFHIETH 5 MM TUHE K OVKE TR 53 M IFHE O 1 12 (2
RE5-3 25 I A B Ao RJE & #5892 VEGF (2%F L C. HL VEGF Hik, EHEAIICHER - 2 ik &
RAHEZENHFBEENTVD (2.5.1.1.3 &) |

1.5.2.2 DME & #&:E

DME {254 DRI I3 L — W — e E T & & Lo AV RHIR IRTE & S-HRIED 8 5 5. AR TETRIR & I
N5 HDOFBRTIE 22, #RAITIE, V=R BEIR A IR E 2o TV D, F£72, DME
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DOJFRK & U THIBRE 7RO HER S X D OB ES I N RKE<BEE LTS i, FO
FEB|ERRT 2 B CTH AR TN D, IFE, EBPicX 5 DME /Afﬁfbsjtlibﬁ‘*&)\ RAENE
A NOA DRI HT VEGF OFRBHI L IFF S NA AT aA RIER, 7 /7 VETEREL LX
WFARELE SN, —EDORBEEETTVWE, AT A RRBHIOMFIEREEA 75 bRk
HNTND, SHITHERBHTLWIEYIRESE LT, §t VEGF EENmWAIINESE . A7 A FEEL
B LTZBROZEMEDOE S NG, BCKTIIMHBEE RN EE-> TS (2.5.1.2 &) |

1.5.3 FRRDER

Regeneron Pharmaceuticals, Inc. (LLF. Regeneron 1) i%. 200 451232 H AN & B 28
(B R AMD) Z @S JE & L C VEGF Trap OBIRICAEF L7z, 20l & W H 2%, Bayer
HealthCare (LA, BHC #t) 7% VEGF Trap DHIRFEMEIK O SEEIZ-DWV T Regeneron ff & HL[FEIBH 3
B Afins U, BIFEERRBR O E L 0 2\ Lz, Wiz mA A B 255 L L CEIIHE
FERERER 2 RBRAFEM L7-, D9 5. VGFT-0D-0605 (VIEW 1) BRI F I kD BE %51
Fihs S AL, 311523 (VIEW 2) @BRIXa —nm v X =X MF7 U7, HEKEELOT 7 Tl
7, VIEW 2 RERICIZ, HAAOBHA AMD BE &AL S (AMD CTD 1.5 BR) .

INHOREFIZESE, HAEAMEZMES BHED) MEHEBEEM] ORI - RICB WV TXK
[ET 2011 4 2 AIZIRWDOEBHFELITR, LIE, 3 —a v 2GR & E CTHFEEZITR -
7o 2011 A 11 HIZKIE, 2012 4 11 AIZERINES (EU) TGl s, HREETRB SN TS,
Fo, BINEhERE - R E LT, TREPEHOERIREAZESE (CRVO) (2 5 SEBEVAIE] 23 2012 42 9 HIZ
KETEARESNTLIEE, BU 280t RAsEcARsnTH Y, 20 4 1 75, TGN
I O W cRGREAT . TR I 1 D RS IR A 1.
g con i, I O CAGREETTH D,

AFTIF 201146 H 24 BIZ 74 Y =T i ARNESIK 40mg/mL)  [7 A U —7 i5FIRNTES
A% > b 40mg/mL) ORGEIRGEAFEHFE 217720 (WIEIHEE) | 2012 4£ 9 A 28 HIZ L TR
FEMERT AR IS 208 O Il BT A ME ) & %hhe - bR & U OGRS (WIEKER) o BARE, ff%ﬂ%
O ERIRPAZESE LS 1Y 5 BB IE ] 22068 - 20 & L 7o G IR GE /KGR T 0 — 28 B 7R
2012 4F 12 A 26 HIZITV, 2013 4F 11 H 22 HIZEAR SN, F/=. THEAGTHIZ féﬂﬁ%fﬁlﬂ%
A (myopic CNV: mCNV) | OZHEE « ZFIZ SV CIE, 2013 4E 11 H 28 HIZ A H &R
FEEATUV, 2014 49 H 19 BITARR ST, AR FHEOMMS 25 1.5 LR T,
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£ 1.5- 1 REOKDEEHEMEE

X5y =Y -3 A
W54 T AV —T i IRNTESHR 40mg/mL (3o 7 L EIH])
TA V=T IENERHS > b 40mg/mL (PFS $4A1)
— 4, aflibercept (INN) /77U ~Lt 7 GEIETM#HEZ)  (JAN)

BhRE - DR O T IRASIEEET AL i 2 £ © Nis B B2 1
AR PO ER IR PAZERE (fF D B BEVTE I
TREDTALT 1T 2 JIRAE BT AL i

ik - HE DN T RS BT A 1M 2 2 £ © JINin BB

77U (BB Z) E LT 2mg(0.05mL) & 1 o A Z &
21 [l i 3 (B CEAMD M ANES TS, TOROMERFIICK T
X, B, 2 s HZ LW 1 EL, MTRRNEST 5, 2k, ERICEDY
P 5 2w TR E 5,

MM R IRPAZEAE (R D SEBETEIE, TR IUTARIZ 35 1T B IS T A6 1fn. 4
77V (B Z) LT 1 EHEY 2mg0.05mL) %
W ANEET 5, HE5RBIX. 12 AU ESITDZ &,

B e 7 15 K OV | R - S L, -80°CC 36 » H I
A BF] (XA T v, PRES) L. WA RS, 2~8CT 24 » A

1.5.3.1 DME Z @IS & 9 R DEE

Regeneron £t & BHC #hid, AHF|OWEIME & L TRHA AMD, CRVO (Z£F 5 SHEFVAIE, mCNV IF TONC
DME (25649~ 2 BRPRBAE 2 FIC T L, S0 L 72, DME OOMEJLHEIC OV T, KE T 2014 4 7 A
W2, BUIZBWTHRIE 8 HITHERR S,

BRSO 2 X 1.5- 21277, 2B, DME EF L2 G IRNILEH A DT T /VICBIT 54K

DIEFN R OB I 1T 2 EhREIL, BHA AD OHFFEFERHZBNWTRLIZEBY THY
(AMD CTD 2.6.2.2 K (N2.6.4 M) | ZOMOIEFRREBRICOWTH, BHA AMD OFFERFIZHE
H U723 BR BRI BT - BN 5 & DT e, B ORGERIZ I L2 - 7=,

1.56.3.1.1 FERFNLE & DHEHMDIER

Regeneron #HIZ3WTHE T FHER IR ERER & OV 11 FREG R 3BR %2 SEHii 1% . Regeneron f1:& BHC #LiZ.
I - > fH 2 20l T A RO
200 A, I Om5ZE 20l F A KO 20 FER A, ThEniToT, TOREE.
|
]

.
Y - = i~ 2 =
ccTRERE, ok, 20l I G
> . TS L TR E R,
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1.5.3.1.2  AHIZHFEHAENE

DME #H 3 % B x5 & LR EIC oW T, 20 Il B (CESRA R O s
(PMDA) & DEEFES S T FHFRERIE TR Z 1TV, [EERIL[F 2 MAR SRR BR OIRBR T 1 > & il
IRT—Z R r =V ORE MR LT, DME #8375 B ARANDOEEZXSE L2FH TAHLOEI
FREGPRERBR I IIT 3, B AR B (VIVID-DME 3BR) (22035 & 9 EHEIC OV THERE

ATV, EEFHMIEE T 52 HERFOR & EMR S (ETDRS f1R) AaT7 oY EbgEE 752 &
T PMDA @D THEEFFT, HARMNEFHIZOWTIX, BARANDOLZENTn 7 7 A VEHLNNIT HT
B, BANDMESEFIOEY (1 4FR]) ety —4% & LT 100 fIfREZINET ILENH D L DR
iz Tz, RERMICESE, Ficiceet 2 EEFnER &3 2 ENH IFEE AR (VIVID-
Japan #kBR) %566 L, VIVID-DME REBRIZE £ D HARN & T 100 BIFREE D B AR NIER] 2 L5
T5HZ L EFm L,

1.5.3.1.3 B R B 5

1.5.3.1.3.1 VHDERKRRAFETO T S L

2004 FEIZ DME 29 2 BE 235 & Lz [EAVE 1 MERRER (307 #BR) 2505 S h7-, 307 5k
Brid, AFIZEFARNERE S Lo et 2R, AMEEREZ R+ 5,. —HiEfjiT 7
TR AR R CTh - 7o, REBRICTHBWTAHA 0. 3mg/kg G5 RO BEMEILRIF T > 7203,
FEAT U CEEE STV B R AMD BE A X512 LT BR RN 5-12 X D ESME 1 AHERREER (305
ABR) IZBWT, KA 3mg/kg G SN HBRE ICHERIREE (Z7L— R 2 0EAREEES
ME) NB/’OHOGNTZ7-D, FPESN TWEZHAEEEIITIEEINTZ, D%, DME 263 5EH %%
Gl LT, AHl4mg (VEGF Trap & LT 4mg, BATRIER) % IVT &5 L7 EANVE 1 HEERIRSER (512
ABR) NEM SNz, AFIEHEE IVT &5 LZKOZASMEIT R C. AEHIREEITRO b,
AFPFE G L DAL BT,

512 #R K OB I AMD B35 2 x4 & L 72 [EAME T HERAR SR (508 3BR) DfERICESNT,
DME 28T 5HBE AR E LTz IVT #5012 K 2 ESVE AR (EIE4L, ik, it
HEEER (706 3BR) ) 2% 2008 AEICFE i S /-, 706 FBRIL. 0.5mg F7-1% 2mg & 4 M &I
T5 (0.5Q4 F720% 204) B, 2mg & 4 BT L2 3 EEREG L, TRLEIT 8 BILickE5T 5
(2Q8) #E. 2mg & 4 W LT 3 mHERE L, TN LIBERITSEIZS U, BEFE (As needed (pro re
nata : PRN) ] B¢5-9 2% QPRN) BEER N —H —{R¥ % 1 [BISEHE L, 16 8 H DARR IS L — — & 52%
TN L — P —1BRE1T D (L——JRIF) BED b BECHERR S 7z, ARBRIT 24 H CoOTH
M2 & de 52 M H £ TOWREM &, Zhicke< 76 i £ TOLREMEIE ) Sk S 7z,

ZDFEF. 0.5mg XX 2mg DAFFGRED L —H — %%ﬁ IRIT DD NG NERTED B,
NG 2 HEMMCIRFERECENMEZ R LIZL OO, EIRFHMEE BBV TiE, 0.5mg BE5-1
2mg 5. 1 0 W ITHERF DR 99 2 &#rwémtoﬁﬁ&ﬁ K LMW T 2 FERER
TENRD LN -T2, LLEX Y| 2mg & FEHEA W%ﬁﬂ&%ikﬂmb 5 AR AR AR L

B2 EEHEL Lz, FIEIZOWTIX, 706 SRBRIZEIT D 2mg HGRETORGHIEOENEZEE
L. 2 FBEOME (204 KO 208) TH G35 H AR RBR 2 Eh L=, 7ods, 706 BRIZEHB W
T, 16 A OFE CREOH MR TEN R b IZ720, HIHEERERICE T 5 208 B 2 meg%
RS PG L, ZO%SEILickETH L E L (2.7.3.2.2.6 &) ,
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1.5.3.1.3.2 DNE Z2H ¥ 2 EBEZRE LI-FMARKRKEER (VISTA-DME 5X8&%. VIVID-
DME ZER B U VIVID-Japan zXE&)

DME 249 DHEEZx 5L L CHEE L-E/E KRS (VISTA-DME #RBR) M OEEILFE

MFEERARRER (VIVID-DME 3BR) 13dbic, MEAEA b, “HElEH, iR Th v | KAIOf %)
P, 22 AVE, M NS SR BN R A0FEM  (VIVID-DME RERD &) 21T-o7-, /2. BAANCE
FoRENT -2 2t L. BANBRFICBT 2L OEBEEEZRF T 272010, B8
Omg Z 4T L5 IR L, ZNUUEIZ 8 B LIk EGT 58 OA—T L 7L TH 5
VIVID-Japan Bk % £ L 7=,

VIVID-DME #&B#% K OV VISTA-DME #kBi%. DME A 3 HHEE 255 L U CTaHRME EEFME A X
52 B (EFBRHAMIX 148 H) 1B 2D BOVA LFEDR—A T A D OB EE LT,
BEGREL, ARl 2mg 2 4T LI E5T 5 (204) BEE . AKl2mg 2 4 Z L2 5 BIERE LZLL
RRX 8 I Z L IC# 5% (208) BERO L —¥—infiia 1 M L, 12 8 B LR L —F —Fks
TN —F 15 AT ) (L—F—6%) BEO 3BETHR ST,

ZDOFER VISTA-DME #BR & Y VIVID-DME #RBER O liakBRIZ BT, BCVA SLFHDOR—R T A
D DL L EORRFRIZbIL, 204 BEL TN 2Q8 BE & H12, & 51% 4 B £ TITBHE R UGEN A
DAL, D% 20 HH F TRERRZ2RUGEZ R LTc, E72, 20 B E LR 52 1 H £ Tl MeRF U3THE
ROMIRLEN A BT (2.5.4.3.2. 1. ),

204 FEX O 208 BEICH 1T D IR K UMRUS OFFEFROFBIRIUL, L—F =185 & LN TRE
PAREITERD b, AAMIIRF TH o7z, VIVID-DME 3RBRD H AR NEMICEB T 5 FEFROIR
BURILIE, SMNEAEHIORER L BB RFEROEM A2 R L2 &b, 2REMORRITAARAN
HERICHHEARETH 2 Ll L7, 52 MM E COARFE L &5 7= AARNER (VIVID-DVE 3
B> B AN O VIVID-Japan #BRD HAANEHOHE) 1B\ TH, Lotk LR L 22 507
FITRICH LT, AANTAARNCKHT 2 BRMEEICBWTO RERZEN T e 7 7 A Ve /T
HHDEEZ BN (2.5.5.TBH) |

F7o. BAREEPIRGFHIB W TS, DME 29 5 A5 TORRRIEDEhRE K OMaE SOG 3z A
AMD FBEE TR CRVO (ZfE D B A A T A BE L RO ENRO N2 & n, BHIAL AMD
O IE & LT KGR R GEIRF IR L BRRIRBLC B 2 B L O 2Y DME 269 2 BF IC b M
T&bEEZHNE (2.5.3.588)

1.5.3.1.3.3 Z Db DR FEIE O &S IE IZB8 3 D ERERBAFR IR R
AANCE LT, HATEEAGE OB AL AMD, CRVO (Z4f 5 BEEEEE, mCNV K& O DME Otz .

Regeneron #t:& BHC #tod:FEBIZIC LY . T &) - 5 5 E R 7 B B 3
NED LTS,
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MEILFHMEE
MERER R -HBRAE
J5E
REMHER HWHE (D)
HEN (AT IL)
55 1 HEEER (B A) / PDY6655
BRERatER [ 1 1AEHER (BERLA) / PDY6656

% 1 #85XER(AMD) / VGFT-0D-0502 (502 5tER)

% 1 #85XER(AMD) / VGFT-0D-0603 (603 5tER)

% 1 485 BR(AMD) / VGFT-0D-0305

% 1 485 BR(AMD) / VGFT-0D-0306

% 11 858ER(AMD) / VGFT-0OD-0508 (508 SXER)

% 11 2R H1% 5 5 ER(AMD) / VGFT-0D-0702

E4AEER(AMD) / VGFT-OD-0605 (VIEW 1 5%ER)

EIFAELER(AMD) / 311523 (VIEW 2 FKER)

F AR IR5HERAMD) / VGFT-0D-0910

% M 485%E% (AMD) / 14416 (SIGHTiER)

% I 4#8548% (CRVO) / VGFT-0D-0819 (COPERNICS3#E)

% M 48548% (CRVO) / 14130 (GALILEOFKER)

£ (DME) / VGFT-0D-0512

B

% 1 #85X8%(DME) / VGFT-0D-0307

% 1l #858%(DME) / VGFT-0D-0706

% 1 485XER(DME) / 91745 (VIVID-DME#ER)

% 11 485K ER(DME) / 15657 (VIVID-JapanztB&)

% 1 4858ER(DME) / VGFT-0D-1009 (VISTA-DMEZKER)

% 1 485 ER(DME) / 15161 (VIVID-EASTEAER)

% M4854ER(MCNV) / 15170 (MYRROR5#ER)

% I 18 S

1.5- 2 VEGF Trap-Eye BAFD#E#EE
(7B) BPNORFIE, #a8t - BIROBIAA RO T A 27 L, BRRBROS S 3HBE OEREEA K ORAEKBEA 277

Page

8 of

10
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1.5.4 FEIZH T 2EMBNEE - NRDEBFF - AFBIKR

B AMD, CRVO (T 9 e5BEVRE, mONV J2 TN DME O HiEE « AR A 1.6 ITRLT7- (1.6 &
B

1.5.5 DME ZiBf0%hEE - IR & T D HERFTAIEHRD—ARE TR

1.5.5.1 A&|D DME (239 2 BAMEIZDNT

DME ZH 4 2 8E 25t & LIz B AR IRRER DR R b HERE S AR OAF APEZLITIC
RLHCT D0

e VISTA-DME 5RB& K& O8N VIVID-DME FRBRIZ RS 5 52 ## H 0 FEEFMIZ BT, ASH| 204 BE L 208
FEDO L — —JREREC )T DR R S v, AFIE GRERE CIXRRE O N dGEE R LT,
IR OMRLIAL 0> TEAE DOFEBURI & ARFNBEGRE & L — —JRRE & ORI R X 72 FHE 37
ONTARMEITIRG TH-oTe, ZRHOFRERERMNS, BRIGICE N T, BE K REEESH
DBHEOBKICHET 52 bBETDHE, Al 2mg 2 1 » A ZEI25 BIFG%, &GHR
EILRL T2 » HZ &2 1 EEETHHIEN, DE 2 HT25EF BTSN HE -
RitThdr Bz LN,

o 52 M E COARKE %= AARANEEM (VIVID-DME 3Bk H AN K O VIVID-Japan
RO A ANEHOPEE) I2BWTh, et ERIE L 22 5t I IC A BT, AFNTH
AANOEMHEEI BN THLRIFRZEET a7 7 AN EHETHHDEEZ BV,

e VISTA-DME #RE&D 100 i H OGEIZIRBVNT, ARMERHEIE B OfGE B3 = ERHEE B & ORI
FIFMHEE CEONIREREEZXET 2D Tho7T-, F7-. 100 B E5%OARFIFEREC
BIFAIHAEMELERHTHH- T,

e DME %ﬁﬁ‘é*%f@ﬁm FEHPHIRRGT T, BHAL AMD B2V TS B AV R RIE RIS
Fﬁlg‘@—é&g&(}r |:|nFFH JEHT%%) kﬁ)ﬂ_‘éﬂf\_o

LIE. DME Z A9 % BE TR DAHN OGN L ZaMEPHER SN2 & % DBl R P s BE
IR ZAFIOBINGIEE « AR & L CHRGEIRFEARFHDO — AR HFH 21T ) 2 LR Y THD
&I L7z,
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F1.5- 2 AREBFEOEEE (FHRBITAREIC X 2BMEHS)

10

EFR RS BT RE R 3K i J OV i B = 3 i
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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

RECENT MAJOR CHANGES
. Indications and Usage, Diabetic Macular Edema 7/2014
(DME) (1.3)
. Dosage and Administration, Diabetic Macular Edema 712014
(DME) (2.4)
. Dosage and Administration, Preparation for 1/2014
Administration (2.5)
. Warnings and Precautions, Thromboembolic Events (5.3) 7/2014
INDICATIONS AND USAGE

EYLEA is indicated for the treatment of patients with:

. Neovascular (Wet) Age-Related Macular Degeneration (AMD) (1.1)

. Macular Edema Following Central Retinal Vein Occlusion (CRVO)
(1.2)

. Diabetic Macular Edema (DME) (1.3)

DOSAGE AND ADMINISTRATION
For ophthalmic intravitreal injection. (2.1)

Neovascular (Wet) Age-Related Macular Degeneration (AMD)

. 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)

Macular Edema Following Central Retinal Vein Occlusion (CRVO)
. The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection once every 4 weeks (monthly). (2.3)

Diabetic Macular Edema (DME)

. The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection every 4 weeks (monthly) for the first 5 injections
followed by 2 mg (0.05 mL) via intravitreal injection once every
8 weeks (2 months). (2.4)

. 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. (2.4)

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)

. There is a potential risk of arterial thromboembolic events following
intravitreal use of VEGF inhibitors. (5.3)

ADVERSE REACTIONS
The most common adverse reactions (>5%) reported in patients receiving
EYLEA were conjunctival hemorrhage, eye pain, cataract, vitreous floaters,
intraocular pressure increased, and vitreous detachment. (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: 7/2014

FULL PRESCRIBING INFORMATION: CONTENTS*
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(CRVO)
1.3 Diabetic Macular Edema (DME)
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2.1  General Dosing Information
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2.3 Macular Edema Following Central Retinal Vein Occlusion
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2.4  Diabetic Macular Edema (DME)
2.5  Preparation for Administration
2.6 Administration
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4 CONTRAINDICATIONS
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

EYLEA is indicated for the treatment of patients with:

1.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)

1.2 Macular Edema Following Central Retinal Vein Occlusion (CRVO)

1.3 Diabetic Macular Edema (DME)

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Information

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

2.2 Neovascular (Wet) Age-Related Macular Degeneration (AMD)

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 (14.1)].

2.3 Macular Edema Following Central Retinal Vein Occlusion (CRVO)
The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection once every 4 weeks (monthly) [see Clinical Studies (14.2)].

2.4 Diabetic Macular Edema (DME)

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 5 injections, 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 (14.3)].

2.5 Preparation for Administration

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

Using aseptic technique, the intravitreal injection should be performed with a 30-gauge x '2-inch
injection needle.
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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'%-inch, 5-micron, filter needle from its pouch and remove the
I-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).
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Figure 3:

4. Push the filter needle into the center of the vial stopper until the needle is completely inserted
into the vial and the tip touches the bottom or 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. To deter the
introduction of air, ensure the bevel of the filter needle is submerged into the liquid. Continue
to tilt the vial during withdrawal keeping the bevel of the filter needle submerged in the
liquid (see Figures 4a and 4b).

Figure 4a: Figure 4b:

Needle Bevel
Pointing Down

Solution

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 s-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).
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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 7a and 7b).

Figure 7a: Figure 7b:

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05ml __

Flat Plunger
d
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2.6 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. Hypersensitivity reactions may manifest as severe intraocular
inflammation.
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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 (2.6) 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 (2.6)].

5.3 Thromboembolic Events

There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use of
VEGEF 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 (14.1)]. The incidence in the
COPERNICUS and GALILEO CRVO studies during the first 6 months was 0% (0/218) in
patients treated with EYLEA 2 mg every 4 weeks compared with 1.4% (2/142) in patients
receiving sham treatment [see Clinical Studies (14.2)]. The incidence in the VIVID and VISTA
DME studies during the 52 weeks was 3.3% (19 out of 578) in the combined group of patients
treated with EYLEA compared with 2.8% (8 out of 287) in the control group [see Clinical
Studies (14.3)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in the Warnings and Precautions
(5) section of the labeling:

¢ Endophthalmitis and retinal detachments
e Increased intraocular pressure
e Thromboembolic events

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

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

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 other clinical trials
of the same or another drug and may not reflect the rates observed in practice.

A total of 2620 patients treated with EYLEA constituted the safety population in six phase 3
studies. Among those, 2019 patients were treated with the recommended dose of 2 mg.
Neovascular (Wet) Age-Related Macular Degeneration (AMD)

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 VIEW?2) for 12 months [see Clinical Studies (14.1)].

Table 1: Most Common Adverse Reactions (=1%) in Wet AMD Studies

Adverse Reactions EYLEA Active Control
(N=1824) (ranibizumab)
(N=595)
Conjunctival hemorrhage 25% 28%
Eye pain 9% 9%
Cataract 7% 7%
Vitreous detachment 6% 6%
Vitreous floaters 6% 7%
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%
Intraocular inflammation 2% 3%
Retinal pigment epithelium tear 2% 1%
Injection site hemorrhage 1% 2%
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Adverse Reactions EYLEA Active Control
(N=1824) (ranibizumab)
(N=595)
Eyelid edema 1% 2%
Corneal edema 1% 1%

Less common serious adverse reactions reported in <1% of the patients treated with EYLEA
were hypersensitivity, retinal detachment, retinal tear, and endophthalmitis.
Macular Edema Following Central Retinal Vein Occlusion (CRVO)

The data described below reflect exposure to EYLEA in 218 patients with macular edema
following CRVO treated with 2 mg dose in 2 double-masked, controlled clinical studies
(COPERNICUS and GALILEO) for 6 months [see Clinical Studies (14.2)].

Table 2: Most Common Adverse Reactions (=1%) in CRVO Studies

Adverse Reactions EYLEA Control
(N=218) (N=142)
Eye pain 13% 5%
Conjunctival hemorrhage 12% 11%
Intraocular pressure increased 8% 6%
Corneal erosion 5% 4%
Vitreous floaters 5% 1%
Conjunctival hyperemia 5% 3%
Foreign body sensation in eyes 3% 5%
Vitreous detachment 3% 4%
Lacrimation increased 3% 4%
Injection site pain 3% 1%
Vision blurred 1% <1%
Intraocular inflammation 1% 1%

Less common adverse reactions reported in <1% of the patients treated with EYLEA were
cataract, eyelid edema, corneal edema, retinal tear, hypersensitivity, and endophthalmitis.
Diabetic Macular Edema (DME)

The data described below reflect exposure to EYLEA in 578 patients with DME treated with the
2-mg dose in 2 double-masked, controlled clinical studies (VIVID and VISTA) for 52 weeks
[see Clinical Studies (14.3)].
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Table 3: Most Common Adverse Reactions (=1%) in DME Studies

Adverse Reactions EYLEA Control
(N=578) (N=287)
Conjunctival hemorrhage 28% 17%
Eye pain 9% 6%
Cataract 8% 9%
Vitreous floaters 6% 3%
Corneal erosion 5% 3%
Intraocular pressure increased 5% 3%
Conjunctival hyperemia 5% 6%
Vitreous detachment 3% 3%
Foreign body sensation in eyes 3% 3%
Lacrimation increased 3% 2%
Vision blurred 2% 2%
Intraocular inflammation 2% <1%
Injection site pain 2% <1%

Less common adverse reactions reported in <1% of the patients treated with EYLEA were
hypersensitivity, eyelid edema, corneal edema, retinal detachment, injection site hemorrhage,
and retinal tear.

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 wet AMD, CRVO, and DME studies, the pre-treatment incidence of immunoreactivity to
EYLEA was approximately 1% to 3% across treatment groups. After dosing with EYLEA for
52 weeks (wet AMD), 24 weeks (CRVO), or 52 weeks (DME), antibodies to EYLEA were
detected in a similar percentage range of patients. In the wet AMD, CRVO, and DME studies,
there were no differences in efficacy or safety between patients with or without
immunoreactivity.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C. Aflibercept produced embryo-fetal toxicity when administered every
three days during organogenesis to pregnant rabbits at intravenous doses >3 mg per kg, or every
six days at subcutaneous doses >0.1 mg per kg. Adverse embryo-fetal effects included increased
incidences of postimplantation loss and fetal malformations, including anasarca, umbilical
hernia, diaphragmatic hernia, gastroschisis, cleft palate, ectrodactyly, intestinal atresia, spina
bifida, encephalomeningocele, heart and major vessel defects, and skeletal malformations (fused
vertebrae, sternebrae, and ribs; supernumerary vertebral arches and ribs; and incomplete
ossification). The maternal No Observed Adverse Effect Level (NOAEL) in these studies was

3 mg per kg. Aflibercept produced fetal malformations at all doses assessed in rabbits and the
fetal NOAEL was less than 0.1 mg per kg. Administration of the lowest dose assessed in rabbits
(0.1 mg per kg) resulted in systemic exposure (AUC) that was approximately 10 times the
systemic exposure 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

It is 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 76% (1996/2610) of patients randomized to treatment with
EYLEA were >65 years of age and approximately 47% (1229/2610) 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
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(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
Neovascular (Wet) Age-Related Macular Degeneration (AMD)

In the clinical 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.
[see Clinical Studies (14.1)].

Macular Edema Following Central Retinal Vein Occlusion (CRVO)

Reductions in mean retinal thickness were observed in COPERNICUS and GALILEO at
week 24 compared to baseline. Anatomic data were not used to influence treatment decisions.
[see Clinical Studies (14.2)].

Diabetic Macular Edema (DME)

Reductions in mean retinal thickness were observed in VIVID and VISTA at week 52 compared
to baseline. Anatomic data were not used to influence EYLEA treatment decisions. [see Clinical
Studies (14.3)].

12.3 Pharmacokinetics

EYLEA is administered intravitreally to exert local effects in the eye. In patients with wet AMD,
CRVO, or DME, 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,
CRVO, and DME, the mean C,,, of free aflibercept in the plasma was 0.02 mcg/mL (range: 0 to
0.054 mcg/mL), 0.05 mcg/mL (range: 0 to 0.081 mcg/mL), and 0.03 mcg/mL (range: 0 to
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0.076 mcg/mL), respectively 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 (I.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 [.V.
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 wet AMD 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. Similar results were seen in patients in a CRVO study and in
patients in a DME study. No dose adjustment based on renal impairment status is needed for
either wet AMD, CRVO, or DME patients.

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 weekly doses ranging from 3 to 30 mg per 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. Intravenous administration of
the lowest dose of aflibercept assessed in monkeys (3 mg per kg) resulted in systemic exposure
(AUC) that was approximately 1500 times higher than the systemic exposure observed in
humans after an intravitreal dose of 2 mg. All changes were reversible within 20 weeks after
cessation of treatment.
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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 per eye. At the NOAEL
of 0.5 mg per eye in monkeys, the systemic exposure (AUC) was 56 times higher 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

14.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)

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 VIEW2).
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 VIEW?2 studies are shown in Table 4 and
Figure § below.
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Table 4:

Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIEW1 and
VIEW?2 Studies

VIEW1 VIEW2
EYLEA EYLEA ranibizu- EYLEA EYLEA ranibizu-
2 mg Q8 2 mg Q4 mab 2 mg Q8 2 mg Q4 mab
weeks * weeks 0.5 mg Q4 weeks * weeks 0.5 mg Q4
weeks weeks
Full Analysis Set N=301 N=304 N=304 N=306 N=309 N=291
Efficacy Outcomes
Proportion of patients 94% 95% 94% 95% 95% 95%
who maintained
visual acuity (%)
(<15 letters of BCVA
loss)
Difference” (%) 0.6 1.3 0.6 0.3
(95.1% CI) (-3.2,4.4) (-2.4,5.0) (-2.9,4.0) (-4.0,3.3)
Mean change in 7.9 10.9 8.1 8.9 7.6 94
BCVA as measured
by ETDRS letter
score from Baseline
Difference® in LS 0.3 32 -0.9 -2.0
mean
(95.1% CI) (-2.0,2.5) (0.9,5.4) (-3.1,1.3) (-4.1,0.2)
Number of patients 92 114 94 96 91 99
who gained at least (31%) (38%) (31%) (31%) (29%) (34%)
15 letters of vision
from Baseline (%)
Difference” (%) -0.4 6.6 -2.6 -4.6
(95.1% CI) (-7.7,7.0) (-1.0, 14.1) (-10.2,4.9) (-12.1,2.9)

BCVA = Best Corrected Visual Acuity; CI = 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.

* After treatment initiation with 3 monthly doses

® EYLEA group minus the ranibizumab group
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Figure 8: Mean Change in Visual Acuity from Baseline to Week 52 in VIEW1 and
VIEW?2 Studies
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14.2 Macular Edema Following Central Retinal Vein Occlusion (CRVO)

The safety and efficacy of EYLEA were assessed in two randomized, multi-center, double-
masked, sham-controlled studies in patients with macular edema following CRVO. A total of
358 patients were treated and evaluable for efficacy (217 with EYLEA) in the two studies
(COPERNICUS and GALILEO). In both studies, patients were randomly assigned in a 3:2 ratio
to either 2 mg EYLEA administered every 4 weeks (2Q4), or sham injections (control group)
administered every 4 weeks for a total of 6 injections. Patient ages ranged from 22 to 89 years
with a mean of 64 years.
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In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 letters in BCVA compared to baseline. At week 24, the EYLEA 2 mg Q4 group was superior
to the control group for the primary endpoint.

Results from the analysis of the COPERNICUS and GALILEO studies are shown in Table 5 and
Figure 9 below.

Table 5: Efficacy Outcomes at Week 24 (Full Analysis Set with LOCF) in
COPERNICUS and GALILEO Studies

COPERNICUS GALILEO
Control EYLEA Control EYLEA
2 mg Q4 weeks 2 mg Q4 weeks
N=73 N=114 N=68 N=103
Efficacy Outcomes
Proportion of patients who 12% 56% 22% 60%
gained at least 15 letters in
BCVA from Baseline (%)
Weighted Difference *° (%) 44.8%° 38.3%°
(95.1% CI) (32.9, 56.6) (24.4,52.1)
Mean change in BCVA as -4.0 17.3 33 18.0
measured by ETDRS letter score (18.0) (12.8) (14.1) (12.2)
from Baseline (SD)
Difference in LS mean * 21.7° 14.7°
(95.1% CI) (17.3,26.1) (10.7,18.7)

* Difference is EYLEA 2 mg Q4 weeks minus Control
" Difference and CI are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for baseline factors; 95.1%
confidence intervals were presented to adjust for the multiple assessments conducted during the study.

¢ p<0.01 compared with control
4 LS mean and CI based on an ANCOVA model
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Figure 9: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 24 in COPERNICUS and GALILEO Studies
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Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline visual acuity, retinal
perfusion status, and CRVO duration) in each study and in the combined analysis were in general
consistent with the results in the overall populations.

14.3 Diabetic Macular Edema (DME)

The safety and efficacy of EYLEA were assessed in two randomized, multi-center, double-
masked, controlled studies in patients with DME. A total of 862 randomized and treated patients
were evaluable for efficacy. Patient ages ranged from 23 to 87 years with a mean of 63 years.

Of those, 576 were randomized to EYLEA groups in the two studies (VIVID and VISTA). In
each study, patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing regimens:

1) EYLEA administered 2 mg every 8 weeks following 5 initial monthly injections (EYLEA
2Q8); 2) EYLEA administered 2 mg every 4 weeks (EYLEA 2Q4); and 3) macular laser
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photocoagulation (at baseline and then as needed). Beginning at week 24, patients meeting a
pre-specified threshold of vision loss were eligible to receive additional treatment: patients in the
EYLEA groups could receive laser and patients in the laser group could receive EYLEA.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at
week 52 as measured by ETDRS letter score. Efficacy of both EYLEA 2Q8 and EYLEA 2Q4
groups was statistically superior to the control group.

Results from the analysis of the VIVID and VISTA studies are shown in Table 6 and Figure 10

below.

Table 6:

VISTA Studies

Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIVID and

VIVID VISTA

EYLEA EYLEA Control EYLEA EYLEA Control

2 mg Q8 2 mg Q4 2 mg Q8 2 mg Q4

weeks * weeks weeks * weeks

Full Analysis Set N=135 N=136 N=132 N=151 N=154 N=154
Efficacy Outcomes
Mean change in 10.7 10.5 1.2 10.7 12.5 0.2
BCVA as measured by 9.3 9.6 10.6 8.2 9.5 12.5
ETDRS letter score ©-3) ©6) (106) ®.2) ©-3) (123)
from Baseline (SD)
Difference™® in LS 9.1¢ 9.3¢ 10.5¢ 12.2¢
mean
(97.5% CI) (6.3, 11.8) (6.5, 12.0) (7.7, 13.2) (9.4, 15.0)
Proportion of patients 33.3% 32.4% 9.1% 31.1% 41.6% 7.8%
who gained at least
15 letters in BCVA
from Baseline (%)
Adjusted Difference®© 24.2%° 23.3%° 23.3%° 34.2%°
(%0)
97.5%CI) | (13.5,34.9) | (12.6,33.9) (13.5,33.1) | (24.1,44.4)

* After treatment initiation with 5 monthly injections

® LS mean and CI based on an ANCOVA model with baseline BCVA measurement as a covariate and a factor for
treatment group. Additionally, protocol specified stratification factors were included in the model.

¢ Difference is EYLEA group minus control group

4 p-value <0.01 compared with control

¢ Difference with confidence interval (CI) and statistical test is calculated using Mantel-Haenszel weighting scheme
adjusted by protocol specified stratification factors.
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Figure 10: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 52 in VIVID and VISTA Studies
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Treatment effects in the subgroup of patients who had previously been treated with a VEGF
inhibitor prior to study participation were similar to those seen in patients who were VEGF
inhibitor naive prior to study participation.

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbAlc, baseline
visual acuity, prior anti-VEGF therapy) in each study were in general consistent with the results
in the overall populations.
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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 (2.5) and (2.6)].

NDC NUMBER CARTON TYPE CARTON CONTENTS

61755-005-02 Vial one single-use, sterile, 3-mL, glass vial designed to
deliver 0.05 mL 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 Y4-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

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, advise patients to seek immediate care from an ophthalmologist [see Warnings and
Precautions (5.1)].

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

Page 21 of 22




REGENERON
Manufactured by:

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road

Tarrytown, NY 10591-6707

U.S. License Number 1760

EYLEA is a registered trademark of Regeneron Pharmaceuticals, Inc.
© 2014, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Issue Date: July 2014

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
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13.2 L SIS TR Y AV S5

14 BRIR#AB
14.1 FAEME 2> (BHA) LN (AMD)
14.2 MO ZEIE (CRVO) (20E O By iE
14.3 BEIR I s BEFEAE  (DME)

16 FfE - B BEERUERY #VHE

17 BE~OEFHRITH

*PALHIERIZEEEH I N TR WNWEZ S a vy RO T g VERRENTOWERA
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SRFHER : WA

12088 - R
AFN FLUT OBIE 2 AT 5 BEOREICHN OGNS,

L1 FAELEZHES BHE) MHEMEEE (AMD)
1.2 MR LEIRFAEE (CRVO) ITfE 5 HBEZE
1.3 BERFEMEZE (DME)

2 k- AR
2.1 —REBEEHR
RN GICHAWD, BREATDIEMORNAR Z2EE 52 &,

22 FHAEMEEZMES BHE) mEEHEEE (AMD)
AHl ORELERENLT 7V~ 7 b & LT 2mg (0.05SmL XiX 50uL) THD, B
o 12 #EE (3 wﬂF"ﬁ) WZE (1 »A) 21 B B ENERIC LD &
HL, 0%, 8§ WZ L (2 wﬂ) Z1 B, 2mg (0.05mL) Zf4 FIANTESHIC X
DG5S 5, AH X, 77V T RELT2mg 24 WL (0 » A) O
RCEETHZEHTELN, 8 I Q1 H) OMBTELE LG L
<. Hj}[]é’g@’?ﬁ%ﬂi%éﬂfb\fxb\o [EEARRER(14.1) % 2 7]

2.3 MEEHULEHIRPAZESEE (CRVO) I ) HBERE
AHKl ORI ENLT 7 UV~ 7 b & LT 2mg (0.05mL XX 50uL) TH 5, 4
W2 (1w A) L, W ENESFICE 55, [ERRBR014.2)220R]

24 PERFERMZIE (DME)
ARNOHESEHEIL, 77V ULt hE LT 2mg (0.05mL Xi% 50uL) T D,
OO SENT4ETE (1 v H) ITHFAARNEFICE VRS L, 20k, 8L
2#»A) IZ1EL 2mg (0.05mL) ZfHFANIESFIC LIV G535, AHFIX, 77
Vb7 R LT 2mg 24T 8 (1 4 H) OB THRETHZEHTEDHD,

2L ORI CEE LIZGE L B LT, MMBeshRim sy, [
H%%ﬁ%ﬁ(ma)%z,%ﬁﬁ]

25 RE¥ERE
BEERNC BRIC K AHERZATV, ki1, 1R, IZEADRED b5 E 121X
BHRLRNZ &, 30 7F—Ux12 A4 FOENEZHEHA L, BEEREIC XD T
ENEST L Z &,
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RNAT NV
BT AN TN BOZROER L4 5,
1. 7I79AF v r78oOET Yy v 72D, (K1)

(1)

2. NATNAOITLEOIMUNZT Va— L THEL, (X2)

(4 2)

3. 19 A—Ux15A40F . 5 37007 4 VA —FHEEEHE ImL U oY
PENFNENOERO B L, s E2 LT —a vy 72U v P0kIZihalt - T
B fhirs,  (X3)

(21°3)

4. BRSNS A T D2 KO HFLERC, SRS TILDIE CUTED 5 H)
12 £ TELIAT,

5. EERERABAEICL DAL T AFOEFNKETE LY IS T 5, ATV
FEZ S, BRICEKERL LT WEITETHIT S, v roicgE
BBPALRNE T DD, A TAEBITZEE. BRSO O K
M 2NE ICHRR IR DIREB TR 52 L, (K 4a J T 4b)

5/ 21



Needle Bevel
Pointing Down

(X 4a) (X 4b)
6. BEEHIEENP DR NWK S, 770V vy —my FE+3I120<,
7. BERSTAIRV AL, @87 HETERERET 5,
AR BUEEHIME AN EIIIERLEWNT &,
8. 30 F—Ux05 4 T ORBHEAE T T ATF v 7 ORNPLID H L, #aLT
— oy 7Y U POEIICRA L ST Lonh AT S, (K5)

(4 5)

9. BHMENTELD, TTAF v 7 WMOERFEY v v 7 E#T0 13T,

10. EHEtOLEE LicmiT TRD, U U UNORIEDOHE BEEZERT 5, K
DRDONTHEITIE, V) VR TR EXEE MinE TREI S
%, (K6)

(X 6)
1. KJ L RREIK 2P T 5720, 770 Vv —D5EENT U 23 0.05mL D
T SNFE TDHL D ETFFTo Uy —%HF, (K 7a L 7b)
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Solution after

expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

Flat Plunger

-

- 023

(14 7a) (X1 7b)

26 ¥E
BT RPN, BB S VMBS T CIT o 2 &, FITAFRMEEEITV. W
FAE, W R L—7 WERBESE CUXZIICHEYT2b0) 2T L, &
SR, BRI K OYm T A TR B AR R A D 2 5- 2 90147 9 2 &
WS FRNTES DE# IS, BEDIRE FROAELZBZ4 5 Z &, R LI M5t o
MR AR IERIE 72 & AN e Bls2 ik & LT b b, Bfilg & MBS U T
AELTRLLZE,
T T RPN T4 . IR PN SUT MR RIBE 2 e 3~ 2 k. (HRSR . Foifn, 2207, Bi%)
MR HIEHAITIL, EHICHRET 2 &0 BHITIRET 5 2 L, [BHE~OWHH
(1722 1)
1AL 7T L E FER) \CoBERT 2 2 & SHUBRO IR LB e 551138
TeIp A TR L, BERNCEEE, ) P, FR FL—7 Bigss, 7
AN E— ROESRSERVEZ D Z &,
R, REAOREFKIIFERT 2 &,
AEBRAE R T, R EIRE A S M (MR, Rl E) 13 o T,
3 AR OBRE
7R G- A EESHE 40mg/mL (1 [BlO 5 0.05mL) B [a]# 5
H T ABSA T )V
4 B2

4.1 R VXHR/E BH D RRGLE

IR X AIFARE PG D & 5 BE TR G- LianZ &,
42 TEBMERAK

IRPITIREMERIE D & 25 BFITITHR G LenZ &,
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43 BEUE
77 VLT S XAIAR] OWIIZx UIBBUE OBEFRED H 5 BE I3RS
L7aWZ &, BBUEN S BEEDOIRNRIEZ 5| & Z 3 /[ iEtENn H 5,

5 BERMEREOBRE

5.1 BRI R UWEIRINE
RFNOE G2 a0, RN & ARAIZ R OWBIERIEE & o B ASTR5 BT
'aﬁwmmn%ﬁ%]%:%@@ﬂiﬁﬁﬁﬁﬁ L0 ARRIOBEETH 2 L,

AR P26 ST 2 R 3 2R N B Db =561, EHICHRET L L9
BFICHRE L, @MUREREITH Z LA - ﬁﬂg(z.@&(}%%/\@ fHREEE(17)
%Z;%]o

52 REER

AR OBEE-HE D RN % 60 43 LINIZEWM R IRED ER B3RS T
DIEIER(6.1) 22 ], £7 VEGF FLEAIO KGRI F AR 51212, Fifeh 72 iR
JEDO EFHHEINTWD, IRER ORI MEZBIE L, @B E AT
) Z L[ - HEQR.e)EZH],
53 IMARERE
KRN OG- E 8, VEGF [LERI O AN EG#%IC, BkiieZERE (ATE) 28
KBTI HBENDNH D, ATE L1X, FEBEERZRMINA T FEBEER R OMiEZE, X
FMEE GERA AR b O L ET) LERIN TS, B AMD TO VIEW
1 RONVIEW 2 3Bk 1 £ BICBIF D ATE OFIHRIL, KFEE %2520 72 g Off
BEMIZBNT 1.8% (Bl 1,824 il 32 i) Th o 7= [ERFRER(14.1) %2 S/,
CRVO T® COPERNICUS X U GALILEO iR 6 » H BIZH T 2 RBLRIT, AFH|
2mgd T & OFGHET 0% (218 #1910 f51]) | Sham £ 5-8£ T 1.4% (142 9 2 f31))
Th - - [iARAER(14.2)2 0], DME To VIVID & O VISTA-DME 75 52 # H |Z
B DISBLRIX KNI G- % 52T T BF OPFEERNC I T 3.3% (578 #ilH 19 i) |
KHRFE T 2.8% (287 3l 8 f31) T o 7 [ FER(14.3)Z H],

6 BlIfEM
LU ORIWERIZOWTIE, &5 KO Lo R (S) DI ## 2 Lk,
RPN 9% e U R %1 i
IR 5
IR EE T e
KA G232 T T B HE SN ERBWEM (5% ) 13, i, ARV,
FNEE, Ay, IRE LA RO AR CH -7z,
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6.1 ®EFHK
ARENOWET-RNE G- FEACBE Lo BmE2RER (IRANZ. MBRIEE. AP0,
IRE E5 R ORI 5 T) 13 0.1% R Th o7z,

6.2 FREREE
WO FEMSMII LS TH D720, Bre 5 HAIORERRR TR bz
TNENORIWERRAERLZEELKRT S Z LIIRATRETH Y . EhaEFRICE T 5
FHRE M LT WATREMEDN B 5,
ARG 21T o7 6 DO N AHRERIZIVN T, LTI SRAERF 2,620 #i 0
25, 2,019 BINHELERHETH S 2mg OF 5252 1) 7=,

FAEMEZMHES (BHE) MBREEHE (AMD)

PUIFOT — X I3AFE G 2% 2B HEAMD B35 1,824 007 — X & KB L7z b
DTHY, 56 1,223 75 2 SO ZEHHOS HEEER (VIEW 1 KT VIEW 2) (23
W, 12 5 A2 72> T 2mg OG- %52 T T [FRARER(14.1) 2 Z R,

=1 FMABHE A HRICETH5ELEMER (1%LLL)

PUicE-
BIEF EYLEA (5=tx=7)
(N=1,824)
(N=595)
FENEEH 1. 25% 28%
AR 9% 9%
A 7% 7%
[EEmadl 6% 6%
iR 6% 7%
ARE b5 5% 7%
FE N 1. 4% 8%
AP A 4% 5%
WA e SR bR B 3% 3%
e g IRE 2T 3% 3%
AR D FL4) 5% 3% 4%
PR 3% 1%
FE 2% 2%
AR PN i 2% 3%
HEE e R 1 R SfL 2% 1%
VESRHEE H 1, 1% 2%
AR i Vo7 e 1% 2%
14 N i 1% 1%

ARBNOIEE 22 T T2 BE D 1%A I EIUCR N EERBEIER & LT, MR
B MERZIEL, R OMRBNRRE SN TWD, F£7-. BBUED %A O BHE TR
LYY Wi
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WAL ERIRBAZAE (CRVO) 12445 B iE
AT —#1%, 2 >0 " EikcBiRER (COPERNICUS M OF GALILEO) (2480

TAA 2mg ¢ 5-% 6 # AR5 72 CRVO 12 5 HBLFIERE 218 Bl T — X % X
U726 D Th D [ERRRER(14.2) 2 2 /],
2 CRVORHERICHE(THELEERA (1%LLE)

EYLEA pay:icd
Bt (N=218) (N=142)
A9 13% 5%
B 1. 12% 11%
IRJE F 5 8% 6%
APERD A 5% 4%
IR 5% 1%
FE N 1. 5% 3%
AR D B 1% 3% 5%
RN 3% 4%
PR 3% 4%
e g IRE 2T 3% 1%
T 1% <1%
AR PN i 1% 1%

KA DPe b % 5 1T TR D 1% AW ENCHASNDEITE- L LT, AWEE, IR
MR, AOMTEAE, MERRRAL, IREUE N CIRAR G ST D,

WERIRHBEZIE (DME)

UTFOTF—21%, 2 50O "o e (VIVID & O VISTA) (2380 TAH 2mg
$e 5% 52 WICHT > TEIJ 72 DME BE S8 BIOT — X 2K L=t D TH D
[ ER(14.3) % 2 ],

= 3 : DME HERICH (T HELEIMEAR (1%LLE)

EYLEA Poy:icd
BIER (N=578) (N=287)
B 1. 28% 17%
AR 9% 6%
Sl 8% 9%
[ ERASEalL] 6% 3%
AIEOD A 5% 3%
IR 5 5% 3%
it B Fe 1, 5% 6%
fild R R 3% 3%
AR > FL4) % 3% 3%
PR 3% 2%
T 2% 2%
AR PN 2% <1%
SR 2% <1%

ARFNDIEHR 2 52 T T2 BB D 1% AR AR ONDEIEM & LT, MEUE, IR
PRI, TR, MERRIEE, TESERAL i ORI AL S s ST D,
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6.3 SR

ETCOWMA L X B LR, ARBNR LSEREAE U D TR S 5, A
A OGP M 2 MFRUEHT & 0 BRET L7c, IR 7 — 213, S IEIcs N T
AFNTK LHURBGME & 270 SN2 BEORIG Z K LT\ D, RIS ORI,
3 2 WIE DRKEE J O L W T A OB T Yo T IVREED 2 A I 7
DRI, ROERRBICRE SRBELZT 2720 AENTIH 2 Hik & £ O,
IZXFT D HUADRBLOLBITRAR A < BENR B D,

B AMD, CRVO KO DME BRIV T, ARAN® 2 85/l O 505 SOt ==
T, R TOEEGHTH 1%~3%Th T, E7oAFEKE 52 A (B AMD) |
2478 H (CRVO) XX 52 #H (DME) 2B\ THREOEIG THAD L S
2o WTNORBIZE W T HRESISMEDOFEIZ DD b, BER TOLEM K
UHIIE R IT 2o T,

8 KEReRHA~DOERE

8.1 TR
JRIRSERREE 348 C : WER L7 v W OIRETRRMNC, 77 U~ vk~ | 3mgkg 2L
&3 HZLICEIRN&E S, X 0.1mg/kell EE 6 H Z LIk PG Lz E &,
IR - BRIREMED R b, - BBRA~OFEER & L TOEREGEEEAROBEM, &
O (FIE) 2, fi~v=7, R~ L =7 RS, NER, KR, B
TP, oM. MREE, O - FEMEREER EORIEHFE. S OIEEA
% (BFHE. Md o R OrE oflia. BEIMES X OEEBE., ~Eagt) B3
Hivlz, T o ORBRICE T 2 BT 5 EEMERE (NOAEL) (X 3mgkg Th
ST, UYFIZT 7V 7 kb Lt &, TXTOHETHEFEENGRD
SV MR EIZ%I9 5 NOAEL 13 0.1mg/kg Aiiii Td o 7=, 7 FITHRARH & 0. 1mg/kg
ARG LIS G0 gEGERE (AUC) X, BEK T 2mg ARG L 7Rk
TEOKM 10fFTh o7,
I D o ICE B S RIS RT LTI, AR
RIR~ofakattz LRI S GEICOMER SN D Z &,

8.3 I
T7 VT R RORAABITT 500 E 20 IEARATH D, FERDOZL M
b MEAFASBITL TS Z &b, BARERASOMBRMETPRTE 20, L
el o> T, WILFOLZMEITKT D AFI O GITHELE I 2y, =ALFIEH 50T
IR F IR DOBRIUZOW T, UK 2 AKFN OB EZBE L THrsh b 2
L

11/ 21



84 /MR
NIRRT B M K O M XN, S AU TV R0,

8.5 EE
MR Tl ARG E AR SN BE DK 76% (1,996/2,610 f5il) 73
65 melh . K9 47% (1,229/2,610 51) 375 LA ETH -7, 2D ORBRITE D
T, FlpD LA D ARMER OVZ MO ZRITRD iR oTz,

11 FHRE - IR

AFN (T 7Vt M) L & b VEGF AR 1 L2 OMfas AL & | IgGl @
Fc RAA VICREA LT A B TH Y . B TR G RIS S iz S iRMEik <
bbb, T7VNET MITZABEEDS 8D 97kDa O _BRHE-/AVHE T, By TED
15%\ZAHY T 25N 2 5 0 5 Loy 18X 115kDa (2785, £727 7 U~ ~ME
BIR TR X T v A =— AN LA Z —IRMlE (CHO #ifd) ZHAWTihEIns,

RN, BEE D M) SR A OKER T, RAAIIEH ST 67, HEks
FHOH T ABNA TAFEINTND, 1 [BAOFE5EIX 0.05mL (50uL) THD, (1 XA
TV OPREETL 40mg/mL, W E LTV VEET R U o A0 10mM, LT R U A0
40mM, KU Y _— |k 20 M 0.03%, >3 BN S%EENTEY, pH 1362 THD)

12 BRREH

12.1 fERHF
A& N EHEGEIRF A (VEGF-A) K OR#RH5ER 1~ (PIGF) 1148 4 [Kf VEGF
77 IV —DAN=THY  NWEMRORGE, Akt M489, VEGF
XN ECR 12 % % VEGFR-1 & O VEGFR-2 £\ 2 DOZREMF 1o
X F—F &N LU TEMT %, VEGFR-1 I3 MER EIZ & 777E L, PIGF X2 D
VEGFR-1 lZDOA%EAT 5, VEGF-AIZL D I HZ RO LIC LY, mEH
AR OMEFZEDBEL D,

7 7 Uyt 7 ME VEGF-A XN PIGF ICHEE T A AIIAMET 24 S/ I8 TH Y | 6
7 7 2 —® VEGF ZBE~DOHEE K ONEHEZLET 5,

122 EhH%
FAEMEZMES (BHE) MBREEHE (AMD)
ERARBRICI VT, 52 B H OFRBISFEIM: 2 R T IREFHIRIEMIZ, ~—2 T 1~
EHE U TR TORECRBRIZSE L2, 2O T — X 1R OREIZIT A
W BV Do T [ERIREER(14.1) 2 S M,
W LDEHIREAZEAE (CRVO) I2RE S B E
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COPERNICUS } ) GALILEO SRBRIZIHB T, 24 3 B O EEE I _R— R T 1 >
L LT LA, ZOEFNT — X I XREOIREIZITHW SN o 7
[ A R BR(14.2) 2 B ],

WERRHBZIE (DME)

VIVID KUY VISTA FRERIZIUN T, 52 1 H OFEHMARRIZ N — R T A L bl LT
B LTed, ORI T — X IR OWREITITA W v d o T [Ei AR HER
(143)2 2],

12.3 EyEhRe
AR XRS5 Z L2 X0 (RICBWTRFTICER 7 5. 2 15 AMD,
CRVO X3 DME & ICAF i ERNE G Lo L & ZO—HITIRE OWNE M
VEGF EfEG L ANEMAL LT 7V~ vt~ CTh D VEGF EEKREKT D,
T 7V SRR ERIPICETT S & EERT 7 U~ (VEGF
EIERER) KON PEERT 2 WNIKIN VEGF & L0 %E L= ARNER (77 )~k
7k 1 VEGF #HAEMWER) &leo TIIENICFEET 5,

R - 231

B8 AMD, CRVO XX DME B#FIZAH] 27 7V~ &7 hE LT 2mg/lR,
TR G Lz & & R T 7 )~ Lt 7 NI 5% 1~3 H BICH e g
R (Cmax) (23T 5, Cmax OFEMEIZZILEI 0.02meg/mL (FiPH : 0~
0.054mcg/mL) . 0.05 mcg/mL (&PH : 0~0.081mcg/mL) K Y 0.03 meg/mL (il :
0~0.076meg/mL) Toh o7z, 5 2 HEZRITIT, SERE ClEh gy —
Vb7 NI S nhotz, 704 BT EICRERS LEZSGAE LT 7 U
N7 MRMETICER SRR ol KR 277 Vvt & LT 2mg i
TR G L= & & o, WEER T 7 V) ~Lv 7 kO R M E O SEEEI, 4
HVE VEGF O R R GG A IS LB IR E D 100 730 1 RilIZ/2 5 LHEE S D,
77Uk MEIIRN (V) &EZ ORI 7 U~k 7 b O RAERIL.
6L LIRE STz,

R# - et

77V MIRERTZABE TH D EYREHZ DWW T OREBRIL I S 41T
W2, T 7 UL MR, EEF N E M VEGE &4 L7 AER A TEE O 324 E)
e = A BB RZ I LToREHC L0 PRt S5 &8 2 Hiv T b, i fEH iz
W7 7 )Xt N OFRFEIREE (11/2) 1X, 77V k7 bk 2~4mgkg %
RN G4, $95~6 HETh-oT-,

Y272 4ER
B pE b &
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B AMD ORFIRFRER TIT N T2 3EMENRED T 7 7 NV — TRHTIZ IV T (492

Bil) | PEERE D A3% N BHEREREE 2 LT Ay (R 120 i, FRAEEE 74 f,

HE 16 B) . 4 WL KO8 I L DGR T, M TR 5% o Mg ik
BT 7 )~k MEEICERIIRD b otz, £72 CRVO LU DME D
KR TH  FERORE RGO 72, B AMD, CRVO XX DME #&H DWW
MUICBWT S, BREEREORMIC L 2B G EOHEITAETH D,

13 FEERIREE

13.1 BARE - BRFE - £FEEREE
T 7 U9t 7 S O BFNESUTRIENE DA B OV T ORI I S T s
VN, HERED AEFERSRE ~DEEIZ OV T, U7 7 U~k 7k 3~30mg/kg %
1ERIFRT 6 » HElRE 59 2 FEERARER TR L 72, MED AEFE AR LE o LL
ZPE D BH H R ST A RANE, K OBEDRE 1T RE e O+ O IEE D 2 L2342 T D
G E LUV TR LI, & 5T, MEITIEFEEIE B REE K OEIP O %
IR O EEHEORD N A LN, 2 b OE T, 75 KOS & BR L
Tz, MEEMER (NOAEL) 134FE S Nehno 1o, TVITHIRE 5 & 3mg/kg % M
THRAERE Lol &, 2FRERE (AUC) 13K T 2mg M- EAEE LI-HE
#1500 (5 CTh oz, IRIFK TH%20EME £, BT T Tt Th o7z,

132 BEICRiT 52 BERD/ XIdFKE
PMZT 7 V7 R a2 T damg/iRO B TH T ENES L-FE, st 0
R ERZIZONS AR ONEIE DGR BTz, Tz EiT 2 EEMERE (NOAEL) 1%
0.5mg/lR T, &HEFERE (AUC) FEKRTT 7Vt b 2mg % - IEKN&EE
L7556 572 o T, BREABR TIXFRE DR RITI & 307270 o T [BRARER(14)).

14 BRIR#AB

141 FHEMBELZHS BHED) NEREHEEME (AMD)

B AMD BEZ KRG & Uiz 2 DOMEL(, Zhiskdtn, T, 3R
RERIZEBNT, KEIOZ 2R OFNMEEZFHE L2, 246 238k (VIEW 1 KO
VIEW 2) TG & O 2 E ORI 24 52 1) 72 B8 1 2,412 i CRFI# 51X 1,817 #i)
Tholz, FRRICEBNWT, BEIIUTD 4509 b TN OFRE5EIT1:1:1 -
1 OFIGCTHEEZBICE AT o D)AS 2mg & 1 v H Z L1083 [Bl#EE L,
ZO®%IT8 W LG (2Q8) ; 2)AKI 2mg & 4 L2 E (2Q4) ; 3)AHA
0.5mg # 4 W Z L \2HE (0.5Q4) ;)7 =EAX~7 05mg x4 W LicHE
(RO.5Q4) ., HBRAT OFHNIE 49~99 i, T 76 W TH o7,
WTHORBRICENT S, FEARAMERMGE B X 52 BB ICH I ZHERF LT\
BEOEIG L L, 22T MANOMERE L1k, X"—R T4 v & L TH DK
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TS LCFREOGAE Lz, 7—X1L52 B £ T2 AF L7, 2Q8 BEL TN 2Q4
BT, RO.5Q4 Bf & FEIRMIIZ RIS DA hIEN R S iz,
VIEW 1 KR VIEW 2 OFE7eibTiE R 2 LL T OF 4 O 8 12R-T,

&4 VIEW 1 RUVIEW 2 FRHERICH (5 52 BEOAMERER (LOCF EIZEL S -
RADFEHTER)

VIEW1 VIEW2
EYLEA EYLEA Ranibizumab EYLEA EYLEA Ranibizumab
2 mg Q8* 2 mg Q4 0.5 mg Q4 2 mg Q8* 2 mg Q4 0.5 mg Q4
K D AT ek G4 N=301 N=304 N=304 N= 306 N=309 N=291
APEORR
W EMERE LT BE O 94% 95% 94% 95% 95% 95%
EA (%) (BCVA 227 T 15 0F
ESEA21:)
REMIZZ® (%) 0.6 13 0.6 03
(95.1%CI) (-3.2,4.4) (-2.4,5.0) (-2.9,4.0) (-4.0,33)
ETDRS XFAa 72 L5 7.9 10.9 8.1 8.9 7.6 9.4
R—ZF A 150D BCVA T ZEAL
i
BN BT O 0.3 32 0.9 2.0
(95.1%CI) (-2.0,2.5) (0.9,5.4) (-3.1,1.3) (-4.1,02)
N—R T A DB 15 CFLL RN 92 114 94 96 91 99
U= gRE S (%) (31%) (38%) (31%) (31%) (29%) (34%)
FERIZE® (%) 0.4 6.6 2.6 4.6
(95.1%CI) (-7.7,7.0) (-1.0, 14.1) (-10.2,4.9) (-12.1,2.9)

BCVA : fxmFEIERLY) ; Cl: {S#HX [ ; ETDRS : Early Treatment Diabetic Retinopathy Study CH /R 8 IEE
BRI AER) ; LOCF : Last Observation Carried Forward (f&iEli 2 = 7 L 4658, 7=72L, _"—2X T
A MEIZ L AMTEITATDRY) 5 95 1% EEXK ML, BRI E SN - LM E S E L b o,

a B3 [HiL 4 B E oS

b ARG —T = X~7 B
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(letters)

Mean Change in Visual Acuity

4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

15 ¢= VIEW 2
@ +9.4
5 +89
£ +7.6

Mean Change in Visual Acuity

4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

_.,_[YLEA 2mg Q8 weeks +EYLEA 2mg Q4 weeks
_O_R.lmhl)\mmh 0.5mg Q4 weeks

8:VIEW1 RUVIEW 2 HERICHITHIR—R S h 5 52 BEETD
FHRNEL
14.2 WP LEBIREAZEIE (CRVO) (ZHE S EBERE
CRVO (21 9 EHFRIERE 2648 & LTz 2 SO MEE(EL (L — ik Sham i FRFERIZ
BWTARH OV O %02 55 L 7=, 2 385k (COPERNICUS % O GALILEO)
THG K O RPER ] 2 52 1) 7= BRE 13 358 151 (KHI 217 15) Th - 7=, 4RBRICH
W, BEIEIAH 2med 11 2 & (2Q4) XX Sham &5 (RHREE) OWFHNORE
12, 3: 2 DEIGTERELIZHVHT o, TREN4E T LICEH 6 BlokE %%
F 7z, WEERE OEENT 22~89 1%, 64 TH -T2,
MERBRIC 31T 2 A 2MED EEFHE H 1L, N—R T A & il LT BCVA T 15 X
FU RN SE LB OEIE Th oz, 24 B O FEFHMEEH X, 2Q4 B %)
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Eylea 40 mg/ml solution for injection in pre-filled syringe

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ml solution for injection contains 40 mg aflibercept®.

One pre-filled syringe contains 90 microlitres, equivalent to 3.6 mg aflibercept. This provides a usable
amount to deliver a single dose of 50 microlitres containing 2 mg aflibercept.

*Fusion protein consisting of portions of human VEGF (Vascular Endothelial Growth Factor)
receptors 1 and 2 extracellular domains fused to the Fc portion of human IgG1 and produced in

Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection)

The solution is a clear, colourless to pale yellow and iso-osmotic solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Eylea is indicated for adults for the treatment of
e neovascular (wet) age-related macular degeneration (AMD) (see section 5.1),
e visual impairment due to macular oedema secondary to central retinal vein occlusion (CRVO)
(see section 5.1),
e visual impairment due to diabetic macular oedema (DME) (see section 5.1).

4.2 Posology and method of administration
Eylea is for intravitreal injection only.

Eylea must only be administered by a qualified physician experienced in administering intravitreal
injections.

Posology
wet AMD
The recommended dose for Eylea is 2 mg aflibercept, equivalent to 50 microlitres.

Eylea treatment is initiated with one injection per month for three consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.



After the first 12 months of treatment with Eylea, the treatment interval may be extended based on
visual and anatomic outcomes. In this case the schedule for monitoring should be determined by the
treating physician and may be more frequent than the schedule of injections.

Macular Oedema secondary to CRVO
The recommended dose for Eylea is 2 mg aflibercept equivalent to 50 microlitres.
After the initial injection, treatment is given monthly. The interval between two doses should not be

shorter than one month.

If there is no improvement in visual and anatomic outcomes over the course of the first three
injections, continued treatment is not recommended.

Monthly treatment continues until visual and anatomic outcomes are stable for three monthly
assessments. Thereafter the need for continued treatment should be reconsidered.

If necessary, treatment may be continued with gradually increasing treatment intervals to maintain a
stable visual and anatomic outcome. If treatment has been discontinued, visual and anatomic outcomes
should be monitored and treatment should be resumed if these deteriorate.

Usually, monitoring should be done at the injection visits. During treatment interval extension through
to completion of therapy, the monitoring schedule should be determined by the treating physician
based on the individual patient’s response and may be more frequent than the schedule of injections.
Diabetic Macular Oedema

The recommended dose for Eylea is 2 mg aflibercept equivalent to 50 microlitres.

Eylea treatment is initiated with one injection per month for five consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.

After the first 12 months of treatment with Eylea, the treatment interval may be extended based on
visual and anatomic outcomes. The schedule for monitoring should be determined by the treating

physician.

If visual and anatomic outcomes indicate that the patient is not benefiting from continued treatment,
Eylea should be discontinued.

Special populations

Hepatic and/or renal impairment
No specific studies in patients with hepatic and/or renal impairment have been conducted with Eylea.

Available data do not suggest a need for a dose adjustment with Eylea in these patients (see
section 5.2).

Elderly population
No special considerations are needed. There is limited experience in patients older than 75 years with
DME.

Paediatric population
Safety and efficacy have not been established in children and adolescents. There is no relevant use of
Eylea in the paediatric population in the indications wet AMD, CRVO and DME.



Method of administration

Intravitreal injections must be carried out according to medical standards and applicable guidelines by
a qualified physician experienced in administering intravitreal injections. In general, adequate
anaesthesia and asepsis, including topical broad spectrum microbicide (e.g. povidone iodine applied to
the periocular skin, eyelid and ocular surface), have to be ensured. Surgical hand disinfection, sterile
gloves, a sterile drape, and a sterile eyelid speculum (or equivalent) are recommended.

The injection needle should be inserted 3.5-4.0 mm posterior to the limbus into the vitreous cavity,
avoiding the horizontal meridian and aiming towards the centre of the globe. The injection volume of
0.05 ml is then delivered; a different scleral site should be used for subsequent injections.

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, sterile equipment for paracentesis should be available.

Following intravitreal injection patients should be instructed to report any symptoms suggestive of
endophthalmitis (e.g. eye pain, redness of the eye, photophobia, blurring of vision) without delay.

Each pre-filled syringe should only be used for the treatment of a single eye.

The pre-filled syringe contains more than the recommended dose of 2 mg aflibercept. The extractable
volume of the syringe (90 microlitres) is not to be used in total. The excess volume should be expelled
before injecting.

Injecting the entire volume of the prefilled syringe could result in overdose. To expel the air bubble
along with excess medicinal product, slowly depress the plunger to align the cylindrical base of the
dome plunger with the black dosing line on the syringe (equivalent to 50 microlitres i.e. 2 mg
aflibercept).

After injection any unused product must be discarded.

For handling of the medicinal product, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance aflibercept or to any of the excipients listed in section 6.1.
Active or suspected ocular or periocular infection.

Active severe intraocular inflammation.

4.4 Special warnings and precautions for use

Endophthalmitis

Intravitreal injections, including those with aflibercept, have been associated with endophthalmitis
(see section 4.8). Proper aseptic injection techniques must always be used when administering Eylea.

Patients should be instructed to report any symptoms suggestive of endophthalmitis without delay, and
these should be managed appropriately.

Increase in intraocular pressure

Increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including
those with Eylea (see section 4.8). Special precaution is needed in patients with poorly controlled
glaucoma (do not inject Eylea while the intraocular pressure is > 30 mmHg). In all cases, both the
intraocular pressure and the perfusion of the optic nerve head must therefore be monitored and
managed appropriately.

Immunogenicity




As this is a therapeutic protein, there is a potential for immunogenicity with Eylea (see section 4.8).
Patients should be instructed to report any signs or symptoms of intraocular inflammation, e.g. pain,
photophobia, or redness, which may be a clinical sign attributable to hypersensitivity.

Systemic effects

Systemic adverse events including non-ocular haemorrhages and arterial thromboembolic events have
been reported following intravitreal injection of VEGF inhibitors and there is a theoretical risk that
these may relate to VEGF inhibition. There are limited data on safety in the treatment of patients with
CRVO or DME with a history of stroke or transient ischaemic attacks or myocardial infarction within
the last 6 months. Caution should be exercised when treating such patients.

Other
As with other intravitreal anti-VEGF treatments for AMD, CRVO and DME the following also
applies:

-The safety and efficacy of Eylea therapy administered to both eyes concurrently have not been
systematically studied (see section 5.1). If bilateral treatment is performed at the same time this
could lead to an increased systemic exposure, which could increase the risk of systemic adverse
events.

- Risk factors associated with the development of a retinal pigment epithelial tear after anti-
VEGEF therapy for wet AMD, include a large and/or high pigment epithelial retinal detachment.
When initiating Eylea therapy, caution should be used in patients with these risk factors for
retinal pigment epithelial tears.

- Treatment should be withheld in patients with rhegmatogenous retinal detachment or stage 3 or
4 macular holes.

- In the event of a retinal break the dose should be withheld and treatment should not be resumed
until the break is adequately repaired.

- The dose should be withheld and treatment should not be resumed earlier than the next
scheduled treatment in the event of:

= adecrease in best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;

= asubretinal haemorrhage involving the centre of the fovea, or, if the size of the
haemorrhage is >50%, of the total lesion area.

- The dose should be withheld within the previous or next 28 days in the event of a performed or
planned intraocular surgery.

- Eylea should not be used in pregnancy unless the potential benefit outweighs the potential risk
to the foetus (see section 4.6).

- Women of childbearing potential have to use effective contraception during treatment and for at
least 3 months after the last intravitreal injection of aflibercept (see section 4.6).

- There is limited experience with treatment of patients with ischaemic, chronic CRVO. In
patients presenting with clinical signs of irreversible ischaemic visual function loss, the
treatment is not recommended.

Populations with limited data

There is only limited experience in the treatment of subjects with DME due to type I diabetes or in
diabetic patients with an HbAlc over 12% or with proliferative diabetic retinopathy.

Eylea has not been studied in patients with active systemic infections or in patients with concurrent
eye conditions such as retinal detachment or macular hole. There is also no experience of treatment
with Eylea in diabetic patients with uncontrolled hypertension. This lack of information should be
considered by the physician when treating such patients.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.



Adjunctive use of verteporfin photodynamic therapy (PDT) and Eylea has not been studied, therefore,
a safety profile is not established.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential have to use effective contraception during treatment and for at least
3 months after the last intravitreal injection of aflibercept (see section 4.4).

Pregnancy
There are no data on the use of aflibercept in pregnant women.

Studies in animals have shown embryo-foetal toxicity (see section 5.3).

Although the systemic exposure after ocular administration is very low, Eylea should not be used
during pregnancy unless the potential benefit outweighs the potential risk to the foetus.

Breastfeeding
It is unknown whether aflibercept is excreted in human milk. A risk to the breast-fed child cannot be

excluded.

Eylea is not recommended during breastfeeding. A decision must be made whether to discontinue
breastfeeding or to abstain from Eylea therapy taking into account the benefit of breastfeeding for the
child and the benefit of therapy for the woman.

Fertility

Results from animal studies with high systemic exposure indicate that aflibercept can impair male and
female fertility (see section 5.3). Such effects are not expected after ocular administration with very
low systemic exposure.

4.7 Effects on ability to drive and use machines

Injection with Eylea has a minor influence on the ability to drive and use machines due to possible
temporary visual disturbances associated either with the injection or the eye examination. Patients
should not drive or use machines until their visual function has recovered sufficiently.

4.8 Undesirable effects

Summary of the safety profile

A total of 2,799 patients constituted the safety population in the six phase III studies. Among those,
2,198 patients were treated with the recommended dose of 2 mg.

Serious adverse reactions related to the injection procedure have occurred in less than 1 in 2,600
intravitreal injections with Eylea and included cataract, retinal detachment, vitreous detachment,
endophthalmitis, and intraocular pressure increased (see section 4.4).

The most frequently observed adverse reactions (in at least 5% of patients treated with Eylea) were

conjunctival haemorrhage (25.3%), eye pain (10.2%), intraocular pressure increased (7.3%), vitreous
detachment (7.0%), vitreous floaters (6.9%) and cataract (6.9%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the six phase III studies in the
indications wet AMD, CRVO and DME with a reasonable possibility of causality to the injection
procedure or medicinal product.



The adverse reactions are listed by system organ class and frequency using the following convention:

Very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (= 1/10,000
to < 1/1,000)

Within each frequency grouping, adverse drug reactions are presented in order of decreasing
seriousness.

Table 1:  All treatment-emergent adverse drug reactions reported in patients in phase III studies

(pooled data of the phase III studies for the indications wet AMD, CRVO and DME)

System

Organ Very common | Common Uncommon Rare

Class

Immune Hypersensitivity***

system

disorders

Eye Conjunctival | Retinal pigment epithelium tear®, | Endophthalmitis**, | Vitritis

disorders | haemorrhage, | Detachment of the retinal Retinal detachment, | Hypopyon
Eye pain pigment epithelium, Retinal tear,

Retinal degeneration,

v ) " Iritis,

¢ .
1treous hacmorrhage, Uveitis,
Cataract, Iridocyclitis,

Cataract nuclear, Lenticular opacities,

Cataract subcapsular, Corneal epithelium

Cataract cortical, defect,

Corneal erosion, Injection site

Corneal abrasion, irritation,

Intraocular pressure increased, Abnormal sensation

Vision blurred, in eye,

Vitreous floaters, Eyelid irritation,

Corneal oedema, Anterior chamber
flare

Vitreous detachment,

Injection site pain,

Foreign body sensation in eyes,
Lacrimation increased,

Eyelid oedema,

Injection site haemorrhage,
Punctate keratitis,

Conjunctival hyperaemia,

Ocular hyperaemia

* Conditions known to be associated with wet AMD. Observed in the wet AMD studies only.
**  Culture positive and culture negative endophthalmitis

*** including allergic reactions
Description of selected adverse reactions
In the wet AMD phase III studies, there was an increased incidence of conjunctival haemorrhage in

patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.



Arterial thromboembolic events (ATEs) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events following intravitreal use of
VEGF inhibitors.

ATEs, as defined by Antiplatelet Trialists’ Collaboration (APTC) criteria, include nonfatal myocardial
infarction, nonfatal stroke, or vascular death (including deaths of unknown cause).

The incidence of ATEs in the phase III wet AMD studies (VIEW1 and VIEW?2) during the 96 weeks
study duration was 3.3% (60 out of 1,824) in the combined group of patients treated with Eylea
compared to 3.2% (19 out of 595) in patients treated with ranibizumab (see section 5.1).

The incidence of ATEs in the phase III CRVO studies (GALILEO and COPERNICUS) during the
76/100 weeks study duration was 0.6% (2 out of 317) in patients treated with at least one dose of
Eylea compared to 1.4% (2 out of 142) in the group of patients receiving only sham treatment (see
section 5.1).

The incidence of ATEs in the phase IIl DME studies (VISTAPME and VIVIDPMF) during the 52 weeks
study duration was 3.3% (19 out of 578) in the combined group of patients treated with Eylea
compared with 2.8% (8 out of 287) in the control group (laser) (see section 5.1).

As with all therapeutic proteins, there is a potential for immunogenicity with Eylea.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials, doses of up to 4 mg in monthly intervals have been used and isolated cases of
overdoses with 8§ mg occurred.

Overdosing with increased injection volume may increase intraocular pressure. Therefore, in case of
overdose, intraocular pressure should be monitored and if deemed necessary by the treating physician,
adequate treatment should be initiated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals / Antineovascularisation agents
ATC code: SO1LAOS

Aflibercept is a recombinant fusion protein consisting of portions of human VEGF receptor 1 and 2
extracellular domains fused to the Fc portion of human IgG1.

Aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.
Aflibercept acts as a soluble decoy receptor that binds VEGF-A and PIGF with higher affinity than

their natural receptors, and thereby can inhibit the binding and activation of these cognate VEGF
receptors.



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 potent 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. Excessive activation of these receptors by VEGF-A can result in
pathological neovascularisation and excessive vascular permeability. PIGF can synergize with VEGF-
A in these processes, and is also known to promote leucocyte infiltration and vascular inflammation.

Pharmacodynamic effects

wet AMD

Wet AMD is characterised by pathological choroidal neovascularisation (CNV). Leakage of blood and
fluid from CNV may cause retinal thickening or oedema and/or sub-/intra-retinal haemorrhage,
resulting in loss of visual acuity.

In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), retinal thickness decreased soon after treatment initiation, and the mean
CNV lesion size was reduced, consistent with the results seen with ranibizumab 0.5 mg every month.

In the VIEW1 study there were mean decreases in retinal thickness on optical coherence tomography
(OCT) (-130 and -129 microns at week 52 for the Eylea 2 mg every two months and ranibizumab
0.5 mg every month study groups, respectively). Also at the 52 week time point, in the VIEW2 study
there were mean decreases in retinal thickness on OCT (-149 and -139 microns for the Eylea 2 mg
every two months and ranibizumab 0.5 mg every month study groups, respectively).

The reduction of CNV size and reduction in retinal thickness were generally maintained in the second
year of the studies.

Macular Oedema secondary to CRVO

In CRVO, retinal ischaemia occurs and signals the release of VEGF which in turn destabilises the tight
junctions and promotes endothelial cell proliferation. Up-regulation of VEGF is associated with the
breakdown of the blood retina barrier and this increased vascular permeability results in retinal
oedema, stimulation of endothelial cell growth and neovascularisation.

In patients treated with Eylea (one injection every month for six months), there was consistent, rapid
and robust response in morphology (central retinal thickness [CRT] as assessed by OCT).
Improvements in mean CRT were maintained through week 24.

Retinal thickness on OCT at week 24 compared to baseline was a secondary efficacy variable in both
the COPERNICUS and GALILEO studies. In both studies, the mean change in CRT from baseline to
week 24 was statistically significant favouring Eylea.



Table 2:  Pharmacodynamic parameter at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF) in COPERNICUS and GALILEO studies

COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
gﬁiiﬁes Control |Eylea Control© [Eylea Control P |Eylea® Control |Eylea Control |Eylea Control® |Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg

(N=65) |(N=112) | (N=65) |[(N=112) | (N=65) |[N=112) |(N=67) |(N=103) [(N=67) |[N=103) [(N=67) |[(N=103)

Mean change

in retinal -145 457 382 413 2343 -390 -169 -449 219 424 -306 -389
thickness

from baseline

L45 (44
1312 128 1239 L167

-142.53) (-286, -193) -217,-118)

Difference in
LS mean”-B>)

(95% CI) (-389, -234) -121, 64) (-99, 10)

p-value p <0.0001 p = 0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122

A

=

Difference is Eylea 2 mg Q4 minus control

B) LS: Least square mean difference and confidence interval (CI) based on an ANCOVA model with baseline value as covariate and factors treatment group, region (America vs. rest
of the world for COPERNICUS and Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and <20/200)

In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52; patients had visits every

4 weeks.

In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 96;
patients had mandatory quarterly visits but may have been seen as frequently as every 4 weeks if necessary.

B In GALILEO study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis every 8 weeks starting from Week 52 to Week 68; patients had
mandatory visits every 8 weeks.

C

NS

D
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Diabetic macular oedema

Diabetic macular oedema is characterised by increased vasopermeability and damage to the retinal
capillaries which may result in loss of visual acuity.

In patients treated with Eylea, rapid and robust response in morphology (central retinal thickness
[CRT]) as assessed by OCT was seen soon after treatment initiation. The mean change in CRT from
baseline to week 52 was statistically significant favoring Eylea.

In the VIVID-DME study there were mean decreases in retinal thickness on optical coherence
tomography (OCT) (-192.4 and -66.2 microns at week 52 for the Eylea 2Q8 and laser group,
respectively). Also at the 52 week time point, in the VISTA-DME study there were mean decreases in
retinal thickness on OCT (-183.1 and -73.3 microns for the Eylea 2Q8 and laser group, respectively).

Clinical efficacy and safety

wet AMD

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with wet AMD. A total of 2,412 patients were treated and
evaluable for efficacy (1,817 with Eylea) in the two studies (VIEW1 and VIEW2). In each study,
patients were randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing regimens:

1) Eylea administered at 2 mg every 8 weeks following 3 initial monthly doses (Eylea 2Q8);
2) Eylea administered at 2 mg every 4 weeks (Eylea 2Q4);

3) Eylea administered at 0.5 mg every 4 weeks (Eylea 0.5Q4); and

4) ranibizumab administered at 0.5 mg every 4 weeks (ranibizumab 0.5Q4).

Patient ages ranged from 49 to 99 years with a mean of 76 years.

In the second year of the studies, patients continued to receive the dosage strength to which they were
initially randomised but on a modified dosing schedule guided by assessment of visual and anatomic
outcomes with a protocol-defined maximum dosing interval of 12 weeks.

In both studies, the primary efficacy endpoint was the proportion of patients in the Per Protocol Set
who maintained vision, defined as losing fewer than 15 letters of visual acuity at week 52 compared to
baseline.

In the VIEW1 study, at week 52, 95.1% of patients in the Eylea 2Q8 treatment group maintained
vision compared to 94.4% patients in the ranibizumab 0.5Q4 group. Eylea treatment was shown to be
non-inferior and clinically equivalent to the ranibizumab 0.5Q4 group.

In the VIEW2 study, at week 52, 95.6% of patients in the Eylea 2Q8 treatment group maintained
vision compared to 94.4% patients in the ranibizumab 0.5Q4 group. Eylea treatment was shown to be

non-inferior and clinically equivalent to the ranibizumab 0.5Q4 group.

Detailed results from the combined analysis of both studies are shown in the Table 3 and Figure 1
below.
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Table 3: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the
VIEW1 and VIEW2 studies®

Efficacy Outcome Eylea 2Q8 " Ranibizumab 0.5Q4
(Eylea 2 mg every 8 weeks (ranibizumab 0.5 mg every
following 3 initial monthly 4 weeks)

doses)
(N =0607) (N =595)
Week 52 Week 969 Week 52 Week 969

Mean number of injections 76 112 123 (6.5

from baseline

Mean number of injections

during second year (Week 4.2 4.7

52 to 96)

Proportion of patients with

2“?5&‘“;:3(;1:“21;%“3\3; A | 95:33% 92.42% 94.42%®) 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%

(95% CD)® (-1.7,3.5)P (-2.3,3.8)P

Mean change in BCVA as

measured by ETDRS# | 8.40 7.62 8.74 7.89

letter score from baseline

Difference in LS»

mean change (ETDRS -0.32 0.25

letters)c) (-1.87,1.23) (-1.98, 1.49)

(95% CI)®

Proportion of patients who

gained at least 15 letters of | 30.97% 33.44% 32.44% 31.60%

vision from baseline

Difference® -1.5% 1.8%

(95% CI)® (-6.8,3.8) (-3.5,7.1)

A) BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LS: Least square means derived from ANCOVA
B Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) for all analyses except proportion of
patients with maintained visual acuity at week 52 which is Per Protocol Set (PPS)
The difference is the value of the Eylea group minus the value of the ranibizumab group. A positive value
favours Eylea.
D) Confidence interval (CI) calculated by normal approximation
E) After treatment initiation with three monthly doses
P A confidence interval lying entirely above -10% indicates a non-inferiority of Eylea to ranibizumab
©® Beginning at week 52, all groups were treated using a modified quarterly treatment paradigm where patients
could be dosed as frequently as every 4 weeks but not less frequently than every 12 weeks based upon pre-
specified retreatment criteria

0)
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Figure 1. Mean Change in Visual Acuity
from Baseline to Week 96 for the Combined
Data from the View]1 and View2 Studies
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*) From Baseline to Week 52, Eylea was dosed every 8 weeks following 3 initial monthly doses. From Baseline
to Week 52, ranibizumab 0.5 mg was dosed every 4 weeks. Beginning at Week 52, all groups were treated using
a modified quarterly treatment paradigm where patients could be dosed as frequently as every 4 weeks but not
less frequently than every 12 weeks based upon pre-specified retreatment criteria.

The proportion of patients at week 96 gaining at least 15 letters from baseline was 33.44% in the
Eylea 2Q8 group, and 31.60% in the ranibizumab 0.5Q4 group.

In combined data analysis of the VIEW1 and VIEW2 studies, Eylea demonstrated clinically
meaningful changes from baseline in pre-specified secondary efficacy endpoint National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). The magnitude of these changes was similar to that
seen in published studies, which corresponded to a 15-letter gain in Best Corrected Visual Acuity
(BCVA).

No clinically meaningful differences were found between Eylea and the reference product
ranibizumab in changes of NEI VFQ-25 total score and subscales (near activities, distance activities,
and vision-specific dependency) at week 52 from baseline.

Decreases in mean CNV area were evident in all dose groups in both studies.

Efficacy results in all evaluable subgroups (e.g. age, gender, race, baseline visual acuity, lesion type,
lesion size) in each study and in the combined analysis were consistent with the results in the overall
populations.

In the second year of the studies, efficacy was generally maintained through the last assessment at
week 96.

In the second year of the studies, 2-4% of patients required all injections on a monthly basis, and a
third of patients required at least one injection with a treatment interval of only one month.

Elderly Population

In the clinical studies, approximately 89% (1,616/1,817) of the patients randomised to treatment with
Eylea were 65 years of age or older and approximately 63% (1,139/1,817) were 75 years of age or
older.

13



Macular Oedema secondary to CRVO

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
sham-controlled studies in patients with macular oedema secondary to CRVO. A total of 358 patients
were treated and evaluable for efficacy (217 with Eylea) in the two studies COPERNICUS and
GALILEO. In both studies, patients were randomly assigned in a 3:2 ratio to either 2 mg Eylea
administered every 4 weeks (2Q4) or the control group receiving sham injections every 4 weeks for a
total of 6 injections.

After 6 monthly injections, patients received treatment only if they met pre-specified retreatment
criteria, except for patients in the control group in the GALILEO study who continued to receive sham
(control to control) until week 52. Starting from this timepoint all patients were offered treatment if
they met pre-specified criteria.

Patient ages ranged from 22 to 89 years with a mean of 64 years.

In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 letters in BCVA at week 24 compared to baseline.

Change in visual acuity at week 24 compared to baseline was a secondary efficacy variable in both
COPERNICUS and GALILEO studies.

The difference between treatment groups was statistically significant in favour of Eylea in both
studies. In both pivotal studies the maximal improvement in visual acuity has been achieved at
month 3 with subsequent stabilisation of the effect on visual acuity and central retinal thickness until
month 6. The statistically significant difference was maintained through week 52.

Detailed results from the analysis of both studies are shown in the Table 4 and Figure 2 below.
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Table 4:  Efficacy outcomes at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF®) in COPERNICUS and GALILEO studies
COPERNICUS GALILEO
Efficacy Outcomes
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
Control | Eylea [Control®| Eylea [Control®P | Eylea® | Control | Eylea Control | Eylea | Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=73) IN=114) | N=T73) [N=114) | (N=73) |[N=114) | (N=68) [(N=103) | N=68)[(N=103) | (N=68) |((N=103)
Proportion of patients who gained
at least 15 letters in BCVA©® from 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
baseline
Weighted difference®® 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
(95% CI) (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3,42.6)
p-value b <0.0001 p = 0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
Mean change in BCVA as
measured by ETDRS letter (i?i?)) (};é) (13i81) (12'421) (11i57) (};'2) (13431) (}gg) (13881) (}g'g) (16i27) (ﬁ';)
score from baseline (SD) ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
Difference in LS mean®%P) 21.7 12.7 11.8 14.7 13.2 7.6
(95% CI) (17.4, 26.0) (7.7,17.7) (6.7, 17.0) (10.8, 18.7) (8.2, 18.2) 2.1,13.1)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070
A) Difference is Eylea 2 mg Q4 weeks minus control
B) Difference and confidence interval (CI) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
© BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward
SD: Standard deviation
LS: Least square means derived from ANCOVA
D) LS mean difference and confidence interval based on an ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
E) In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52; patients had visits every
4 weeks.
F) In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 96
patients had mandatory quarterly visits but may have been seen as frequently as every 4 weeks if necessary.
G)

15

In GALILEO study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis every 8 weeks starting from Week 52 to Week 68; patients had
mandatory visits every 8 weeks.




Figure 2:

Mean change from baseline to week 76/100 in visual acuity by treatment group for the

COPERNICUS and GALILEO studies (Full Analysis Set)
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The proportion of perfused patients in the Eylea group was high in the GALILEO study at baseline
89). Perfusion at week 24 primary endpoint was 91.8% (n = 89). The patients were largely
able to maintain their perfusion status until week 76 84.3%; (n = 75). The number of perfused patients
that started on sham was 79.4% (n = 54) at baseline. Perfusion at week 24 primary endpoint was
85.5% (n = 47). Patients in the sham group were switched to Eylea according to pre-specified criteria
at week 52, 83.7% (n = 41) were perfused at this time. The patients were able to maintain their

86.4%; (n=
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perfusion status until week 76, 84.0% (n = 42).
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The proportion of perfused patients in the Eylea group in the COPERNICUS study at baseline was
67.5% (n = 77). Perfusion at week 24 primary endpoint was 87.4%; (n = 90). After week 24, patients
in the Eylea group were treated according to pre-specified criteria. At week 100 76.8 % (n = 76) of
patients were perfused. The percentage of perfused patients that started on sham was 68.5% (n = 50) at
baseline. Perfusion at week 24 primary endpoint was 58.6% (n = 34). Patients in the sham arm were
eligible to receive Eylea from week 24. The proportion of perfused patients increased to 83.9%
(n=47) at week 52 and was largely maintained until week 100 78%; (n = 39).

The beneficial effect of Eylea treatment on visual function was similar in the baseline subgroups of
perfused and non-perfused patients.

In combined data analysis of the GALILEO and COPERNICUS studies, Eylea demonstrated clinically
meaningful changes from baseline in pre-specified secondary efficacy endpoint National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). The magnitude of these changes was similar to that
seen in published studies, which corresponded to a 15-letter gain in Best Corrected Visual Acuity
(BCVA).

Treatment effects in all evaluable subgroups (e.g. age, gender, race, baseline visual acuity, retinal
perfusion status, CRVO duration) in each study were in general consistent with the results in the

overall populations.

Elderly population

In the CRVO studies, approximately 52% (112/217) of the patients randomised to treatment with
Eylea were 65 years of age or older, and approximately 18% (38/217) were 75 years of age or older.

Diabetic Macular Oedema

The safety and efficacy of Eylea were assessed in two randomised, multi-center, double-masked,
active-controlled studies in patients with DME. A total of 862 randomised and treated patients were
evaluable for efficacy. Of those, 576 were randomised to the Eylea groups in two studies (VIVIDPME
and VISTAPME), In each study, patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing
regimens:

1) Eylea administered 2 mg every 8 weeks following 5 initial monthly injections (Eylea 2Q8);

2) Eylea administered 2 mg every 4 weeks (Eylea 2Q4); and

3) macular laser photocoagulation (active control).

Beginning at week 24, patients meeting a pre-specified threshold of vision loss were eligible to receive
additional treatment: patients in the Eylea groups could receive laser and patients in the laser group
could receive Eylea.

Patient ages ranged from 23 to 87 years with a mean of 63 years.

The majority of patients in both studies had Type II diabetes.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at Week
52 as measured by ETDRS letter score. Both Eylea 2Q8 and Eylea 2Q4 groups were shown to have
efficacy that was statistically significantly superior to the laser control group.

Detailed results from the analysis of the VIVIDPME and VISTAPME studies are shown in Table 5 and
Figure 3 below.

17



Table 5: Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIVIDPME and

VISTAPME Studies
Efficacy Outcomes | VIVIDPME VISTAPME
52 Weeks 52 Weeks
EYLEA EYLEA Active Control EYLEA EYLEA Active Control
2 mg Q8 A 2 mg Q4 (laser) 2 mg Q8 A 2 mg Q4 (laser)
(N = 135) (N =136) (N=132) (N =151) (N = 154) (N=154)
Mean change in
BCVA as measured
10.7 10.5 1.2 10.7 12.5 0.2
by ETDRS F letter
score from Baseline
Difference in LS
9.1 9.3 10.45 12.19
mean %67 63118) | (65,12.0) (17,132) | (9.4,15.0)
(97.5% CI) 311 5,12, 7,13, 4,15,
Proportion of
patients who gained
at least 15 letters in | 33% 32% 9% 31% 42% 8%
BCVA £ from
Baseline
Adjusted
) . 24% 23% 23% 34%
Difference >-CF
(13.5,34.9) | (12.6,33.9) (13.5,33.1) | (24.1,44.4)
(97.5% CI)

A After treatment initiation with 5 monthly injections

B LS mean and CI based on an ANCOVA model with baseline BCVA measurement as a covariate and a factor
for treatment group. Additionally, region (Europe/Australia vs. Japan) had been included as factor for
VIVIDPME and history of MI and/or CVA as a factor for VISTAPME),

€ Difference is Eylea group minus active control (laser) group

D Difference with confidence interval (CI) and statistical test is calculated using Mantel-Haenszel weighting
scheme adjusted by region (Europe/Australia vs. Japan) for VIVIDPME and medical history of MI or CVA for
VISTADPME

E BCVA: Best Corrected Visual AcuityETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward
LS: Least square means derived from ANCOVA
CI: Confidence interval
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Figure 3: Mean change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 52 in VIVIDPME and VISTAPME Studies

> 15 VIVID

=

(o]

<

= +10.7

2 __ 10 +105

> n

=

&2

s 5

i

W]

[t

8 +1.2

E O L 4 L b L L 4 L L 4 L ]

4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

= 15 VISTA

3

< +12.5

© +10.7

2 10

>V

£ 0

&%

S 5

e

v

c

D

= 0 +0.2

4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

— @ EYLEA2mgQ8weeks __4 EYLEA 2mg Q4 weeks
—o—Active Control (laser)

The VISTAPME second year outcomes are in line with the results from the primary and secondary
endpoints obtained at week 52.
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Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbAlc, baseline visual
acuity, prior anti-VEGF therapy) in each study and in the combined analysis were generally consistent
with the results in the overall populations.

In the VIVIDPME and VISTAPME studies, 36 (9%) and 197 (43%) patients received prior anti-VEGF
therapy, respectively, with a 3-month or longer washout period. Treatment effects in the subgroup of
patients who had previously been treated with a VEGF inhibitor prior to study participation were
similar to those seen in patients who were VEGF inhibitor naive prior to study participation.

Patients with bilateral disease were eligible to receive anti-VEGF treatment in their fellow eye if
determined to be necessary by the physician. In the VISTAPME study, 198 (65%) of Eylea patients
received bilateral Eylea injections; in the VIVIDPME study, 70 (26%) of Eylea patients received a
different anti-VEGF treatment in their fellow eye.

Elderly population

In the DME phase III studies, approximately 47% (268/576) of the patients randomised to treatment
with Eylea were 65 years of age or older, and approximately 9% (52/576) were 75 years of age or
older. Efficacy and safety outcomes were consistent with the outcomes of the overall population.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Eylea
in all subsets of the paediatric population in wet AMD, CRVO and DME (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Eylea is administered directly into the vitreous to exert local effects in the eye.

Absorption / Distribution

Aflibercept is slowly absorbed from the eye into the systemic circulation after intravitreal

administration and is predominately observed in the systemic circulation as an inactive, stable
complex with VEGF; however only “free aflibercept” is able to bind endogenous VEGF.

In a pharmacokinetic sub-study in 6 neovascular wAMD patients with frequent sampling, maximum
plasma concentrations of free aflibercept (systemic Cmax) Were low, with a mean of approximately
0.02 microgram/ml (range 0 to 0.054) within 1 to 3 days after a 2 mg intravitreal injection, and were
undetectable two weeks following dosage in almost all patients. Aflibercept does not accumulate in
the plasma when administered intravitreally every 4 weeks.

The mean maximum plasma concentration of free aflibercept is approximately 50 to 500 times below
the aflibercept concentration required to inhibit the biologic activity of systemic VEGF by 50% in
animal models, in which blood pressure changes were observed after circulating levels of free
aflibercept attained approximately 10 microgram/ml and returned to baseline when levels fell below
approximately 1 microgram/ml. 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 (2.91 microgram/ml) in a
study of healthy volunteers. Therefore, systemic pharmacodynamic effects such as blood pressure
changes are unlikely.

These pharmacokinetic results were confirmed in pharmacokinetic sub-studies in patients with CRVO
(mean Crax of free aflibercept in plasma 0.046 microgram/ml (range: 0 to 0.081 microgram/ml); and
in patients with DME (mean Cpax of free aflibercept in plasma 0.032 microgram/ml (range: 0 to 0.076
microgram/ml). After IVT injection, free plasma levels of aflibercept decline gradually to become
lower than the detection limits within one week.
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Elimination
As Eylea is a protein-based therapeutic, no metabolism studies have been conducted.

Free aflibercept binds VEGF to form a stable, inert complex. As with other large proteins, both free
and bound aflibercept are expected to be cleared by proteolytic catabolism.

Renal impairment
No special studies in patients with renal impairment have been conducted with Eylea.

Pharmacokinetic analysis of patients in the VIEW2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), revealed no differences with respect to plasma
concentrations of active drug after intravitreal administration every 4 or 8 weeks.

Similar results were seen in patients with CRVO in the GALILEO study and in patients with DME in
the VIVIDPME study.

5.3 Preclinical safety data

Effects in non-clinical studies on repeated dose toxicity were observed only at systemic exposures
considered substantially in excess of the maximum human exposure after intravitreal administration at
the intended clinical dose indicating little relevance to clinical use.

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at systemic exposures in excess of the maximum human
exposure. The systemic exposure based on Cmax and AUC for free aflibercept were approximately 200-
and 700-fold higher, respectively, when compared to corresponding values observed in humans after
an intravitreal dose of 2 mg. At the No Observed Adverse Effect Level (NOAEL) of 0.5 mg/eye in
monkeys the systemic exposure was 42- and 56-fold higher based on Ciax and AUC, respectively.

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.

An effect of aflibercept on intrauterine development was shown in embryo-foetal development studies
in pregnant rabbits with intravenous (3 to 60 mg/kg) as well as subcutaneous (0.1 to 1 mg/kg)
administration. The maternal NOAEL was at the dose of 3 mg/kg or 1 mg/kg, respectively. A
developmental NOAEL was not identified. At the 0.1 mg/kg dose, the systemic exposures based on
Cmax and cumulative AUC for free aflibercept were approximately 17- and 10-fold higher,
respectively, when compared to corresponding values observed in humans after an intravitreal dose of
2 mg.

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. Based on Crax and AUC for free aflibercept
observed at the 3 mg/kg intravenous dose, the systemic exposures were approximately 4,900-fold and
1,500-fold higher, respectively, than the exposure observed in humans after an intravitreal dose of
2 mg. All changes were reversible.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Polysorbate 20

Sodium dihydrogen phosphate, monohydrate (for pH adjustment)
Disodium hydrogen phosphate, heptahydrate (for pH adjustment)
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Sodium chloride
Sucrose
Water for injection

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

2 years

6.4 Special precautions for storage
Store in a refrigerator (2°C to 8°C).

Do not freeze.

Keep the pre-filled syringe in its blister and in the outer carton in order to protect from light.

Prior to usage, the unopened blister of Eylea may be kept at room temperature (below 25°C) for up to
24 hours. After opening the blister, proceed under aseptic conditions.

6.5 Nature and contents of container

90 microlitres of solution in pre-filled syringe (type I glass) marked with a black dosing line, with a
plunger stopper (elastomeric rubber) and a Luer lock adaptor with a tip cap (elastomeric rubber). Pack
size of 1.

6.6  Special precautions for disposal and other handling

The pre-filled syringe is for single use only.
Do not open sterile pre-filled blister outside the clean administration room.

Since the pre-filled syringe contains more volume (90 microlitres) than the recommended dose
(50 microlitres), a part of the volume contained in the syringe has to be discarded prior to the
administration.

The solution should be inspected visually for any foreign particulate matter and/or discolouration or

any variation in physical appearance prior to administration. In the event of either being observed,
discard the medicinal product.

For the intravitreal injection, a 30 G x % inch injection needle should be used.

Instructions for use of pre-filled syringe:

1.  When ready to administer Eylea, open the carton and remove the sterilised blister. Carefully peel open
the blister ensuring the sterility of its contents. Keep the syringe in the sterile tray until you are ready
for assembly.

2. Using aseptic technique, remove the syringe from the sterilised blister.
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To remove the syringe cap, hold the syringe in one hand
while using the other hand to grasp the syringe cap with
the thumb and fore finger. Please note: Snap off (do not
turn or twist) the syringe cap.

To avoid compromising the sterility of the product, do not pul
Using aseptic technique, firmly twist the injection needle
onto the Luer-lock syringe tip.

1 back on the plunger.

Remove the plastic needle shield.

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.
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8. To eliminate all bubbles and to expel excess medicinal product, slowly depress the plunger to align
the cylindrical base of the dome plunger with the black dosing line on the syringe (equivalent to
50 microlitres).

expelling air bubbles

Solution after
and excess drug

Dome Plunger

[
i)

Air Bubble

Dome Plunger|
Edge

Solution

Dosing Line

9.  The pre-filled syringe is for single use only.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Bayer Pharma AG

D-13342 Berlin

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/797/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Eylea 40 mg/ml solution for injection in a vial.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 ml solution for injection contains 40 mg aflibercept*.

Each vial contains 100 microlitres, equivalent to 4 mg aflibercept. This provides a usable amount to
deliver a single dose of 50 microlitres containing 2 mg aflibercept.

*Fusion protein consisting of portions of human VEGF (Vascular Endothelial Growth Factor)
receptors 1 and 2 extracellular domains fused to the Fc portion of human IgG1 and produced in

Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection)

The solution is a clear, colourless to pale yellow and iso-osmotic solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Eylea is indicated for adults for the treatment of
e neovascular (wet) age-related macular degeneration (AMD) (see section 5.1),
e visual impairment due to macular oedema secondary to central retinal vein occlusion (CRVO)
(see section 5.1),
e visual impairment due to diabetic macular oedema (DME) (see section 5.1).

4.2 Posology and method of administration
Eylea is for intravitreal injection only.

Eylea must only be administered by a qualified physician experienced in administering intravitreal
injections.

Posology
wet AMD

The recommended dose for Eylea is 2 mg aflibercept, equivalent to 50 microlitres.
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Eylea treatment is initiated with one injection per month for three consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.

After the first 12 months of treatment with Eylea, the treatment interval may be extended based on
visual and anatomic outcomes. In this case the schedule for monitoring should be determined by the
treating physician and may be more frequent than the schedule of injections.

Macular Oedema secondary to CRVO

The recommended dose for Eylea is 2 mg aflibercept equivalent to 50 microlitres.

After the initial injection, treatment is given monthly. The interval between two doses should not be
shorter than one month.

If there is no improvement in visual and anatomic outcomes over the course of the first three
injections, continued treatment is not recommended.

Monthly treatment continues until visual and anatomic outcomes are stable for three monthly
assessments. Thereafter the need for continued treatment should be reconsidered.

If necessary, treatment may be continued with gradually increasing treatment intervals to maintain a
stable visual and anatomic outcome. If treatment has been discontinued, visual and anatomic outcomes
should be monitored and treatment should be resumed if these deteriorate.

Usually, monitoring should be done at the injection visits. During treatment interval extension through

to completion of therapy, the monitoring schedule should be determined by the treating physician
based on the individual patient’s response and may be more frequent than the schedule of injections.

Diabetic Macular Oedema
The recommended dose for Eylea is 2 mg aflibercept equivalent to 50 microlitres.

Eylea treatment is initiated with one injection per month for five consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.

After the first 12 months of treatment with Eylea, the treatment interval may be extended based on
visual and anatomic outcomes. The schedule for monitoring should be determined by the treating

physician.

If visual and anatomic outcomes indicate that the patient is not benefiting from continued treatment,
Eylea should be discontinued.

Special populations

Hepatic and/or renal impairment
No specific studies in patients with hepatic and/or renal impairment have been conducted with Eylea.

Available data do not suggest a need for a dose adjustment with Eylea in these patients (see
section 5.2)

Elderly population

No special considerations are needed. There is limited experience in patients older than 75 years with
DME.
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Paediatric population
Safety and efficacy have not been established in children and adolescents. There is no relevant use of
Eylea in the paediatric population in the indications wet AMD, CRVO and DME.

Method of administration

Intravitreal injections must be carried out according to medical standards and applicable guidelines by
a qualified physician experienced in administering intravitreal injections. In general, adequate
anaesthesia and asepsis, including topical broad spectrum microbicide (e.g. povidone iodine applied to
the periocular skin, eyelid and ocular surface), have to be ensured. Surgical hand disinfection, sterile
gloves, a sterile drape, and a sterile eyelid speculum (or equivalent) are recommended.

The injection needle should be inserted 3.5-4.0 mm posterior to the limbus into the vitreous cavity,
avoiding the horizontal meridian and aiming towards the centre of the globe. The injection volume of
0.05 ml is then delivered; a different scleral site should be used for subsequent injections.

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, sterile equipment for paracentesis should be available.

Following intravitreal injection patients should be instructed to report any symptoms suggestive of
endophthalmitis (e.g. eye pain, redness of the eye, photophobia, blurring of vision) without delay.

Each vial should only be used for the treatment of a single eye.

The vial contains more than the recommended dose of 2 mg aflibercept. The extractable volume of the
vial (100 microlitres) is not to be used in total. The excess volume should be expelled before injecting.
Injecting the entire volume of the vial could result in overdose. To expel the air bubble along with
excess medicinal product, slowly depress the plunger to align the cylindrical base of the dome plunger
with the black dosing line on the syringe (equivalent to 50 microlitres i.e. 2 mg aflibercept).

After injection any unused product must be discarded.

For handling of the medicinal product, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance aflibercept or to any of the excipients listed in section 6.1.
Active or suspected ocular or periocular infection.

Active severe intraocular inflammation.

4.4 Special warnings and precautions for use

Endophthalmitis

Intravitreal injections, including those with aflibercept, have been associated with endophthalmitis
(see section 4.8). Proper aseptic injection techniques must always be used when administering Eylea.

Patients should be instructed to report any symptoms suggestive of endophthalmitis without delay, and
these should be managed appropriately.

Increase in intraocular pressure

Increases in intraocular pressure have been seen within 60 minutes of intravitreal injection, including
those with Eylea (see section 4.8). Special precaution is needed in patients with poorly controlled
glaucoma (do not inject Eylea while the intraocular pressure is > 30 mmHg). In all cases, both the
intraocular pressure and the perfusion of the optic nerve head must therefore be monitored and
managed appropriately.
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Immunogenicity

As this is a therapeutic protein, there is a potential for immunogenicity with Eylea (see section 4.8).
Patients should be instructed to report any signs or symptoms of intraocular inflammation, e.g. pain,
photophobia, or redness, which may be a clinical sign attributable to hypersensitivity.

Systemic effects

Systemic adverse events including non-ocular haemorrhages and arterial thromboembolic events have
been reported following intravitreal injection of VEGF inhibitors and there is a theoretical risk that
these may relate to VEGF inhibition. There are limited data on safety in the treatment of patients with
CRVO or DME with a history of stroke or transient ischaemic attacks or myocardial infarction within
the last 6 months. Caution should be exercised when treating such patients

Other
As with other intravitreal anti-VEGF treatments for AMD, CRVO and DME the following also
applies:

-The safety and efficacy of Eylea therapy administered to both eyes concurrently have not been
systematically studied (see section 5.1). If bilateral treatment is performed at the same time this
could lead to an increased systemic exposure, which could increase the risk of systemic adverse
events.

e Risk factors associated with the development of a retinal pigment epithelial tear after anti-
VEGEF therapy for wet AMD, include a large and/or high pigment epithelial retinal detachment.
When initiating Eylea therapy, caution should be used in patients with these risk factors for
retinal pigment epithelial tears.

e Treatment should be withheld in patients with rhegmatogenous retinal detachment or stage 3 or
4 macular holes.

- In the event of a retinal break the dose should be withheld and treatment should not be resumed

until the break is adequately repaired.

- The dose should be withheld and treatment should not be resumed earlier than the next

scheduled treatment in the event of:
= adecrease in best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;
= asubretinal haemorrhage involving the centre of the fovea, or, if the size of the
haemorrhage is >50%, of the total lesion area.

- The dose should be withheld within the previous or next 28 days in the event of a performed or

planned intraocular surgery.
- Eylea should not be used in pregnancy unless the potential benefit outweighs the potential risk
to the foetus (see section 4.6).

- Women of childbearing potential have to use effective contraception during treatment and for at
least 3 months after the last intravitreal injection of aflibercept (see section 4.6).

- There is limited experience with treatment of patients with ischaemic, chronic CRVO. In
patients presenting with clinical signs of irreversible ischaemic visual function loss, the
treatment is not recommended.

Populations with limited data

There is only limited experience in the treatment of subjects with DME due to type I diabetes or in
diabetic patients with an HbAlc over 12% or with proliferative diabetic retinopathy.

Eylea has not been studied in patients with active systemic infections or in patients with concurrent
eye conditions such as retinal detachment or macular hole. There is also no experience of treatment
with Eylea in diabetic patients with uncontrolled hypertension. This lack of information should be
considered by the physician when treating such patients.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.
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Adjunctive use of verteporfin photodynamic therapy (PDT) and Eylea has not been studied, therefore,
a safety profile is not established.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential have to use effective contraception during treatment and for at least
3 months after the last intravitreal injection of aflibercept (see section 4.4).

Pregnancy
There are no data on the use of aflibercept in pregnant women.

Studies in animals have shown embryo-foetal toxicity (see section 5.3).

Although the systemic exposure after ocular administration is very low, Eylea should not be used
during pregnancy unless the potential benefit outweighs the potential risk to the foetus.

Breastfeeding
It is unknown whether aflibercept is excreted in human milk. A risk to the breast-fed child cannot be

excluded.

Eylea is not recommended during breastfeeding. A decision must be made whether to discontinue
breastfeeding or to abstain from Eylea therapy taking into account the benefit of breastfeeding for the
child and the benefit of therapy for the woman.

Fertility

Results from animal studies with high systemic exposure indicate that aflibercept can impair male and
female fertility (see section 5.3). Such effects are not expected after ocular administration with very
low systemic exposure.

4.7  Effects on ability to drive and use machines

Injection with Eylea has a minor influence on the ability to drive and use machines due to possible
temporary visual disturbances associated either with the injection or the eye examination. Patients
should not drive or use machines until their visual function has recovered sufficiently.

4.8 Undesirable effects

Summary of the safety profile

A total of 2,799 patients constituted the safety population in the six phase III studies. Among those,
2,198 patients were treated with the recommended dose of 2 mg.

Serious adverse reactions related to the injection procedure have occurred in less than 1 in 2,600
intravitreal injections with Eylea and included cataract, retinal detachment, vitreous detachment,
endophthalmitis, and intraocular pressure increased (see section 4.4).

The most frequently observed adverse reactions (in at least 5% of patients treated with Eylea) were
conjunctival haemorrhage (25.3 %), eye pain (10.2%), intraocular pressure increased (7.3%), vitreous
detachment (7.0%), vitreous floaters (6.9%) and cataract (6.9%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the six phase III studies in the
indications wet AMD, CRVO and DME with a reasonable possibility of causality to the injection
procedure or medicinal product.
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The adverse reactions are listed by system organ class and frequency using the following convention:

Very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (= 1/10,000

to < 1/1,000)

Within each frequency grouping, adverse drug reactions are presented in order of decreasing

seriousness.
Table 1:  All treatment-emergent adverse drug reactions reported in patients in phase III studies
(pooled data of the phase III studies for the indications wet AMD, CRVO and DME)
System
Organ Very common Common Uncommon Rare
Class
Immune Hypersensitivity***
system
disorders
Eye Conjunctival Retinal pigment epithelium Endophthalmitis**, | Vitritis
disorders | haemorrhage, tear™, Retinal detachment, | Hypopyon
Eye pain Detachment of the retinal Retinal tear,

pigment epithelium,
Retinal degeneration,
Vitreous haemorrhage,
Cataract,

Cataract nuclear,

Cataract subcapsular,
Cataract cortical,

Corneal erosion,

Corneal abrasion,
Intraocular pressure increased,
Vision blurred,

Vitreous floaters,

Corneal oedema,
Vitreous detachment,
Injection site pain,
Foreign body sensation in
eyes,

Lacrimation increased,
Eyelid oedema,

Injection site haemorrhage,
Punctate keratitis,
Conjunctival hyperaemia,
Ocular hyperaemia

Iritis,

Uveitis,
Iridocyclitis,
Lenticular opacities,

Corneal epithelium
defect,

Injection site
irritation,
Abnormal sensation
in eye,

Eyelid irritation,
Anterior chamber
flare

* Conditions known to be associated with wet AMD. Observed in the wet AMD studies only.

**  Culture positive and culture negative endophthalmitis

*** including allergic reactions

Description of selected adverse reactions
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In the wet AMD phase II1I studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.

Arterial thromboembolic events (ATEs) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events following intravitreal use of
VEGF inhibitors.

ATEs, as defined by Antiplatelet Trialists’ Collaboration (APTC) criteria, include nonfatal myocardial
infarction, nonfatal stroke, or vascular death (including deaths of unknown cause).

The incidence of ATEs in the phase III wet AMD studies (VIEW1 and VIEW?2) during the 96 weeks
study duration was 3.3% (60 out of 1,824) in the combined group of patients treated with Eylea
compared to 3.2% (19 out of 595) in patients treated with ranibizumab (see section 5.1).

The incidence of ATEs in the phase III CRVO studies (GALILEO and COPERNICUS) during the
76/100 weeks study duration was 0.6% (2 out of 317) in patients treated with at least one dose of
Eylea compared to 1.4% (2 out of 142) in the group of patients receiving only sham treatment (see
section 5.1).

The incidence of ATEs in the phase III DME studies (VISTAPME and VIVIDPME) during the 52 weeks
study duration was 3.3% (19 out of 578) in the combined group of patients treated with Eylea
compared with 2.8% (8 out of 287) in the control group (laser) (see section 5.1).

As with all therapeutic proteins, there is a potential for immunogenicity with Eylea.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials doses of up to 4 mg in monthly intervals have been used and isolated cases of
overdoses with 8§ mg occurred.

Overdosing with increased injection volume may increase intraocular pressure. Therefore, in case of
overdose, intraocular pressure should be monitored and if deemed necessary by the treating physician,
adequate treatment should be initiated.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals / Antineovascularisation agents
ATC code: SOILAOS

Aflibercept is a recombinant fusion protein consisting of portions of human VEGF receptor 1 and 2
extracellular domains fused to the Fc portion of human IgG1.

Aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.
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Aflibercept acts as a soluble decoy receptor that binds VEGF-A and PIGF with higher affinity than
their natural receptors, and thereby can inhibit the binding and activation of these cognate VEGF
receptors.

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 potent 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. Excessive activation of these receptors by VEGF-A can result in
pathological neovascularisation and excessive vascular permeability. PIGF can synergize with VEGF-
A in these processes, and is also known to promote leucocyte infiltration and vascular inflammation.

Pharmacodynamic effects

wet AMD

Wet AMD is characterised by pathological choroidal neovascularisation (CNV). Leakage of blood and
fluid from CNV may cause retinal thickening or oedema and/or sub-/intra-retinal haemorrhage,
resulting in loss of visual acuity.

In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), retinal thickness decreased soon after treatment initiation, and the mean
CNV lesion size was reduced, consistent with the results seen with ranibizumab 0.5 mg every month.

In the VIEW1 study there were mean decreases in retinal thickness on optical coherence tomography
(OCT) (-130 and -129 microns at week 52 for the Eylea 2 mg every two months and ranibizumab

0.5 mg every month study groups, respectively). Also at the 52 week time point, in the VIEW2 study
there were mean decreases in retinal thickness on OCT (-149 and -139 microns for the Eylea 2 mg
every two months and ranibizumab 0.5 mg every month study groups, respectively).

The reduction of CNV size and reduction in retinal thickness were generally maintained in the second
year of the studies.

Macular Oedema secondary to CRVO

In CRVO retinal ischaemia occurs and signals the release of VEGF which in turn destabilises the tight
junctions and promotes endothelial cell proliferation. Up-regulation of VEGF is associated with the
breakdown of the blood retina barrier and this increased vascular permeability results in retinal
oedema, stimulation of endothelial cell growth and neovascularisation.

In patients treated with Eylea (one injection every month for six months) there was consistent, rapid
and robust response in morphology (central retinal thickness [CRT] as assessed by OCT).
Improvements in mean CRT were maintained through week 24.

Retinal thickness on OCT at week 24 compared to baseline was a secondary efficacy variable in both

the COPERNICUS and GALILEO studies. In both studies, the mean change in CRT from baseline to
week 24 was statistically significant favouring Eylea.
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Table 2:  Pharmacodynamic parameter at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF) in COPERNICUS and GALILEO studies

COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
gﬁiiﬁes Control |Eylea Control© [Eylea Control P |Eylea® Control |Eylea Control |Eylea Control® |Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg

(N=65) |(N=112) | (N=65) |[(N=112) | (N=65) |[N=112) |(N=67) |(N=103) [(N=67) |[N=103) [(N=67) |[(N=103)

Mean change

in retinal -145 457 382 413 2343 -390 -169 -449 219 424 -306 -389
thickness

from baseline

L45 (44
1312 128 1239 L167

-142.53) (-286, -193) -217,-118)

Difference in
LS mean”-B-)

(95% CI) (-389, -234) -121, 64) (-99, 10)

p-value p <0.0001 p = 0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122

A

=

Difference is Eylea 2 mg Q4 minus control

B) LS: Least square mean difference and confidence interval (CI) based on an ANCOVA model with baseline value as covariate and factors treatment group, region (America vs. rest
of the world for COPERNICUS and Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and <20/200)

In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52; patients had visits every

4 weeks.

In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 96;
patients had mandatory quarterly visits but may have been seen as frequently as every 4 weeks if necessary.

E) In GALILEO study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis every 8 weeks starting from Week 52 to Week 68; patients had
mandatory visits every 8 weeks.

C

NS

D

33



Diabetic macular oedema
Diabetic macular oedema is characterised by increased vasopermeability and damage to the retinal
capillaries which may result in loss of visual acuity.

In patients treated with Eylea, rapid and robust response in morphology (central retinal thickness
[CRT]) as assessed by OCT was seen soon after treatment initiation. The mean change in CRT from
baseline to week 52 was statistically significant favoring Eylea.

In the VIVID-DME study there were mean decreases in retinal thickness on optical coherence
tomography (OCT) (-192.4 and -66.2 microns at week 52 for the Eylea 2Q8 and laser group,
respectively). Also at the 52 week time point, in the VISTA-DME study there were mean decreases in
retinal thickness on OCT (-183.1 and -73.3 microns for the Eylea 2Q8 and laser group, respectively).

Clinical efficacy and safety

wet AMD

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with wet AMD. A total of 2,412 patients were treated and
evaluable for efficacy (1,817 with Eylea) in the two studies (VIEW1 and VIEW2). In each study,
patients were randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing regimens:

1) Eylea administered at 2 mg every 8 weeks following 3 initial monthly doses (Eylea 2Q8);
2) Eylea administered at 2 mg every 4 weeks (Eylea 2Q4);

3) Eylea administered at 0.5 mg every 4 weeks (Eylea 0.5Q4); and

4) ranibizumab administered at 0.5 mg every 4 weeks (ranibizumab 0.5Q4).

Patient ages ranged from 49 to 99 years with a mean of 76 years.

In the second year of the studies, patients continued to receive the dosage strength to which they were
initially randomised but on a modified dosing schedule guided by assessment of visual and anatomic
outcomes with a protocol-defined maximum dosing interval of 12 weeks.

In both studies, the primary efficacy endpoint was the proportion of patients in the Per Protocol Set
who maintained vision, defined as losing fewer than 15 letters of visual acuity at week 52 compared to
baseline.

In the VIEW1 study, at week 52, 95.1% of patients in the Eylea 2Q8 treatment group maintained
vision compared to 94.4% patients in the ranibizumab 0.5Q4 group. Eylea treatment was shown to be
non-inferior and clinically equivalent to the ranibizumab 0.5Q4 group.

In the VIEW?2 study, at week 52, 95.6% of patients in the Eylea 2Q8 treatment group maintained
vision compared to 94.4% patients in the ranibizumab 0.5Q4 group. Eylea treatment was shown to be
non-inferior and clinically equivalent to the ranibizumab 0.5Q4 group.

Detailed results from the combined analysis of both studies are shown in the Table 3 and Figure 1
below.

34



Table 3: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the
VIEW1 and VIEW2 studies®

Efficacy Outcome Eylea 2Q8 " Ranibizumab 0.5Q4
(Eylea 2 mg every 8 weeks (ranibizumab 0.5 mg every
following 3 initial monthly 4 weeks)

doses)
(N=607) (N =1595)
Week 52 Week 969 Week 52 Week 969

Mean number of injections 16 112 123 16.5

from baseline

Mean number of injections

during second year (Week 42 4.7

52 to 96)

Proportion of patients with

2*‘11?&1‘3;‘:5";?“;1&3‘[23' 95.33%P) 92.42% 94.42% P 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%

(95% CD)® (-1.7,3.5)P (-2.3,3.8)P

Mean change in BCVA as

measured by ETDRS? 8.40 7.62 8.74 7.89

letter score from baseline

Difference in LS®

mean change (ETDRS -0.32 -0.25

letters)c) (-1.87,1.23) (-1.98, 1.49)

(95% CI)®

Proportion of patients who

gained at least 15 letters of 30.97% 33.44% 32.44% 31.60%

vision from baseline

Difference® -1.5% 1.8%

(95% CI)® (-6.8,3.8) (-3.5,7.1)

A) BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LS: Least square means derived from ANCOVA

B) Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) for all analyses except proportion of
patients with maintained visual acuity at week 52 which is Per Protocol Set (PPS)

© The difference is the value of the Eylea group minus the value of the ranibizumab group. A positive value
favours Eylea.

D) Confidence interval (CI) calculated by normal approximation

E) After treatment initiation with three monthly doses

P A confidence interval lying entirely above -10% indicates a non-inferiority of Eylea to ranibizumab

©® Beginning at week 52, all groups were treated using a modified quarterly treatment paradigm where patients
could be dosed as frequently as every 4 weeks but not less frequently than every 12 weeks based upon pre-
specified retreatment criteria
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Figure 1. Mean Change in Visual Acuity
from Baseline to Week 96 for the Combined
Data from the View]1 and View2 Studies
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*) From Baseline to Week 52, Eylea was dosed every 8 weeks following 3 initial monthly doses. From Baseline
to Week 52, ranibizumab 0.5 mg was dosed every 4 weeks. Beginning at Week 52, all groups were treated using
a modified quarterly treatment paradigm where patients could be dosed as frequently as every 4 weeks but not
less frequently than every 12 weeks based upon pre-specified retreatment criteria.

The proportion of patients at week 96 gaining at least 15 letters from baseline was 33.44% in the
Eylea 2Q8 group, and 31.60% in the ranibizumab 0.5Q4 group.

In combined data analysis of the VIEW1 and VIEW?2 studies Eylea demonstrated clinically
meaningful changes from baseline in pre-specified secondary efficacy endpoint National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). The magnitude of these changes was similar to that
seen in published studies, which corresponded to a 15-letter gain in Best Corrected Visual Acuity
(BCVA).

No clinically meaningful differences were found between Eylea and the reference product
ranibizumab in changes of NEI VFQ-25 total score and subscales (near activities, distance activities,
and vision-specific dependency) at week 52 from baseline.

Decreases in mean CNV area were evident in all dose groups in both studies.

Efficacy results in all evaluable subgroups (e.g. age, gender, race, baseline visual acuity, lesion type,
lesion size) in each study and in the combined analysis were consistent with the results in the overall
populations.

In the second year of the studies, efficacy was generally maintained through the last assessment at
week 96.

In the second year of the studies, 2-4% of patients required all injections on a monthly basis, and a
third of patients required at least one injection with a treatment interval of only one month.

Elderly Population

In the clinical studies, approximately 89% (1,616/1,817) of the patients randomised to treatment with
Eylea were 65 years of age or older and approximately 63% (1,139/1,817) were 75 years of age or
older.
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Macular Oedema secondary to CRVO

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
sham-controlled studies in patients with macular oedema secondary to CRVO. A total of 358 patients
were treated and evaluable for efficacy (217 with Eylea) in the two studies COPERNICUS and
GALILEO. In both studies, patients were randomly assigned in a 3:2 ratio to either 2 mg Eylea
administered every 4 weeks (2Q4) or the control group receiving sham injections every 4 weeks for a
total of 6 injections.

After 6 monthly injections, patients received treatment only if they met pre-specified retreatment
criteria, except for patients in the control group in the GALILEO study who continued to receive sham
(control to control) until week 52. Starting from this timepoint all patients were offered treatment if
they met pre-specified criteria.

Patient ages ranged from 22 to 89 years with a mean of 64 years.

In both studies, the primary efficacy endpoint was the proportion of patients who gained at least
15 letters in BCVA at week 24 compared to baseline.

Change in visual acuity at week 24 compared to baseline was a secondary efficacy variable in both
COPERNICUS and GALILEO studies.

The difference between treatment groups was statistically significant in favour of Eylea in both
studies. In both pivotal studies the maximal improvement in visual acuity has been achieved at
month 3 with subsequent stabilisation of the effect on visual acuity and central retinal thickness until
month 6. The statistically significant difference was maintained through week 52.

Detailed results from the analysis of both studies are shown in the Table 4 and Figure 2 below.
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Table 4:  Efficacy outcomes at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF®) in COPERNICUS and GALILEO studies
Efficacy Outcomes COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
Control | Eylea [Control® | Eylea [Control®P | Eylea® | Control | Eylea Control | Eylea | Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=73) IN=114) | N=73) [N=114) | (N=73) |N=114) | (N=68) [(N=103) | N=68)[(N=103) | (N=68) |(N=103)
Proportion of patients who gained
at least 15 letters in BCVA©® from 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
baseline
Weighted difference-5) 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
(95% CI) (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3,42.6)
p-value b <0.0001 p = 0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
Mean change in BCVA as
measured by ETDRS letter (i?i?)) (};é) (13i81) (12'421) (11i57) (};2) (13431) (}gg) (13881) (}g'g) (16i27) (ﬁ';)
score from baseline (SD) ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
Difference in LS mean®©P) 21.7 12.7 11.8 14.7 13.2 7.6
(95% CI) (17.4, 26.0) (7.7,17.7) (6.7, 17.0) (10.8, 18.7) (8.2, 18.2) 2.1,13.1)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070
A) Difference is Eylea 2 mg Q4 weeks minus control
B) Difference and confidence interval (CI) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
© BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward
SD: Standard deviation
LS: Least square means derived from ANCOVA
D) LS mean difference and confidence interval based on an ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
E) In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52; patients had visits every
4 weeks.
F) In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 96
patients had mandatory quarterly visits but may have been seen as frequently as every 4 weeks if necessary.
G)

mandatory visits every 8 weeks.
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Figure 2:
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The proportion of perfused patients in the Eylea group was high in the GALILEO study at baseline
86.4%; (n = 89). Perfusion at week 24 primary endpoint was 91.8% (n = 89). The patients were largely
able to maintain their perfusion status until week 76 84.3%; (n = 75). The number of perfused patients
that started on sham was 79.4% (n = 54) at baseline. Perfusion at week 24 primary endpoint was
85.5% (n = 47). Patients in the sham group were switched to Eylea according to pre-specified criteria
at week 52, 83.7% (n = 41) were perfused at this time. The patients were able to maintain their
perfusion status until week 76, 84.0% (n = 42).
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The proportion of perfused patients in the Eylea group in the COPERNICUS study at baseline was
67.5% (n=77). Perfusion at week 24 primary endpoint was 87.4%; (n = 90). After week 24, patients
in the Eylea group were treated according to pre-specified criteria. At week 100 76.8 % (n = 76) of
patients were perfused. The percentage of perfused patients that started on sham was 68.5% (n = 50) at
baseline. Perfusion at week 24 primary endpoint was 58.6% (n = 34). Patients in the sham arm were
eligible to receive Eylea from week 24. The proportion of perfused patients increased to 83.9%
(n=47) at week 52 and was largely maintained until week 100 78%; (n = 39).

The beneficial effect of Eylea treatment on visual function was similar in the baseline subgroups of
perfused and non-perfused patients.

In combined data analysis of the GALILEO and COPERNICUS studies, Eylea demonstrated clinically
meaningful changes from baseline in pre-specified secondary efficacy endpoint National Eye Institute
Visual Function Questionnaire (NEI VFQ-25). The magnitude of these changes was similar to that
seen in published studies, which corresponded to a 15-letter gain in Best Corrected Visual Acuity
(BCVA).

Treatment effects in all evaluable subgroups (e.g. age, gender, race, baseline visual acuity, retinal
perfusion status, CRVO duration) in each study were in general consistent with the results in the

overall populations.

Elderly population

In the CRVO studies, approximately 52% (112/217) of the patients randomised to treatment with
Eylea were 65 years of age or older, and approximately 18% (38/217) were 75 years of age or older.

Diabetic Macular Oedema

The safety and efficacy of Eylea were assessed in two randomised, multi-center, double-masked,
active-controlled studies in patients with DME. A total of 862 randomised and treated patients were
evaluable for efficacy. Of those, 576 were randomised to the Eylea groups in two studies (VIVIDPME
and VISTAPME), In each study, patients were randomly assigned in a 1:1:1 ratio to 1 of 3 dosing
regimens:

1) Eylea administered 2 mg every 8 weeks following 5 initial monthly injections (Eylea 2Q8);

2) Eylea administered 2 mg every 4 weeks (Eylea 2Q4); and

3) macular laser photocoagulation (active control).

Beginning at week 24, patients meeting a pre-specified threshold of vision loss were eligible to receive
additional treatment: patients in the Eylea groups could receive laser and patients in the laser group
could receive Eylea.

Patient ages ranged from 23 to 87 years with a mean of 63 years.

The majority of patients in both studies had Type II diabetes.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at Week
52 as measured by ETDRS letter score. Both Eylea 2Q8 and Eylea 2Q4 groups were shown to have
efficacy that was statistically significantly superior to the laser control group. Detailed results from the
analysis of the VIVIDPME and VISTAPME studies are shown in Table 5 and Figure 3 below.
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Table 5: Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIVIDPME and

VISTAPME Studies
Efficacy Outcomes | VIVIDPME VISTAPME
52 Weeks 52 Weeks
EYLEA EYLEA Active Control EYLEA EYLEA Active Control
2 mg Q8 A 2 mg Q4 (laser) 2 mg Q8 A 2 mg Q4 (laser)
(N = 135) (N = 136) (N=132) (N =151) (N = 154) (N=154)
Mean change in
BCVA as measured
10.7 10.5 1.2 10.7 12.5 0.2
by ETDRS F letter
score from Baseline
Difference in LS
9.1 9.3 10.45 12.19
mean %67 63118) | (65,12.0) (17,132) | (9.4,15.0)
(97.5% CI) 311 5,12, 7,13, 4, 15.
Proportion of
patients who gained
at least 15 letters in | 33% 32% 9% 31% 42% 8%
BCVA £ from
Baseline
Adjusted
) . 24% 23% 23% 34%
Difference >-CF
(13.5,34.9) | (12.6,33.9) (13.5,33.1) | (24.1,44.4)
(97.5% CI)

A After treatment initiation with 5 monthly injections
B LS mean and CI based on an ANCOVA model with baseline BCVA measurement as a covariate and a factor
for treatment group. Additionally, region (Europe/Australia vs. Japan) had been included as factor for
VIVIDPME and history of MI and/or CVA as a factor for VISTAPME),
€ Difference is Eylea group minus active control (laser) group
D Difference with confidence interval (CI) and statistical test is calculated using Mantel-Haenszel weighting
scheme adjusted by region (Europe/Australia vs. Japan) for VIVIDPME and medical history of MI or CVA for

VISTADPME

E BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward
LS: Least square means derived from ANCOVA
CI: Confidence interval
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Figure 3: Mean change in BCVA as Measured by ETDRS Letter Score from Baseline to Week
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The VISTAPME second year outcomes are in line with the results from the primary and secondary
endpoints obtained at week 52.
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Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbA lc, baseline visual
acuity, prior anti-VEGF therapy) in each study and in the combined analysis were generally consistent
with the results in the overall populations.

In the VIVIDPME and VISTAPME studies, 36 (9%) and 197 (43%) patients received prior anti-VEGF
therapy, respectively, with a 3-month or longer washout period. Treatment effects in the subgroup of
patients who had previously been treated with a VEGF inhibitor prior to study participation were
similar to those seen in patients who were VEGF inhibitor naive prior to study participation.

Patients with bilateral disease were eligible to receive anti-VEGF treatment in their fellow eye if
determined to be necessary by the physician. In the VISTAPME study, 198 (65%) of Eylea patients
received bilateral Eylea injections; in the VIVIDPME study, 70 (26%) of Eylea patients received a
different anti-VEGF treatment in their fellow eye.

Elderly population

In the DME phase III studies, approximately 47% (268/576) of the patients randomised to treatment
with Eylea were 65 years of age or older, and approximately 9% (52/576) were 75 years of age or
older. Efficacy and safety outcomes were consistent with the outcomes of the overall population.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Eylea
in all subsets of the paediatric population in wet AMD, CRVO and DME (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties
Eylea is administered directly into the vitreous to exert local effects in the eye.

Absorption / Distribution

Aflibercept is slowly absorbed from the eye into the systemic circulation after intravitreal
administration and is predominately observed in the systemic circulation as an inactive, stable
complex with VEGF; however only “free aflibercept” is able to bind endogenous VEGF.

In a pharmacokinetic sub-study in 6 neovascular wAMD patients with frequent sampling, maximum
plasma concentrations of free aflibercept (systemic Cmax) were low, with a mean of approximately
0.02 microgram/ml (range 0 to 0.054) within 1 to 3 days after a 2 mg intravitreal injection, and were
undetectable two weeks following dosage in almost all patients. Aflibercept does not accumulate in
the plasma when administered intravitreally every 4 weeks.

The mean maximum plasma concentration of free aflibercept is approximately 50 to 500 times below
the aflibercept concentration required to inhibit the biologic activity of systemic VEGF by 50% in
animal models, in which blood pressure changes were observed after circulating levels of free
aflibercept attained approximately 10 microgram/ml and returned to baseline when levels fell below
approximately 1 microgram/ml. 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 (2.91 microgram/ml) in a
study of healthy volunteers. Therefore, systemic pharmacodynamic effects such as blood pressure
changes are unlikely.

These pharmacokinetic results were confirmed in pharmacokinetic sub-studies in patients with CRVO
(mean Crax of free aflibercept in plasma 0.046 microgram/ml (range: 0 to 0.081 microgram/ml); and
in patients with DME (mean Cnax of free aflibercept in plasma 0.032 microgram/ml (range: 0 to 0.076
microgram/ml). After IVT injection, free plasma levels of aflibercept decline gradually to become
lower than the detection limits within one week.
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Elimination
As Eylea is a protein-based therapeutic, no metabolism studies have been conducted.

Free aflibercept binds VEGF to form a stable, inert complex. As with other large proteins, both free
and bound aflibercept are expected to be cleared by proteolytic catabolism.

Renal impairment
No special studies in patients with renal impairment have been conducted with Eylea.

Pharmacokinetic analysis of patients in the VIEW2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), revealed no differences with respect to plasma
concentrations of active drug after intravitreal administration every 4 or 8 weeks.

Similar results were seen in patients with CRVO in the GALILEO study and in patients with DME in
the VIVIDPME study.

5.3  Preclinical safety data

Effects in non-clinical studies on repeated dose toxicity were observed only at systemic exposures
considered substantially in excess of the maximum human exposure after intravitreal administration at
the intended clinical dose indicating little relevance to clinical use.

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at systemic exposures in excess of the maximum human
exposure. The systemic exposure based on Cax and AUC for free aflibercept were approximately 200-
and 700-fold higher, respectively, when compared to corresponding values observed in humans after
an intravitreal dose of 2 mg. At the No Observed Adverse Effect Level (NOAEL) of 0.5 mg/eye in
monkeys the systemic exposure was 42- and 56-fold higher based on Crax and AUC, respectively.

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.

An effect of aflibercept on intrauterine development was shown in embryo-foetal development studies
in pregnant rabbits with intravenous (3 to 60 mg/kg) as well as subcutaneous (0.1 to 1 mg/kg)
administration. The maternal NOAEL was at the dose of 3 mg/kg or 1 mg/kg, respectively. A
developmental NOAEL was not identified. At the 0.1 mg/kg dose, the systemic exposures based on
Cmax and cumulative AUC for free aflibercept were approximately 17- and 10-fold higher,
respectively, when compared to corresponding values observed in humans after an intravitreal dose of
2 mg.

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. Based on Cpax and AUC for free aflibercept
observed at the 3 mg/kg intravenous dose, the systemic exposures were approximately 4,900-fold and
1,500-fold higher, respectively, than the exposure observed in humans after an intravitreal dose of

2 mg. All changes were reversible.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Polysorbate 20

Sodium dihydrogen phosphate, monohydrate (for pH adjustment)
Disodium hydrogen phosphate, heptahydrate (for pH adjustment)
Sodium chloride

Sucrose
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Water for injection
6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

2 years

6.4 Special precautions for storage
Store in a refrigerator (2°C to §°C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

Prior to usage, the unopened vial of Eylea may be kept at room temperature (below 25°C) for up to
24 hours. After opening the vial, proceed under aseptic conditions.

6.5 Nature and contents of container

100 microlitres of solution in a vial (type I glass) with a stopper (elastomeric rubber), and an 18
G filter needle. Pack size of 1.

6.6  Special precautions for disposal and other handling

The vial is for single use only.

Since the vial contains more volume (100 microlitres) than the recommended dose (50 microlitres), a
part of the volume contained in the vial has to be discarded prior to the administration.

The solution should be inspected visually for any foreign particulate matter and/or discolouration or
any variation in physical appearance prior to administration. In the event of either being observed,
discard the medicinal product.

For the intravitreal injection, a 30 G x % inch injection needle should be used.

Instructions for use of vial:

1. Remove the plastic cap and disinfect the outer part of
the rubber stopper of the vial.
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2. Attach the 18 G, 5-micron filter needle supplied in the
carton to a 1-ml sterile, Luer-lock syringe. ,

3. Push the filter needle into the centre of the vial stopper until the needle is completely inserted into
the vial and the tip touches the bottom or bottom edge of the vial.
4.  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. To deter the introduction of air, ensure
the bevel of the filter needle is submerged into the
liquid. Continue to tilt the vial during withdrawal
keeping the bevel of the filter needle submerged in the
liquid.

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

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

7. Using aseptic technique, firmly twist a 30 G x % inch
injection needle to the Luer-lock syringe tip. I

8. When ready to administer Eylea, remove the plastic needle shield.
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9.  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.

10. Eliminate all bubbles and expel excess drug by slowly depressing the plunger so that the plunger tip
aligns with the line that marks 0.05 ml on the syringe.

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

Flat Plunger
d

11. The vial is for single use only.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Bayer Pharma AG

D-13342 Berlin

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/797/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ay ha— L REOHNEEZ AT HEFICK L, Bl EERSLETH D (IREA30mmHg
LEDOBEIAFZHFEE L) o LN > T, TR_RTOIEFNZHOW T, ARE M O
SHIMPR A BIZE L, WYREEE21T5 2 &,

o

T 7V LT NMIIEEH X NI ETH D720 KRNI D0 23 U 5 rlge ks
H5H A8EHM) . IR, AW, XIFEIM 7 EDIRNRAE D IRESUTIEIR D & & b=
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BIZIE, TNHRBUE IR T 2 BIREIE T 2 WREMED 8 5 D T, BE I LIERE 5
FOETL 2 &,

A5 B1EH

VEGFIHEH DR ARSI X 5. BRSO H PB4 284 E & & e R M D A7 5
ENHESINTEY ., TGN VEGFILEIZEE T 5 fREER B LoV X7 L LTh 5D,
fdAs R PN M VR SO AR ZE D BEAEE D & 5 CRVO J O'DMERBE ORI I 1T
AHENT6H A UNDLEMT —Z IFZR LTINS, b DBRF KT 5 AK TOWEKEIZIE
HEENLETHD,

Z OAth

AMD, CRVO K O'DMEIZH 1T A OHVEGFHEIE &[RRI, AFNZIBWTH TRt FEN LY

T 5,
o AHNEWIRFEIRH G L5 A 0O, 22 R O MR 2 B 3 5 AR 10 72 ik BRI A T

DTV (S1TESM) |, WIRFEIEREREZIT- 72568, EFBBEENEL D, &

GMOFEEFRLOY AN ET RN 5,

o BHBAMDIZ X9 D HIVEGFRE 1T =56, M ERAALOREBUfE Y U A
7R, INHEPHIZ D7 AR R HBEE ST, AR X DIREEZHGT 256
b OMEEAE FREIILICEET AU AV ERAFTARFICIIRETA D L,

o ZUFFMEREIEHIEE, WO R T —I3 T4 EMA L2 A+ 5 BEICIL. IBEZTH
AN

o WBSFLEZA UTGaidk G2 Ik L, 2D H0ICiEiT 5 £ CIXREZ B LR
WZ &,

o UTOLEREEEZHIEL, D7e< EHREIOIEETEH £ TIHEEEFRE Lanz
& o

- EEEMS (BCVA) T, BilEIOFEAHA 53037 EOR KT
c LV T 2 E e I T L, S A P 28 RS 28 TS D 50% LA

o IRNFEAT 72856 T O FEN S D 5HETI1E, T H ORi#28 H AINIC 5%
1Tz &,

o BERRITHRE LTI, ABIOBERBRERIRIEA~OEERN Y A7 % LR D55 #ERE
EA LW &,

o HRHRFTREZR MEIR. AHKITOIRE T K ORA O IRN SR G5-20630H i,
UNCHETE 52 L, (4.6TASH)

o EBMEEMPAECRVO TORERIZR LTV D, A ik oo i i MR RE S 2 D [E PR 1 Ik
DR BV BFITIL, AR OIRFITHELE S e,

i FHREBR DR B T 5 [BFEEM

1R R IR 12 & 2 DME., HbA L 73 12%#8 I HEFEMERE PR IS HERE 2 £ 5 B R R B 2B 1T
B ABNOMERABRBRIIRE STV D,

AFNX TEBNE O 42 B BRYLE TR BEC B fL7e E DOIRE B Z 19 BF xR L L
FRARRBR I TN TR, 70, 2 b — )L RROEIMTERE 21T D AFIE AR S
72N, ZHHDOBEFITRT HIEE T, ERIEEHRARE L TWD Z IOV TEETH
Es

4.5 (A& O AEAEA KO OO HAEH
FAEAERNCEE T 25BRIII T TRy,
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LT RV T 4 T KBRS IFERERE (PDT) & AFIOGERICET AR THhO T
W=D, FORENET T T 7 A WAITHESL STV,

4.6 AEFERET). Uhhw M O AL

IR FTRE 70 2ot

AEHR FTRE 7R 20T VAR R OVARHI & Itz (2 5 L7 g D 3 20 A VL, i BEE5 % =
L, (44 TESHR)

b
77 VL T R OR~OR G T 5T — 213 7e
AR CIXEHE TO2FRER IR - IRIEHENARD b (53ESH) |

IR 5-1% D2 HREEITIET ITARNAS | SRS LTI, TR ORISR IR 2
FERY R faRtt 2 LRI D56 2hkE . ARIOMERITHELE S e,

52 F b
TV R e FORFLICBITT D00 E ) DNIARHTH 5, REFLREIRICH T 5 fakk
PEIZPERR T 7200,

RIIF~DOAFN DO GIIHEE SN2V KA LT 258 LI AT 258 O 7 DA M
EEE L, HAZPIET20AFNC L DIBREEZ DDONT NP ORBRBESND Z L,

AEFHBES)

EAECTOERFEICET 28WRBROMENS . T 7 U~k 7 hASMERED A FHRE I
EEALELTAREEDOH D Z EATRBENT. (BIEEBR) . 20k )RR, RANKRS
BORHFEEPIET ITBWGEIEA b nEE 2 D,

4.7 JEER & O OERERE 11X 2 2

RAN G L0 ER XITIRBE O W EE L2 — R REEEND bbb Z &
Do BT, TR O OBEITE TREEZ T 5, ZO5E, fREREN 52 EET
% & T H BN HEOEEE IO BEIX TV &,

4.8 HAEIEH

VT T 7 7 A VO

62> DEFENHRRIRFAERIZ I\ T, MR REFF2,79961 D 5 B | 2,198 23 AF DO HELE
HAETHDH2mg COREGE25%1T 7,

AF & AN G LT BROTER FEACBEE 2 HE R BIE ORI, F5-[11%42,600]
(2% U CHARIG ©, AR, MR, AR, IR M OIRE ER2S & Fh Tz
(4.4HZW)

FREWEN KBRS ST- B D5%LL L THREL) 1%, /i (25.3%) . AR (10.2%) .
R EH (7.3%) . fEFIRFIBE (7.0%) . i TERFEY (6.9%) . KOEHNE (6.9%) T
Hol,

BIWEHD &

PIF LT —2121%, BHAAMD, CRVOK UDME % i it JiE & L7262 O ST if A
BRICE W TR L EH TR UK & S HAOICBEEERH V5L EE 2 N5 2 TOH
TERMRREHEH SN TV D,
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s E RS OLLT OFBBERNC, BIEHZRICE LD

FEFIZED (10%LLE) o @y (1%LL E10% R0 . U (0.1% L E1% R . FER
RV (0.01% LA 120.1% Afiid)

BB DO 7 N —T ORIWERIZ, FEEO @ WIEICREHR LT,

[

1 BN EGRRER CHE SN2 BIER G2 HAUAMD, CRVO K ONDME O 55 TR i IR 5k C

w o fRAT)
PN FEHITEN D K FEF RN
G RIEE W OE ™)
AR PR FENBEH 1. HERE R EREZEELY, | IRINE™, RN
R AN s R RIEED, | MR iEETH
HEREAE 1 AL
HERR NI LI N
PN, 7 RO,
A=A =N LR ST LN
FETFANRE, VINTELE NN
BB AR, SN 3= N
ANEOD A, TSR RS
A NS | AR oD HLAH
IRIE F5- AR g L
EZ LN BiEO7 LT
HERRENESIZY/N
£4 B
T A e
TS |
AR > F ek
VRSN,
R i Vo7 e
TESHERAL H i
AR AN
N I
AR Fe 1

*) BHEAMDIZ B 2K, B HBAMDRERIZ O 253
)RR O R FatE D AR N 2%
#Rx) T LR —ROSE T

AITEHIIZ B0) & FFRo 9

B HHRAMD T OFEIFERER Tld, Fulked) 2 &5 U7 B3 2361 2 RS H i oD FE LR )3 4
MMllze 7= X~ T8E5 ROKAERE 2523 12 8F T, RRRORBHENR ST,

kA2 ZERRE (ATE) 1. 25 MEVEGFILEICE#E L CAE UL AEEOH 28 EHFLTH
%, L= o> T, VEGFHERI O AN G2 X BRI ZERIEN TS5 Y 27 38
Wwmbd D,

Antiplatelet Trialists' Collaboration (APTC) DEFIZ X HATEITIZ, FEBSEAIZROAiFEZE, I
BIEH) e il Ae i SO A e JRIAARIOE L 2 ETe) NEEN D, BHAUAMDOSEIFEG
B (VIEW 1 )2 O'WIEW 2) (281 DATEOFRBLER T, RERWIF D6 T, AFEx 52K
TIX3.3% (1,824%1H160%1) Tho7zDiZxtL, 7= X~ 7 &5 LT EF TIE3.2% (595
FF19%1) THom (51HEBH)
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CRVODFENHERER (COPERNICUS X "GALILEO) 2317 % 2 ER IR 76/1000 [ DOATE
FHRIT, ABN OG- % AKX 1R152 1T 72 BERET0.6% G1761H261) THoT-DIiZxt L., &~
Y AR E OB EZ T RERETIZ14% (026426 Tho7z (S1HEBR) |

DME D HTIHRFER (VISTAPMER UNVIVIDPME) |2 351F 2 sRBRIAHIS2E M O ATERBLRIL, A
AOBe 5252 T BERET33% (ST8HITH196]) ThoTzdITxf L, iR (L—¥—#& 5
) TIE2.8% QB7HIH8H) ThH-72 GIHEZM)

ETOIRFEMZ ™7 B ERERIZ, AFNZBNTHRERIENE T D TREMEN & 5,

BUEA2 DN D HDIZHOVTOHE

AREFEGLOTHRZ BN T, BHERRSRONL BDICOWNTOREITHEETH Y, Z O
WX VARERFORRT v MU AT NRT U ZAOMGHIT =2 ) TN AlfeL 725, E
PEFE I LA RS IZREEL S 41TV D National Reporting System* % i@ L CEIWEA RO D H D
ITETHET LI EnRDLNATND,

49 EEHRE
FEERFRBRICI VT, 1 AW Tl RdmgZ % 5- L7273, SmgZ gk 5 U 7= Rk 7e r— A
N o7,

BERBEOWINC & 5@ EREGIIRELZ ER SELWREERH D, Led-> T, wmEkRE L
TG EIITIREZ B L, AL LW L2 G 8 IIXE 2 ek 2 Bnd 5 2 &,

5. FRELARRME

5.1 FTFReE
N EA - IRFL A P 8T A 2
ATC=— K : SOILAOS

77V ML, B FVEGFZEFR R OROHMIES B A A 5% & R gGl OFciEkic
fia LB MazAvaETH D,

77V T ML, BB ETEHOC T v f =— A A A X —FIE (CHO) K1
MmN CTREEA SN D,

TV MITRET a4 Z/EE L TER L, ZEOZRAER LD & EWEMET
VEGF-A L PIGFIZHES T 5, TOFER, 26 BT 5 VEGFZ BIEDRE A M ONEMAY %4 FH.
EFHZLNTE D,

TER T

I N HEFEIK 1--A  (VEGF-A) & ORREIR - (PIGF) X, & #HAK+VEGF” 7
V=D A N—=ToY , WO, B, & EEMEEET, VEGFIENZMfaE
i 123 AVEGFR-1 2 (RZVEGFR-2 &\ 92 SOZEEMF oL o F—E 424 L TIER
9%, VEGFR-1 X MEK B HIFEfE L, PIGFIZ Z ODVEGFR-1IC DO AfEET 5, VEGF-AIZ
X520 OZEROMEFE Z2TEMHAGIZ L0 | WA 7R M A A F O TLENE L 5,
PIGFIZZ 9 L7c 7' vt 2D TVEGF-AIZHRAIZIEM L, AIERORE & OMLE O RIE
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ZRET L Z LML N TV D,

AR

B HAMD

BRI AMDI IR R 72 RIS I B4 (CNV) RS E T 5, CNVH B O IR e OB K O
TRHEIZ X0 | SRR T L OSN3 & i = S aTREMER H V. T ORER,
WhERE L7577,

AR 25 Uz B3 i (A 1R GEFBRIOES 7 HBE L, ZD%132 5 H Z L1 EES) |
BEG-BARIE I CHEEE 23 L, CNVIREm O FHENMET LZ, 2k, 7=t X~
70.5mgD A 1E#EE- TH LN RER E —F LT,

VIEWIFRBR IZBW T, KT HWREIRY (OCT) THIE L7-MIEEICHD N b (KA
B AT E2mght GREL N =B X~ T 15 H Z & 0.5mghe 58D 5238 B OMEIFIE O -2 0
Bix, T2, -130%-1293 70 Tho7z) , £72. VIEW2RER T, 521 HIZOCT
THIE LT MEIC D N btz (KERy A 2 2mg GREL OV = XA~ T 1y HIZ L
0.5mgf& GREOMEIE O -ERUMEIX, ZZEh, -149KT-1393 7 > ThoT)

CN VY 22 [ F X OB DD 1 3R BR 24 B I o T b aER S vz,

CRVOIZ(F 5 HEEFHNE

CRVO CIH MR ML K] U CVEGF2S i S 4, MEWNEMlaD X A4 Fo vy 7 v a vn
REEE R BFEMEE SN D, VEGFOMEMIZ LV | fiffERERa Y 235 ik 88 X C i ik
WPENTUHE L, EORER., MEENZE, M RO BRI, &K OME R ENE Z 5,

AFNBe 522072838 Un AZE0EZ6n HR) 2B\ T, —& L TR B ok
RBFAMAROS (OCTIT L 2 HUODMEEE[CRT]) 2242072 > TH LA,

COPERNICUS &% "GALILEORER D EIIWRIIFHIIEE TH 5 X—RA T A » & ik L7-24H H

WZBITDOCTIZ X MR SV TIE, WRBRICE W T, 4 BIZBIT A=A A b
DCRTD A B L, AFIBER IS A BICSkE LT,
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F2:24H, 52 A, KO76/100 8 HIZET DS 2RI ST A —4F  (COPERNICUS M OF GALILEO #XR) (FAS, LOCF)
COPERNICUS GALILEO
HED 24 1A 5238 100 17 24 14 5238 76 1A
i L Control | Eylea | Control® | Eylea Control P | Eylea? Control Eylea Control Eylea Control ® Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=65) [N=112) | N=65) [(N=112) | (N=65) | N=112) | N=67) |(N=103) | (N=67) |(n=103) | (N=67) | (N=103)
N—RT A
D O -145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389
DI
S 44 AB) -45 44
%;Fg;? » -312 -28 -239 -167
(95% CI) (-389, -234) (-121, 64) (-142,53) (-286, -193) (217, -118) (-99. 10)
P p <0.0001 p=0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122
A RER AR 2 mg Q4 BE—HEREL T 5,
NI

B LS (/b 3f) PHMEORER AL OEEXRE (CD 13— 2 T A AMla AR L LT, 58, Mk (COPERNICUS : K[E vs. £ O, GALILEO : EUvs. 77
7) BROWR—RF 4 BCVA 7 Y — (>20/200 KLT* <20/200) #[EEZEE L7z ANCOVA ET /WIS,
©  COPERNICUS #BRIZEBW T, KIHBEEIL 24~52 W HIZAKI O PRN #5542 4 BT L 22T D LM TE 7, KPeid4BIL & LT,

D) COPERNICUS #RBEIZHV T, 5 HEE I OAH 2mg BEFIC 52~96 3 H O], AFIDO PRN #5424 T L 1C2 135 Z N TE -, 12 (Quarterly) I & D3RBi% M & 2 NMEITIG

CT4BEIEDOREES AIRETH - 72,
® GALILEO #BRICIS\V T, 52768 i H O MIARIRBE - AF) 2mg BEL b ICAHIO PRN #2524 8 M T L ISR 5 Z L3 T, 8Bl T L OB e L,
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DME
DMEIZ, $LKT %4 U 2 i 8 Z it 14 o> Ui M O EANII A DR EHC X » THRES U &
o,

AR 5% 52 1B I2B W, — B L TRl B odE 2 R FIMARIG (OCTIZX 5
DABIE[CRT])) NEEHMEZ N LA LN, S2ERICEBIT HX—RAF A4 )b OCRTD
LR, ABIBESFEICA BIC S E L,

VIVID-DMERER (2T, STty (OCT) CTHIE L7-MEEICD A bz (O~
F2Q8%K G-HEM N L — W —EHRED 521 H OMEIIE O L MEIL, £ 2, -192.4K%
662370 Thoiz) . F£7-. VISTA-DMERER T, 5218 HIZOCT THIE L 7= M= 12
BN B BT (RERQ8KEHHE K N — W — R HEEOMEEE O FERMEIL, ZhZh,
A3 AN T33I s u s ThoTo) o

SR A B M OVZE 4k

B AMD

BHRIAMDRE & %15 & LT 2o DR L, Sl b, “Hf, SRR W
T, AANOLZEM R OEIMEEZFTMM L7Z, 2 b2o0 Bk (VIEW 1 L VIEW 2) T#
5} O E DR % 52 1) 7= B 132,412 5] CRAIE 5131,81761) Th-o7z, FkBrizk
T, BFIFLULTO42D 9 HENTNOEEGEZL 11 1 1OFIE TEEZIZE D 41T 60
776

1) AARmgZ1» H Z LIcHgE#b L, ZO%II8E & ic&s (R4 2Q8)
2) AF2mgZ 4l Z L&k E (KA 20Q4)

3) AAI0.5mgZ 4 Z L&k E (KE 0.5Q4)

4) T X T705mgh 4l T LIZHE (7 =EX<70.5Q4).

B OFEEITA95% > Y%, FEHT6 T - 72,

ABR2AE H Tl BA 1T & ot & GBI EIER R D A1 ST HEOER G 2% T 7278,
B RIEIE, B0 R ORI FHORAER R ORI L TEE Le, 2056, REHRIZIER
SR EDOREIC LV KK TI2BM & L7,

WTHORBRICIBNT S, ARMEO FEFHNIE B 1XPPSEE R (1 5R 32 5 1 55 A AT < 5
LTIV TS2 B MR L QW BB OEIG & Lz, 2 2 C I OMERR) &1,
R T A LWL THRAK T RIS TR OSHA L EFR LT,

VIEW 1GRER Cld, 521 BICHR D) & #eRr L7 BB OEIA 1L, AF2Q8EEN95.1% TH - 7= DI
®L. 7= X<705Q4ETld94.4% TH o7z, - T, AFIEGHED T = X~ 70.5Q4
BRI 2 IES M R QR R B[RV e 03 R S vz,
VIEW2FRER CIE, 521 HICH S &R L7 B OFIGIL, AF2Q8HEN95.6% T - 7Dz
®L., 7= X<705Q4RETld94.4% CThH -7z, - T, AFFRGHED T = X~70.5Q4
BRI 2 IES M R OERR B[R 28 23R S vz,

TR BR O fF S AT R ORI 2. LU DIRITRT,
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#3562 A (EEMFNT) MO 96 3 HIZH T 2 ARIMEDRE R ; VIEWL XU VIEW2 ikBR D

raT—» "

B DRE T A 208D Ranibizumab 0.5Q4

(KFlmg 1y A =& (7=EAX~705mg

3], Z D% T &) 4T &)
(N =607) (N = 595)
523 969 521 9619
R— R 5 A b OFE 5. [E% 7.6 11.2 12.3 16.5
24FH O bR (52 B 225961 H) 4.2 4.7
BN & MR LT BRE OBIE 95.33%B) 92.42% 94.42%1B) 91.60%
(BCVAY DK TFA1SLFHRIE)  (PPS)
220 0.9% 0.8%
(95% CI)D (-1.7,3.5)P (-2.3,3.8)P
ETDRSY LFAATICEDH_R—RAT A LD 8.40 7.62 8.74 7.89
DBCVAD I &
LSV ORI ZE(ETDRS L F40)O (95% CIHD -0.32 -0.25
(-1.87,1.23) (-1.98, 1.49)

NR—=RAF A UNBISFL LR E LT 30.97% 33.44% 32.44% 31.60%
BEOEIE
220 -1.5% 1.8%
(95% CI)D (-6.8,3.8) (-3.5,7.1)
A) BCVA : FEsEER

ETDRS : ¥ RIS M RE e el B
LS : ANCOVA (F:#0Hr) 12X 0 S oo/ 1Y)

B) 523 B H61T D7) ZffeRs L7 4BRE OFIG O A, IRBRIEREF T EE S AR (PPS) THEHT,
Z LIS OFFHT 34 TRAMHT I REEM (FAS) K OMRMRHE A = 7 4MFiiE (LOCF) %R,

o BERZEIARE G — 7 =X~ T TR, EOEIZR D56, ARIOEMIREND,

D) TRl 2 TR L 758X (CT)

B HAM (p A Z &1, s Egy) #%

B {EHXTH O FRRMED-10% R OHE . AHIO T = A~ TR T D HAENRREN D,

9 5200 H DA, SFAMICBUE S i GRS HE ), RGN LR GRIE 24820 E128 00T

ET 5212 (Quarterly) #5377 XA L TITo 7,
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(letters)

Mean Change in Visual Acuity

0 o 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 J

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

Weeks
—a—EYLEA 2 mg Q8 weeks* —g—Ranibizumab 0.5 mg Q4 weeks*

X 1:_X—2FA 5 96 F TOHSDOFHEE ;
VIEWL & VIEW2 RERDHEET —

*) R—=2F A UnBSBAR FE Tl AFNCHOW TRy A S IC1El, HEFEEL L, Z0%IE8E LI
1E#E Lz, 9= A= 7ICoNTIER—=2 T A U552 H £ Tli0.5mgZ 48 Z L 1o 5 L=, 52# A
LARelx, RRGHIIK L, FallcBlE S B GREECE D, B5HMRA4ED LI2ELLT L LA E ]2
M (Quarterly) #5377 XA LTITo72,

963 HIZ_N—A T A Ll U C153CF UL B 1E L2 B OBIA X, AKR2QSHEET
33.44%, T =E X< 70.5Q4FT31.60% T > 77

VIEW 1} 'VIEW2REBR DO OFET — & b Tl. FANCHE LA E0 BIKEEHEHIE R T
2 A EE SRR O25TH H 2> B 72 HHREHEREIZ DWW T DT 7 — Kk (NEI VFQ-25) (T
BWT, AFNCLDRX—RAT A ED G DERINCHE B R RI N, 2 b O bE
DRE XL, TTIZAR SN T LR R LR T, &EEERT BCVA) (ZBIF 515
LG T 2D TH -7z,

523 BIZH 1T HDNEI VFQ-25DAF A a7 KON RE GERARINIC X 2178, AR
EDTER O Z FIZE D ENL) OR—=RT A AMEDDEALEIZ DN T, AHI L RHHRIED
TR~ T ORI, BEMICEEREITRD N7,

WRRERIZ BT, 2RERE CEEICNVIF A RS OB/ 23780 bz,

5B K OVt BR O DR AT I 1T D, & CORME AT REZ2 A ZWED V7 7 )V — T it
(FFfin, MR, AFE, X=X T4 O], WEOFE, HEOKX X7 L) X, £HEK
TEONTRERE —E LT,

HERE R I2BW T, BEMEIT961E B O & i £ T fakeR S -,

RER2EB O, 2~4%DBRETHEARGNVVLETHY, 30010EEFETIIVR LD
1EX1y HZ EDOEERVETH T,

13/48



2O DFBRIZIB N T, AANT L DIEHIIEIEL 1 ZE] Y (1T S =955 DFI189% (1,616/1,817
Bl 2365 LL b, £728063% (1,139/1,81761) 72375 Lh T - 7=,

CRVOIZfF 5 BB 7 HE

CRVOIZHE D EBHIRIERE A 55 & LT 2 oD E(EL(L. Shaskdtn ., —EilEfi. o v A0
St BERREBR 12 350 T ARFI D2 2 K O M2 781l L 72, 24 522075k (COPERNICUS
K OGALILEO) T 5} OH %0 D RN 252 1 F 7= BB 13358 #il (KA E1321741) TH -
Too HRBRIZBWT, BEF3  20%E TARFZmgZ 1y H Z L ITET 58 (2Q4) Ty
Y AESELY A DL ICEG T HRICEESIZEI Y M b (WS bEteRIEEE)

1% A Z &G #EH6RIZ T T2t FRTCHE STV D G- U2 7= L7 BE DT
KRAENDOFG- 21T > 7275, GALILEOD X FREETIXS2 H £ THI & e & o ¥ AIER OB E2MT
Divle RHBEE—XIIREE) , 520 B LIRS, FaiO & 5 I A 72 U 72 B8 02 TORAH
OBE %57,

BB OFEEIT22% 0 58Ik, 64k T o 72,

T RRER DA 20 O FEEFMIE B X, 2418 B2 17 5BCVARN— AT A L L g L TI5 307
Pl bELI-BEDOEIS E Lz,

F WA OFNEORIKGHEE B IX. 24 HICEBIT ARX—AT7 A4 VL ORI E{bEE L
77

WTNORBRIZEBWNTH, ORI ZED D AR OF G 72 EEIE N RSNz, 0 Tho
HKERTH ., WH3y ARICHDBCEITRRICEL ., Z0%65 A B F TH IR OSEIEE ~0D%)
RIXLE LT-, AFOMEHIA BTS2 B £ THEFF S LTz,

B O O S FATRE RO Z . LT ORFIZRT,

14/ 48



FA4:24HHE., 5238, KON76/100 B BT T A A LM H

(COPERNICUS K X GALILEO 3E%) (FAS. LOCF®)

HEMEDRE R COPERNICUS GALILEO
24 1 52 3 100 24 52 3 76 1
Control Eylea Control® Eylea Control BF) | Eylea® Control Eylea Control Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=73) | (N=114) | N=73) | (N=114) | (N=73) | (N=114) | (N=68) | (N=103) | (N=68) |(N=103) | (N=68) | (N=103)
R=ZAT A PHD
BCVAO 28 15 305Dl Bk 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
=2 LIZBEOREG
AR EA ST 21T 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
=% OBERIE AB) (95% CI) (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3, 42.6)
p fif p<0.0001 p = 0.0006 =0.0003 p<0.0001 p=0.0004 =0.0004
ETDRS® XXFAa7IZ &
5’\‘"“1;6?‘/75‘6;) -4.0 17.3 3.8 16.2 1.5 13.0 33 18.0 3.8 16.9 6.2 13.7
18.0 12.8 17.1 17.4 17.7 17.7 14.1 12.2 18.1 14.8 17.7 17.8
BCVA S (L f(SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.3) 17.7) (17.8)
LSEMEY DL Z= A C 21.7 12.7 11.8 14.7 13.2 7.6
D) (95% CI) (17.4,26.0) (1.7,17.7) (6.7,17.0) (10.8, 18.7) (8.2, 18.2) (2.1,13.1)
p fi p<0.0001 p<0.0001 p<0.0001 p<0.0001 p<0.0001 =0.0070

A)
B)

)

D)

E)
F)

G)

TEMIZEI3AA 2 mg Q4 FE—*THRTEL 35,

REMIZE K OMEREIXR (CI) 13 #1385 (COPERNICUS TI3K[E vs = DfthHils, GALILEO TIXEUvs 7 VT80 7 4 v 7)) ROWN—R T A 28T 5 BCVA 5 =0 — (>20/200 &
N=20/200) TFH#HE&#% . Cochran-Mantel-Haenszel (CMH) #7E % AV CTHIH

BCVA: @G IEMR

ETDRS: R MENE F R AR

LOCF: HBIEMEIC L D f5eis

SD: 1R &

LS: ANCOVA (GE4#oHT) 12L& Vb7 5T

LS (/N "3F) “PIEORRZEL OEEXM (CD 1%, #5458, Hus (COPERNICUS : K[EH vs. T Ofthlls, GALILEO : EUvs. 7V7 » 28V 7 4 v 7)) KRUW—Z T A BCVA
72 Y — (>20/200 LTt <20/200) FEEHFE L7z ANCOVA EFT MTHSL,

COPERNICUS #ERIZISVN T, HIREEE 24~52 M BICAKI O PRN 5% 4 ML ICZ T 5 2 LN TE -, KB4 B L L LT,

COPERNICUS BRI T, 6 PRI M VAR 2mg BE1T 52~96 # B ICAKIO PRN 5.4 4 T L% 52 L AT, 128 (Quarterly) =& O¥zMHEET D NMLEIZE T T
4T L DKL FRETH - T,

GALILEO #RBRIZHUN T, 52~68 il H O IL HEE « AH 2mg BE L & ICAKID PRN 5% 8 Z L2175 Z &R TE, 8T L DkbiamH L Lz,
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COPERNICUS

20 ;
173
ol I
ERRE :
< . +13.0
m 1
a i
=% 10 [T !
£ fixed monthly ! PRN with monthly
%E dosing | monitoring intervals
& 5 !
= 1
(W i
§ : +1.5
= 0 T v v T3 1 1 1.1
1
n X -4.0
-50 4 31216202142832364[}-‘14485256606463?2763236889296100
Weeks
GALILEO

20
z
o 15 =
< +13.7
m
2 _
i E 10 = (fixed monthly
s & dosing
£= +6.2
S 5
c
Z

n i [ i

Weeks

—k—— EYLEAZ2mg ——@—— Control Group

¥ Indicates the switch of the contral group to PRN treatment with EYLEA 2mg

21 76/100 H HIZI 1T DIRERERDOR— R T A 036 DR SIEE 28 b (COPERNICUS &
TN GALTLEO 3%5%) (FAS)

GALILEORRER TlX, N—RA T A VRRZBWTAFIREC IS 1T 5 IEE MBS OFIS X&) -
7o (86.4% ; 89f) ., 243 H O FEFHMIZI\W T, IR M EE OEIS1391.8% Th 7= (89
) . THHERFOLIXT6 B £ CIEEMARIE AR Lz (84.3% ; 7561) . ¥ v ABEIC
B DHR—RAT A VEEOIEEMAEE OEIE1379.4% (54%1) T, 243 B O FEFAM TliX
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85.5% (476]) T -o7=, v LAREOEFILS2E B UK, FRNCHE Sz R UE RGO ARH]
BHIZERE LT, 52 BB 2IEEMMEE OEIE1X83.7% (416]) TH-o7=, TilbH
FIX761 H £ CTIHEMIRIEZ HEFF L7= (84.0% ; 4241)

COPERNICUSERER Tl AAIE GREDOR—R T A VEHIB T 5 IER M EE OEIE1367.5%
(77(5) | 243 H O FFEFHHT87.4% (9061) Th 7=, 24 H LRI, AF&GHEITER]
\CHLE &7z BB ICRE W N T LT, 1008 B2 2 IEE A B E 0 EI51376.8% (76
Bl) 7Zolz, V¥ DEEOR—R T A UIFIZRIT D IEE MM B OEI51368.5% (5061) . 24
B OFEFFAMTS8.6% (345]) Tho7c, ¥ v LAFEOBFII24E A LI, KFIFEG- b &
L7z, FEREMAESE OEIG 13520 H T83.9% 4761) LML, 5 HEEOES TL00#H H
F CIEEMIRREZHERE LT (78% ; 394)

N—R T A CHEMmA L IEE I & O BE S ER ORI W T A RHEEE I3 D AR #&
HoRFERMIZED S RhoTz,

GALILEO X ()COPERNICUSHRER O OF St 7 — 2 Tlk, FRIZER SN H 2 MEDORIKTY
ZH{HE H T HNEI VEQ-251238 W\ T, AFNC L H_—2F A Al b ORI B2
R ENTZ, TNHELBEORE X, T TICAEIN T HRERER & R T, BCVA
BT D1I5CFHEMCHIRT 5D TH -7,

FRBRIC R DRHt TR Y7 7V —7 (. PR, AFE, N—X T A AT MERRTE
FUIRRE. CRVODIREEIAN) OMEATRIRIZ, 2EMII T D MTRR L2 L7,

AR
CRVORER TIL, EEAEIN SN BE DOKIS2% (1122176]) 235655%LL F. 18% (38/2171)
MNI5ELL ETH - 77,

DME/E#

DMERBE ZxtR & L2 2O MIER(b, Shasxttn, ik, B vw T, &
B D22 B O 0 % 55l L7z, BEAEA AL S5 R OV b O 54l & 52 1 F 7= R 35 13862
FITHoTe, ZDI B, 576612325058k (VIVIDPMEK TNVISTAPME) |2\ TAKIE 5-8%
WZHEEZ IZHI 0 AT BTz, FRBRICEBW T, BFIZLL T O3 >OFEEEIZ] - 1: 1O THE
TEZ\ZEID A BTz,

DAAKRmgZ 15 A Z L IEkesmES L, ZO%II8H L iz#& 5 (Eylea 2Q8)
D)ARFKI2mgE4 T L 12#E (Eylea 2Q4)

3)EEBE L — W — HBEE I 2 S (3K HRAE)

2438 H LARE I, AFRGRETBINERO I E B LS., L — —FIRR IV L
— IR AT o 7o, ARREHTBNINAIR O FEMEICE VAR 52T - 72,

BEBRE DFEMRIT23~87, 63 TH - T,

] RABR 0D KR4 132U IR A T o T2,
A0MED FERHIIE H (X, ETDRSHAFEIZ L 2520 BIZHIT D fmEER I D_N—2F A

VB OEEE Lo, 2Q4% URQ8EED A 2D B RHAM I H 1k REE & e TREEH 1Y
WCHETho T,
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VIVIDPME K ONISTAPME D ZEM 72 AT S S & LA R O X F IR,

% 5 VIVID™E Kz OY VISTAMEGKBR (235 1) % 52 i H OFZhERE S (LOCF 1EIZ XK 5« e KOfEHT

XTRAEMD)
BEEORER VIVIDDME VISTADME
52 i 52 &
EYLEA EYLEA Active EYLEA EYLEA Active
2mgQ84 [|2mgQ4 Control 2mgQ84 [2mgQ4 Control
(N=135) | (N=136) | (laser) (N=151) | (N=154) | (lager)
(N=132) (N =154)
ETDRSE #i /5 %
Lo "—=27
A4 ¥ b D107 10.5 1.2 10.7 12.5 0.2
BCVA #7254k
%
B/ R O
FERH3E BCE 9.1 9.3 10.45 12.19
(97.5% CI) (6.3,11.8) | (6.5,12.0) (7.7,13.2) | (9.4,15.0)
R=A T A U
5 BCVA T 15X . .
ol Er L7 | 38% 32% 9% 31% 42% 8%
W OFA E
H AT & B 2
D.CE 24% 23% 23% 34%
(97.5% CI) (13.5,34.9) | (12.6, 33.9) (13.5,33.1) | (24.1, 44.4)
A B A OSEF4EE = & OG-
B) N—RAF A VBCVAA AT i, BHREZERK & LIZANCOVAE T /M IS < fi/h 5 F-H

&)

D)

E)

KOCL, & 512, VIVIDPMET Il (BRM/A—Z 85 U 7vs. HAR) 3K E LT, F7-VISTAPME

T EZE R OY AT 2e R OB A R & L CTET MZE DT,

REMIZEIT, AR S B — X (L—V—8) .

VIVIDPMET Il (BKIN/A— A R F U Tvs. AAR) 2%&EE LT, F7/-VISTAPMETIILGHEZEX

VI ZE T OBEEE % ) & L C Cochran-Mantel-Haenszel%i 0 B 7 % VN CH2E L 72 #E 72 & . £ DCL
BCVA : =i BT

ETDRS : BERIFRESE S a0

LOCF : Last Observation Carried Forward (5#&T7 —Z 2 L 5 ff58)

LS : ANCOVA (L4#usth) Ik v o/ h 517

CI : {ZHEX[H
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B 3: 52 BEIZ&HIFH ETDRS HARICKER—X T4 Uho® BCVA FHZELE (VIVIDM™
BN VISTAMEZRER) (FAS)

> 15 VIVID

=1

o

<

© +10.7

2 __ 10 +105

>

c o

]

5E

S 5

o

W]

c

o +1.2

E O L L L L L L L il L L il L

4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

> 15 VISTA

g

b +12.5

© +10.7

2 10

>

£ g

&8

5 5

=

|

c

D

= 0 +0.2

4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

— g EYLEA2mgQ8weeks 4 EYLEA 2mg Q4 weeks
—@—Active Control (laser)

VISTAPMEZKIR 024 H OfE 1%, 521 B2 81) 2 EEAHMEE B & OEIR I EHEIE B Of5 5 &
—F L7,

R BR K O RRBR O O ATIC BT 5. BT OB ATRE/R A RINED Y7 7 b — T AT i 5
(4Efm, MERL, ANFE, X—RZF A > OHbAlc, X—AT A > DO I], FIVEGFDOHTERE 72 L)

%, EHEERTEONR R WM& LT,

VIVIDPME Jz IWVISTAPMEERER (2 35U T, 2412136 (9%) K TM97 (43%) BIAHLVEGFD A

AT TR | AFIEGLAE Tl23 s H UL ORISR 2 5% 7=, SBRSIE1IZHTIVEGF

DHNEW 22 T T2 BE BT DRl rTRe 72 A 2D Y7 7 v — T AT s 1%, HFTVEGFOH

B EZ T TR WS L RIERORE R R S vz,

EERNASAEE & HIWT L7256 MIRICTERG S & 2R 2B A AT 5 BF IXHIVEGF DR &%

FH T &k L, VISTAPMERBRIZIH VT, AARETI98 (65%) BIANMIHREE 5232 1)
VIVIDPMEEERIZ 35N CT, ARFIFETT0 (26%) BlNEERAT RARIZ A OFIVEGFDIRRK % =T 7=,
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R
DMERER Tld, EELET SHT-BEOKI47% (268/5761) 7365 LL . 9% (52/576/3))
MT5ELL BT o o 7o, HRIE K V2O TS T 2E B T TR R & —E L=,

/NREE]
N ESE S FF (EMA) 1%, BHAAMD, CRVO X U\DMEIZE T 5 4/ NEE IV T
AANZ KT 2 5B RO &2 bR L,

52 HPEhReER R
AHNX, HFAERANEERET 22 LICEY | IRIZBWTRFMINCERT 2,

il
77Uk MEL RN S %, IR DRBEIRICEIN SN TRITERICBIT L, 2
PEER ML TIXTITVEGF E & LIERNEME CTLE LIRS L TRl SN D, NN

VEGF & fEE M A[RRZe DI THEEERL T 7 U Xt 7 | OATH D,

HEEBERBR OV 7 2 25 4 (66]) ITB W IR E 2SRRI Lz & 2 A, WEER T~
ULt 7 b O ERRE (28 MECre) (FIE< . 2mgZ il AN 5% 1H B2 630
H ON-EIEIT590.02ug/mL (0~0.054ug/mL) Th-o7-, F-&GAHMEZIIE, FEAED
BENCHERA T 7 ) vt 7 NI SRR o7, 77 Vbt MI4E I ST TR
WL L TH, MEFICERBITRD b7z,

WEEERL 7 7 U ~Lt 7 b O MUE PR E OSEHEIL, BT T L TOEE DVEGFO A
TEVEZ50% L ET 2 DICVBEREEDR L Z1/50~1/500CH 5, FHHRT 7 1)~k 7 |
DML PEEE S FI10pg/mLIC BT 25 & M EIZZAEAFR D DAL I lug/mLEL FIZ T
MWD ETLITR S T2, BE O RN 2mg % B 5 LR OEEERL 7 7 U <)Lt 7~ Ok
E ME TR R AR 1, A DERERER TORE DVEGFD i K¥-HHE A% B 7 7 U~ Lt
7 NORE (291pg/mL) DVI00AKGH TH 5 EHERI SN D, Lion-> T, MEE{b7e &Ley
\ZHR TR KT AREEI RV e B 2 6 b,

B QI B RERERE RILCRVOBE xR & LI 3mEhie 7 2 2 7 ¢ (il iy
77 VLT S OFLECrax ¢ 0.046pg/mL (FiPH0~0.081pg/mL) ) . DMEEF XI5 L L
IR IEY 7 A2 T ¢ (SR T 7 U~ 7 N O Crax ¢ 0.032ug/mL (FiPFHO
~0.076pg/mL) ) IZBWT ORI, T ARNEE IVTRE) %, iEEs T~
ULt MREEE, LEREE TR TR E 72 2l E THhRA KT Lz,

EES

AANTT-AEEZ TR & DIBFRETH D720 AREHREEBRII T > Ty,

WL 7 ) ~ vt 7 MEVEGFE A L, ZE CAEHOE SR L BT 5, thoERH
VR L RIRRIC B N OSE R T 7 ) L T MIWThR b X Loy BB R SRS
BALERICXVBREESND EEZ LD,

T eI R
ERERERRE A TR LT A U =TT Rl ik BRITAT o 2R o 72,
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VIEW 2iBR D BFE D 9 H40% D BEHERERE  (RAE24%, FTEEE15%, TEE1%) 28 LT
Tmo TNOHRBE ZGRICHEYBENREMENT 21T 72 & 2 A, 48 I8HE Z L ITH AN 5%
1T 2% O MEREREICEITRD b o T,

CRVO%Z %[5 & L 7=GALILEO# SR & O'DME % %5 & L 7= VIVIDPMEER 2B\ T b, [FAEED
MERINREINT,

53 AiERRZ T —%

FEFERRBRICB VT, KERGIC L 2T EFRBEOEAIC OB SN, Z OO
IR EIL BRR T EAELH T ARNEE L0 hORKIBERLZ T EES EF X
HID I D, R E OBEMITIZE A RN EAURIB I LT,

77V T N EMENES LT VICBW T, B FORKIBEEEE LRl > TaHRE
L7, SHIIER B OONS A K ONEIE DGR O b ivTe, T 7 UV~ e 7 o4
g L, B MO2mgZ il HERRE G L7256 O Cra X NAUC D Z FL-Z 104920017 K V700
fFICHY Lz, EEEERE (PLi205my/lR) TORHEREE R, Coa FAUCTZENZE
A5 K ON56f5 T > 72,

7 7 ) LT b O BFM ST RO F I OW T ORERITI T TR,

iR T X2 HWTT 7 U~k 7 N 2R S: (3~60mg/kg) & OV T # 5- (0.1~1mg/kg)
L7ZIR « B ARRBRICB W T, I - JBIRA~DIEE KT 5 BN bz, BB
FHEEITZENZEN3mgkgk Mmgkg Th 70, I+ BRILOREIZHT 2 BEEEITRD O
N7 oiz, 0.1mgkg#s N GRE, WY 7 V)~ Lt 7 hO2FIRERIL, B MI2mg
ZR RS L7255 A O Cra X CAUCDO Z N ZEHINTE K OFIL0fE TH - 7=,

Hova W Tz6 5 HRBEIRNEEGRBRO— & LT, 77 VULt~ s %3mgkg~30mg/kg
OB THRE Lz & & OMEREATERE 69 5 R A FHn U7, D AEJH R LT o L
VDA BEE U 7= M A B ST A BARNA, HEDOKE 1T HE K O - iEEh M O 2 k232 & TR
D HiT, 3mgkgh RN G LTz & S ICBIR SNER Y 7 ) ~ vt 7 s o2 igE
BiX, b M22mgZ il T-RNE 5 L7258 D Chuux 2 FAUC D Z 10 1UKI49001% 2 ON15001% C
boTo, BUITTRXCTAHMETH T,

6. ANV T O RIH A

6.1 ¥WHhAIY A K

RV _— 120

Vg KFFT MY U L—KFY (pHiHEEH])
U UBE—/KFEF MU T AT (pHAFEEHA)
N (A all DRV

R B b

HES K

6.2 A=

EEMERBRIIITbh T an/ed, Al zoERL ERE LRV &,

6.3 AIIHR
24E ]
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6.4 PRAFFRFOIEE

WIHECTHRIFT S 2 &, (2°C to 8°C)

WG ZRETH Z &,

WD D TV AL —a R UNEICANTZEERTFTH L,

EAFNC, 7V AX =2 RE O £ FEIE 25°CLLT) TRIFETE 508, 24K %28
ZBWEIIHEHTHZ &,

7Y AL — Ot E R BRI, BESG T CERIEE T L,

6.5 BHarDOMHE L ONE

1ELEEIZ D& | QOULDEFHE N FEE SN - Type- 147 ARV o2 (FEEICIT RO TREEEN
FIFShTng) | 770V —A hy/X— (T A hvw—34h) KOF v 7 ¥y v T
NT—ay I TR IH— (TR vw—TdL) ,

6.6 wH E /B EOEE
TL 74N R PO LOERETHZ L,

M7 Y A X — Xy 7%, BESBLACHRE L2V &,

17 L7 4V R I3 HER R G- (S0pL) BLEOR R (90uL) BARE I TV D720,
B AN RRIOIRIIFEET H 2 L,

FERNCHRIZ LD | BY - R RO/ UIEERBLOZ L2 R+ 5 2 & AR
TNPRROONLGE, VIV ITEREETLHI L,

AN G, 30G x 124 > FOEHEH AT L,
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51k

. AHBEEGOUEfENTE6, AEEREIL, 7Y 22— (HE) 200 Hd, &
MENOBEEIREEZEDRNG, BEL T Y A —aE2BEd 2, U I
DOUEENEE S FTHRE F LA IZEWVWTEL,

20 WMEBBREICLY, YU UV EREOT Y A2 —el#ENBIRY KT,

3. VU UVRERDF v v T EANT T, )
CEFFICFRL, b9 HOFOBEE N
LiEZf- Ty ooy v 7 a2 Lon0iE 0‘\
o, B VUL URy v D (BILE \
DL L) Z &,

4. BMERELZROTZD, FT7 Vv —&GEREBRNI L,

5. EFEOEMEICL Y, EREEALT—m v T v
U VOERIZhA L > T Loy LaEd
60

6. FITRAF v 7 HOEHNEF Y v T EIRYITTT,

7. EHEtOEEE BIZmT TS, YU U
DRIAD A WAL T 5, KD FRD b7
Ballld, YU vER TR e Ria gy
FiETBEISE D,

23148



8. AL ARG AT A, 7T V% — R—AROERN Y Y > DI B TH
FENAERR (S0pL (2HRY) ICHESETT I Vv —%d o< ) LI,

Air Bubble

Solution

— | —

Solution after

expelling air bubbles

and excess drug
Dome Plunger

Dome Plunger

Dosing Line

9. FL T4 N KRV U1 BOROFERETSHZ L,
fEH U720 T3 M OVREL 72 & R 13X, 320 Hidik o JUH| SF It - THEEET 5

Zk
N— o

7. EIESTSUKGEEUSE
Bayer Pharma AG
D-13342 Berlin
Germany

8. [EHA KGR A 7
EU/1/12/797/001

9. HIEIAFEH /AR HH H
WEAZEH 20124511 H22H

10. 7% FKETH

AEH A BT 2 B B SV T,

LR EMA @ HP |[ZH# STV 5, http://www.ema.europa.eu.
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AREFETBNETE=X ) T OGS LE D, BNTE=X2) 712X 0 #HrLWEZeMER s
TGRIZEFET D Z N TE L, EFREFE ITRERNEDND L OETIZOWTHET S X
HRDHN TN, FEFIEIZHOWTIL, 48T 5 L,

1. [EIESHDLFR
Eylea 40 mg/mL JEHHE SA 7L AV

2. #pk (B kUG =
BESHE ML, 77V~ Lt 7 Mimgrh &A1 5%

ANA T IIARIZIFI00uL (77 U~ 7 K& L Tamg) OEFENFEINTND, AT
AN SEOFRGETHH50uL (7 7V~ k7 hE L T2mg) AMEHTE D,

*b NVEGF (L& N EZEGER ) 2R/ R OO/ R A A fE%Z & MgGl DFciEi
ICREA LTz g A 7= AETH Y B R B2 W TTF v A =— AN LA F —
JIE (CHO) KIffaNTEA I D,

W OFEIZOWTIL, 6.1TAS M,
3. A
HEHE (S

JE £~ TR LR IR 0D S5 BRI K

4. BRIRAORFIK

4.1 %hee - %R

AHNILL T Z2HT HADORFICH NS -

o HAEMEAELEY (BHA) IwEEZAN (AMD)  (5.17ES )

® EBEH.LFRIRPAZESE (CRVO) A ) SBHFIEIC L D2 EE (5.1HESH)
® BERFHEBIEE (DME) ([C X2 NkEE (5.15HSMH)

4.2 FHE - HEKORE J5E

TR GIZIR D,

TR GBS 5 T4 iR - B2 AT OEMOLZ NGS5 2 L,
Ak - &

PBHAMD

AHNOHREA &L, 77V~ 7 M E L T2mg (EFKE LT50uL) Th D,

A 18], B3O IRNTER N SEE L, 0%, 25 H Z L ICIRIE AN ES 5,
NENOBREORIZE=2 T V ZIIFRETH 5,

BERG»D12H A 22 U AN L OTEERERRER R LV RERBLIERT 5 2 &

MTELN, IERTLDGEITHLAENE=F ) TDRATVa—VERETDHI L, E=X
Vo7 ORI GHE XY 2 < R D RN H D,
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CRVO z ¥ 5 HBEIZHE
AANOHESEHEIX, 77Vt 7 hE L C2mg (FEHHRE LT50uL) TH D,

MEG#ZIT1y H Z il L, TnthoxbmEZIs A L0Ed LienZ L,

BAID3E 2 5. LT bR R ORI RIS EN A DR WIS, ki 513 HE
TEXRU,

15 HZEDEEG1E. A1EIOR M OTERRZBAER R TLE LICiHMis3 RSG5 £ T
Wit 2, Z0%IT, BHEHRGEOMLENPEIZOWTHERFTHZ L,

MBS UTVRE LI R OTERREERIPOE Z MR 2 T IR GRR 2 1k 2 ITHER L7
MOEEEAR ST 2 Z N TE D, 2P LEGEIE, (TIREDO) H1) RO RET R
BEEREET=Z ) 7 L, ERPEAL LGB Ii3&k G2 mi+ 5 2 &,

F=H Y o 7F, BE BEOTOITREE LTEBRITAT 5 . 16Fk T TR GFFRZ ER LT
WA A ERMME 2 DBEDOISIISC T, F=F Y T DAV 2a—NE2RD S
i, F=Z YT OBEITHRGHELD Z RN S D,

DME
AANOHESEHEIX, 77Vt 7 hE L C2mg (FEHHRE LT50uL) TH D,

AR, HEEESEIOM T ANER LGB L, 20k, 24 A Z L1 - EANERT 5,
FNENOHEORIZIZET=2) V3R ETH D,

wAD12 5 A BOWEEZIL, SR OEEFIIBERRIC 160 CREMBEIERT 52 &
MNTED, HYEMNE=H VT DARr P a—VERDDZ L,

B R OTEREFHIRA ORER D b B Gk O A MEDTB O S WG IR G2 P 1kd 5
Z

FrE4E ]
JFRERERE & ] O R B BENE & 5 59 5 B H
JFESBEREE L O UL B e E 2 4 5 BE 2 x4 & LBzt rbhu ey,

BEHDT—H B, 2 b OBEIIHT 2 AERE OB T RIS (5.218
Zjﬁﬁ) o

= = Yoil
Bl 72 Bl BT L EE E L7RV, 7528 2 DDMERE TORBRIZRE STV 5,

/NIEEEH]
SN R ORI 560 T D 22 e OV S IS STy, BHBRIAMD, CRVOK Y
DME®D#EIME Tl /IR TOARFIME R I /20,

57k
T RNTESN S, AR ER R TR OBE T A R A AP, ARG 21507

TRER - B EATHEMNMT O Z &, @, HoZemiEr T, KOVREFTEA A (B, IRE
FHOEE . IR L OIREGEHTARE Road—R) ORGP 2 ED - BEH T T
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ToRFITR B0, FITHFRHEE, WEFR WE P L —7 R OWERG CU3Z
MICHY T2 0) OFERARHERERIND,

£ JELG R D 1% J53.5~4.0mm)> S TIRFEIZ [ Do THHE 2 S L 2o, Z ORE, KL
Fe A ke ARERFLOMC AT TEHAE &9 2 & EFNK0.05SmI A T EAT D, KGRI, BA
A5 U 72380 & 13 B O FERIEERAL s HIER35 2 &

T ANER OERIC, BEOIRE LFOFREZBIZT 5 2 &, LI O MRS SUX
IREERE 72 EAE ) 228l 715 & LTHET b L, ZRRICIRE L ERG R 2 BTG T
THELTEZ L,

T ARNES R, RN (R, Tl &, Hik L) 2R R0 bhizGa
I, EHICHET L L BEICHEET L L,

I3A 7k, 1B (FER) [CoAEHRAT 52 L,

NATIZIE, #REHETHL2mga A DRENFTHEINTND, 1234 TILICFHHEI 1L
7o TREZ2 B (100puL) 22 THEA LanWZ &, RREERG TS5 2 &,
NATIVZFTE SN SR Z 2 TEA LSS, BER G275, 5Jd & SRS 2 PR
THIH, 7TV — F—20EmA 0 OMGERIEmE A, vV > IR CHIT SRR
(50uL. 77 VU ~ULt 7 F2mgllkiY) IS FE TH-L D T TPy —& T,

TS, R OERKITETRT S = &,
B OT PLUMNZHONWTIL., 6.6EBBT 5 L,
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AFNOFISY (T 7Vt 7 b)) U6 1TEIZFEEH L2 i oWkt L, s
JED B DB

AR SRR E I D 5 5, UG b 5 B3

IRNICEEDORIED & b BHE

44 RS R OMEH EodE

RN 2%

AR OF G %G, M AENEFICE2IBNROBENIBEO LTS @G8EERR) |, &
(Y 2R M AEREIC L0 ABIOEREITH 2 b, IBRNR ZRIET DIERAH 5o -5
AICIFEBICHRET S L) BEITRE L, BUIREEZITY 2 &,

IRE F5A-

AHNOE- 25 RN 55605 INICIRED FARRO LN TWS (7 23 4.8
SR, 2y bR — AV RROBNELZG T 2BFICH L, FlREENLETH DS (IRE
2330mmHglh EOGEIIARF ZH G L) LIz > T, T XTOREFNZOWNT, IR R
OV FLBRM IR A 852 L, @YREEAITH 2 &,

S

T 7V T MIRER S T ETH D 72O ARFNI KT D R U 2wl RefEns
b2 (48HZM) o IRE. AW, UTFeM 7 & OIRNRAED - SUIIER DY & & DT 5
AT, 2B BOE KT 2 ERRAVIRE TH 5 rIREMED 8 2 DT, BFEITR LEE T 5

FoEgEssZ L,
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25 HEM

VEGFIHEH O RN L 5. BRSO H fCEh IR AL A E & & T 2 S M D E
GRMESNTEY, ZHOAVEGFILFICEE T 2 fREtEN Him LoV 27 L LTh D,
fodzE PR 8 E ST O AR ZE D BEIEE D & % CRVO e O'DMEEFE OIRIFIZI 1T
BHENT6 H HUNDZEWT — 2 IZR SN TS, 25 DERFITHT 5 K4 TOBEITIT
HEENPMLETHD,

Z O

AMD, CRVO X U’\DMEIZH1F A OHFVEGFHEIE & FIERIZ, AFNZHBW TS PRt FENEY

T 5,
o AFNZWIRFERHCE G LB G 0, 2280 K ORI B 2 AR A0 22 ik BRIZA T

b Ty (S1TESH) | WIRFEIFHEEEZITo 256, EFBEENEL R, &

FMHOEERZDOY AT NETZER”H 5,

o BHBAMDIC )T B HIVEGFIEE 1T - =854, Ml LRSI ESY U 2
7R, IREFHIZ D7 DR ERHEEAE ST, AANC K DI EBIGT 2556
e OfEE ERAFEIFICETAY A EREAAETAEFICIIEET AL,

o ZUFLFMEREBEHIEE . W ONC AT — U3 IIADOEBI LA A T 5 BE I, IBEETD
A AR

o MRAALZ A U Ga I3 G2 ik U, ZILBH210iBili4 2 £ TIpR 2 B L
Wz by,

o UTOEEFRGETIEL, D7 EHREIOIEETEH £ TIHBRELZF Lanz
& o

s IEEIEMR S (BCVA) T, HIEIOFHM) 5303 FLL EOEINE T
s L T A S e i, SR S PR SRR S D 50% LA 1

o RNFEIT 72856 X7 O TENR S H5E121X, Tl B OFi#%28 A INIZ 5%
THOnT &,

o BEIRICRE LTI ABIOEERAIRERNIE RA~OEEN Y A7 & LR D58 2R E
L2V &,

o BEERFTREZRZZVEIR. ARKITOIEE T K ORA O RN B 500 537 H Rk,
NS5 2 L, (4.6THEBR)

o BPERIMPECRVOTORERIZIRE STV D, A ATk i MRS AE 38 2 D [ AR 1) JK
DR BV BFITIE, AFNOIRFITHELE S e,

il FRRBR ASPR 5 40 T D REHE]

1RBEPRIFIZ K D DME, HbA 1) 12% S ZHE A MRS JRIF HEIRUE % £ 5 BEPR IR A 2B 1)
HAFNOERBRBRIIR S TN D,

AP L AEENME D By RYYE ST RIBEC e FL e EOIREB 25 BEZxHR L Lo
BIRREBRIII TN TR, 72, 22 M — LR B OE MLFEBRZ BT 5 ARKHKE AR G
R, TS OBRFICKTT DIHEETIE, EBERITERAARE L TNDEZ LW TEETLHZ
B

4.5 & O AEER LK OZE OO AAEH
MAEMERICET 2RI Thb T,

LT RV T 4 N X B SEEE (PDT) & AFIOGEHICET 2RI Thiu T\
W=D, FOLRENET T T 7 A VTS STV,
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4.6 AFERET). WEhw & O Flis

AR ATRE 72 2ok

AR FTRE 7R 2ol TRIE T R ONARA & e o & G- L= B30 H R, BNt 3 % 2
L. (44IEZBR)

i
77 VLt T R OR~OR G T 5T — 2137w,
R CIIEHE CORFBRREZICN - IBIREENEO bz (3HESMH) |
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R~ OAAI G EHER S VAV ILE T 250 LI E R SHAOIH O 1S
FREL, AT 20AANC L DR EEZDDPOVTNLORIRB SN D Z L,

EBERE )
EHETOEHRERICET 28R OFERENS T 7 ULt 7k SMERED A5 RE 7712 FE
EEALTOLTAREMOH D Z AR ENT B3ESR) . 20k ) REEIL, IRNES

#%OEFEBRIEFITEWGEIZITA b2V EEZE BN 5,

4.7 HEER R ORI O BRIERET IS 69 5 R

AEFEZ L R XUTRBEO W L~ R iR EE R H 5 b b 2 L
N> % Tt TR N OB DOBMEIIFT TR B 22T 5, T D56, HEKEDS 2 EiE T
% £ THB RO SUIME O BIEITAT DN &

4.8 HEMEH

AT T 7 7 A VO

6> DN A BRI I T LM AR F12,79961 D 5 6| 2,198 A3 AH D HELE
HAETHDH2mg COREGE25%1T 7,

AFN & AN G LT BROTER FEACBE 4 2 HE R BIEH ORI, F5[11%42,600]
(26 L CHRARNG T, AR, WEECRIEE, AR, IRNERLROIRE LR EEh T
(4.4HZW)

TRRWER (KBIR L SN T-BEDE%LL E TR (3 FEF I (25.83%) IR (10.2%) .
IRE E5H (7.83%) . tHTARIEE (7.0%). HFIRZFED (6.9%)., KOHWE (6.9%) T
ol

BWEH O &£

PLFOzaettT —212i%, BHAAMD, CRVOK O'DME % HSE & L 7-6-2 O FIIHE B R
ABRICIB W TREL L ENFEOUTRRIE & SHICBEEERNH VL EEXLNLE2TO
BIER A FL#E ST b,

BRI VAT R BRI, BIEMZRICE L D7z
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FEFIZED (10%LAE) | &V (1%LLE10%) |« B (01%LL E1%AR0) . FEFITEW
(0.01%LL_F0.1% Ai)

BB DOE 7 N —T ORWERIZ, FEEO @ WIEICREHR LT,

1 : BN EGRRER Ty SN2 IER G2 HAUAMD, CRVO K ONDME O 55 TR fif IR 5k C
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TESHERAL H i
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*) BHRAMDIZ BE S Sk, B H A AMDRERIZ O A58 5
) FERR M O AR BEME DR &
wox) 7 UL — ISR G T

AITERIC I 1) & FFalFIH

B HRAMD COBIHERER Cld, Prisesl z $5- U 72 B30T DAk i D R B )3 1Y
MUz, 7= R~ T REROARAEREG 22 -BE T, FAEORBEENA SN,

BRiMmARIEARSE (ATE) (X, 2 PEVEGFIEFICEE L TAEL L RO H LA ERRTH
Do L7e3- T, VEGFILEAIDOIH RN GIZ L0 BIRIMARZERIENFEBLT 5 Y 2 7 238
i b D,

Antiplatelet Trialists' Collaboration (APTC) DEFIT X HATEIZIL, FEEIEMZ2OAHEZE, IF
BIEH e 2t OB e JRRAARHOET 2 5Te) NEEN D, BHEAAMDOSIHE
B (VIEW 1 )2 O'VIEW 2) 1281 DATEDO R X, BRI D96l T, AFIHx 5HE2HE
TIX3.3% (1,82461H160%1) Tho7zDiZxtL, 7= X~ 7 &5 L7 EF TIiE3.2% (595
FH1951]) THo7 (SAESBM) |
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CRVODENHERER (COPERNICUS & ONGALILEO) 23517 % 2 ER IR H76/100 [ DOATE
FHRIT, ABN OG- % FAK 1IR3 T 72 BERET0.6% G1761H261) THo7-DIZxt L., &
¥ LG OHREZ T I BFERETIXL.4% (1426]F261]) Tho7o (S.1HSH) |

DME D IIFHFER (VISTAPME R INWIVIDPME) ([Z351F 5 el BRI S20H ] O ATEFR BL 1L, A
Kl 5% - BERET3.3% (578%1H19%1]) THo7=dizxt L, *tEEE (L——&5
BE) TIX2.8% Q8741H8%I) TH-o7- (S.1HEHZH) |

ECOIREM 2 7 B L RERIC, ARNTIBWD T HRERIENAE U D ATREMEDR & 5,

RITER DN EEDILD B DIZ DOV T DR

AREHEGHOTRZIZEBNT, BWEARRDOND L DIZONWTORGIZIEETHY . ZOWRE
WCEVWKRERKGEDORET 4 FY AT RT U ADOMGRIT =2 ) IR A[EL 72 b, EE
PEFF 1A ERSIZFe# S 41TV D National Reporting System* % 18 L CRIVEA R EEDILD H D
TETHET D ENRODENTND,

49 EERE
BRRBRIZI VT, 10 AR TR R4mgZ 55 L7223, SmgZ iRt b L 7= kfigk7e 7 — A
N1,

BERBEOWINC & 2 EREGIIREZ ER SELWREMEDRH D, LIeh-> T, wmEkRE L
ZHEITIREZBIZ L, BRI L &I L2 B I a2 Bl 45 2 &,

5. FEPREERORRME

5.1 FI)FA Rk
o FA - IRFL A P B A 2
ATC=— I : SO1LAOS

77 U~k ME, B FVEGFZ AR L O2OMIEs B A A 5El %2 & FgGl DOFcHEIRIC
ALz A T-AVEETH D,

77 )L ME, B R iR TCTF v A =— XA Z—JE (CHO) K1
HN CEA SN D,

T 7 UL T MAREHET a4 2R E LTEA L, AROZAEEL D b EWEfmiET
VEGF-A L PIGFIZHE BT 5, £ DGR, 2 HEE T 5 VEGFZ AR ORE & L ONEMAL % [H
EFDHLNTED,

TEHBE T

I N HEFEIK 1--A (VEGF-A) & O EIR - (PIGF) X, & #HAK+VEGF” 7
V—=DALN=TohV , NEMBOMEGE, Bk, mEERMEEZMIRT, VEGRIZN MR
i 123 HVEGFR-1 K TAVEGFR-2 £\ 92 SOSZREEMF s 3 —F 20 L TIEH)
4%, VEGFR-1 [ZAIMEK FI2 & 777 L. PIGF |ZZ OVEGFR-1 ([ZDOHFEET 5, VEGE-A
28D 2D OZFROBMREIZRIEMEAIZ X0 IR 72 Ag B A <0 g Z M D TTHER A U 5
PIGFIXZ 9 L7c 7' vt A D TVEGF-AIZHZRMIIEM L, A MEkOIRM & DM O RAE
PRETHZ ENIMBTVD,
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D ke OEIE

B HAMD

BRI AMDI IR R 72 RIS I A B4 (CNV) 2R E T 5, CNVH B D IR e OB K O
TR X0 | SRR T L OSN3 & i = S aTREMER H V. T ORER,
WhERE L7257,

AR 2o U7 B3 Tl (A el GEEB Rl OFEF N S L, 2 0%id2» H Z L ic1EEE) |
B H-PAARE A I ZHEIEE 238 L, CNVIRAEEAEOFEEENMET Lz, Zhidk, 7=t X~
70.5mgD A 1E#EE- TH LN RER E —F LT,

VIEWIERERIZEHB W T, K TkiEiRE (OCT) THIE L7MBIEIC RN a btz (K12
B A ZE2mgR GRER N T =B X~ T 15 A Z L 0.5mgfk G5REED 5238 H ONEEE O SR
Bix, T2, -130K-1293 7 0 Thotz) , £72. VIEW2iRER T, 521 HIZOCT
THIE LMD R btz (KER» A Z & 2mgk 5REL DT = RX~T71H5 AT L
0.5mg#t G-REOMARE O SEMEIL, ENEi, -149 D139 7 r v ThoTz)

CN VY 22 [ F X ORISR DD 1 33 BR 24 B o T b aER S vz,

CRVOIZAF 5 HEEFHE

CRVO CIEMERE ML K] U CVEGF2 i S v, IEWNEHMlaD X A4 oy 7 v a i
REZEEL 72V HIEMEME SN D, VEGFOBIIC LV | mifiEEREs M 23 i X ik
WPEATUHE L, E RS, MEENRIE, M R ORI, &K OME R ENE Z 5,

AFNE G228 Iy AZ L5265 AR ICBWT, —& L CARE A oEfEs e
REFRIRRAE G (OCTIZ L 5 HOEBE[CRT]) 23247z » THA BT,

COPERNICUS % "GALILEORER D EIWRIIFHIEE TH HN—R2 7 A & ik L7-2410 H

WZBITDOCTIZ X DMEBEIC W TIE, WRBRICE W T, 4 BIZBIT 2= A b
DCRTD LB &I, AFIBERFEHICH BEICSE LT,
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F2:24H, 52H. KO76/100 8 HIZE T DI EHI ST A —4  (COPERNICUS M OF GALILEO #XR) (FAS, LOCF)
COPERNICUS GALILEO
HED 24 1A 5238 100 24 14 5238 76
i L Control | Eylea | Control® | Eylea Control P | Eylea? Control Eylea Control Eylea Control ® Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=65) [N=112) | N=65) [(N=112) | (N=65) | N=112) | N=67) |(N=103) | (N=67) |[N=103) | (N=67) | (N=103)
R—RF A
B OHREEE -145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389
DRESY N
LS 5 ABg -45 -44
PERY3E -312 -28 -239 -167
(95% CI) (-389, -234) (-121, 64) (-142,53) (-286, -193) (217, -118) (-99. 10)
P p <0.0001 p=0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122
A RER AR 2 mg Q4 BE—HEREL T 5,
NI

B LS (/b 3f) PHMEORER AL OEEXRE (CD 13— 2 T A AMla AR L LT, 58, Mk (COPERNICUS : K[E vs. £ O, GALILEO : EUvs. 77
7) BROWR—RF 4 BCVA 7 Y — (>20/200 KLT* <20/200) #[EEZEE L7z ANCOVA ET /WIS,
©  COPERNICUS #BRIZEBW T, RIHBEEIL 24~52 W HIZAKI O PRN #5542 4 BT L 2T A LN T, KPRiZ4BIL & LT,

D) COPERNICUS RBAIZ I T, it FRAE R OAAI 2mg #EILIT 52~96 3 H OF], AHD PRNFE2 4B Z L2275 2 &R TE, 128 (Quarterly) T & DKPia A LT HBMEITIST

TA4WITEDOREEH ATRETH > 72,
B GALILEO RRERICZE W\ T, 52~68 il B ORI IARE - K] 2mg BE & HICAKIO PRN 5% 8 T L1225 2 &N TE, ST L OKpEamAELE LTz,
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DME
DMEIZ, $LAKT 24 U 2 i 8 @i 1 o> Ui M O EAI I A DR BT X » THRES U &
o,

AR 5% 52 F T IZB VT, — B L TRl B odE 2 R FIMARIG (OCTIZXL 5
DB [CRT)) DNEEMGEZ N LA LN, S2ERICBITHX—RAF A )b OCRTD
LR, ABIBESFEICA BIC S E L,

VIVID-DMERER (W T, SRy (OCT) CTHIE L7-MEEICb & bz (O~
F2Q8%K G-HEM N — W — B HRED 521 H OMEIIE O F-EMEIL, £ 2, -1924K%
662370 Thoiz) . F£7-. VISTA-DMERER T, 5218 HIZOCT THIE L 7= M= 12
NI BT (RFR2Q8BE G-HEL N L — —H B OMBE O S RMEIL, Z e,
A3 AN T33I 7 a s ThoTo) o

B R A 2h I My OVZ2 4k

B AMD

BHAAMDES 255 & L2 oD IAEAb, ShaakIbE, i, FE3 BRIz s
T, AFNOLZEMEROFIMEEZFME LT, Zihb2o0 Rk (VIEW 1 R OWVIEW 2) Tf
B % OB N OFHM 2 52 ) 72 BB 132,412 5] (RFIE5131,81761) Th-o7-, KilBrRiz W)
T, BFITLTO420 9 H5NTNOEEGEEZL 11 1 1OFIE TEELIZE 1T 60
77

1) AF2mgZ 15 H Z LCEge3EE G L, Z0%IE8HE = L ickh (KA 2Q8)
2) AF2mgZ 4l Z L&k E (KA 20Q4)

3) AHI0.5mgZz 4l = L TG (KA 0.5Q4)

4) T X T705mgh 4l T LIZHE (7 =EX<70.5Q4).

B OFEEITA95% > Y%, FET6 T - 72,

AER2EH Tl BT St & B G-BMARHCIIELEI D (I SNT-HEDOER G 2521 7273,
B G- MIRR IR ) ORI F IR ERE R DR L CE T Lz, Z0%Lae ., B5-RkRITIRHRSE
B EOHEIC LV KRETIRERME LT,

WTNORERIZIBWN TS, ARINED T EEHNIE B 1XPPSE (V5 5R 5 it 7 18] 18 A fEAT 5 42
EENZBWTS2H B IR ZHEFF L CWBREDOEIG L Uiz, 2 2T RS OMERR &1,
NR—=2F A L L THRDVME T RIS RGOS L EFR LT,

VIEW1EER Tl 5218 FIZH) 4R L 72 BF OFIGIT. AHR2Q8RETIS5.1% Tdh - 7= DI
L, 7= B R~ 705Q48ETlI94A4% Th 512, - T, AFIRGRED T = £ X~ 70.5Q4
BECRIT 2 HEAHE R OBRR RSN R Sh i,
VIEW2RBR Cid, 521 H A1) 2 #MERF L 72 BB OBIE I IAAI2Q8HE TI5.6% T d> - 7= DITHS
L. 7=E X< 705Q4F CTlE944%Th Tz, - T, AFIEGRED T = X~ 70.5Q4%f
(23 2 MR O IR AR AR STz,

W aBR O OF S FRATRE R OFEMZ . LT ORFIZRT,
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#3562 A (EEMFNT) MO 96 3 HIZH T 2 ARIMEDRE R ; VIEWL XU VIEW2 ikBR D

raT—» "

B DRE T A 208D Ranibizumab 0.5Q4

(KFlmg 1y A =& (7=EAX~705mg

3], F D% T &) 4T &)
(N =607) (N = 595)
521 969 521 9619
R— R 5 A b OFE 5. [E% 7.6 11.2 12.3 16.5
24FH O bR (52 B 225961 H) 4.2 4.7
BN & MR LT BRE OBIE 95.33%B) 92.42% 94.42%1B) 91.60%
(BCVAY DK T A 1SLFHRIE)  (PPS)
220 0.9% 0.8%
(95% CI)D (-1.7,3.5)P (-2.3,3.8)P
ETDRSY LFAATICEDH_R—RAT A LD 8.40 7.62 8.74 7.89
DBCVAD I &
LSV ORI ZE(ETDRS L F40)O (95% CIHD -0.32 -0.25
(-1.87,1.23) (-1.98, 1.49)

NR—=RAF A UNBISFL LR E LT 30.97% 33.44% 32.44% 31.60%
BEOEIE
220 -1.5% 1.8%
(95% CI)D (-6.8,3.8) (-3.5,7.1)
A) BCVA : FEsEER

ETDRS : ¥ RIS M RE e el B
LS : ANCOVA (F:#0Hr) 12X 0 S oo/ 1Y)

B) 523 B H61T D7) ZffeRs L7 4BRE OFIG O A, IRBRIEREF T EE S AR (PPS) THEHT,
Z LIS OFFHT 34 TRAMHT I REEM (FAS) K OMRMRHE A = 7 4MFiiE (LOCF) %R,

o BERZEIARE G — 7 =X~ T TR, EOEIZR D56, ARIOEMIREND,

D) TRl 2 TR L 758X (CT)

B HAM (p A Z &1, s Egy) #%

B {EHXTH O FRRMED-10% R OHE . AHIO T = A~ TR T D HAENRREN D,

9 5200 H DA, SFAMICBUE S GRS HE ) RGO LR GRIE 248 2L E128 00T

ET 5212 (Quarterly) #5377 XA L TITo 7,
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Weeks
—&—EYLEA 2 mg Q8 weeks* —g@—Ranibizumab 0.5 mg Q4 weeks*

H1: R—RX54 005 6 BEETORINDENELR ;
VIEW1 & VIEW2 RBRDBt&T—4

*) R—=2 5 A UinBSBAR E TR, AFNCHOW TRy A S IC1El, RS L, Z0%IE8E LI
1E#E Lz, 9= A= 7ICoNTIER—=2 T A U552 H £ Tli0.5mgZ 48 Z L 1o 5 L=, 52# A
LARelx, RRGHIIK L, FallcBlE S B GREECE D, B5HMRA4ED LI2ELLT L LA E ]2
M (Quarterly) #5377 XA LTITo72,

963 FIZ~N—R T A > & el L CIS 0Ll BN L2 BA OFIG 1T, AF2Q8HE T
33.44%, 7 =B A~ 7 0.5Q4FET31.60% T -7z,

VIEW 1} 'VIEW2REBR DO OFET — & b Tl. FANCHE LA E0 BIKEEHEHIE R T
2 A EE SRR O25TH H 2> B 72 HHREHEREIZ DWW T DT 7 — Kk (NEI VFQ-25) (T
BT, AFNC L D= T A EN G DEERIICAE BERZ(EPRENTZ, ZThW b OB E
DOREZNT, TTICAXRIN TV DB R L AT, &EBIEHRTIBCVAINIEBIT 5153
FHIZIKHET 2D TH 7=,

523 BIZH 1T HDNEI VFQ-25DAF A a7 KON PR E GERAEIC X 2178, AR
EDTER O Z FIZE D ENL) OR—=RT A AMEDDEALEIZ DN T, AHI L RHHRIED
TR~ T ORI, BREMICEEREITRD N7,

WRRERIZ BT, 2RERE CEEICNVIF A RS OB/ 23780 bz,

5B K OVt BR O DR AT I 1T D, & CORME AT REZ2 A ZWED V7 7 )V — T it
(FFfin, MR, AFE, X=X T4 O], WEOFE, HEOKX X7 L) X, £HEK
TEONTRERE —E LT,

HERE R I2BW T, BEMEIT961E B O & i £ T fakeR S -,

RER2EE OB, 2~4%DBRETHEARGNVVLETHY, 30010OEEFETIIVR LD
1EX1y HZ EDOEERVETH T,
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2O DFBRIZIB N T, AANT L DIEHIIEIEL 1 ZE] Y (1T S =955 DFI189% (1,616/1,817
Bl 2365 LL b, £725063% (1,139/1,817#1) 72375 LA T - 7=,

CRVOIZfF 5 BB HE

CRVOIZHE D BHIRIERE A 55 & LT 2 oD E(EL(L. Shaskdtn ., —EilEfi. v A0
St BERREBR 12 350 T ARFI D2 2 K O M2 781l L 72, 24 522075k (COPERNICUS
K OGALILEO) T 5} OH %0 D RN 252 1 F 7= BB 13358 #il (KA E1321741) TH -
Too HRBRIZBWT, BEF3  20%E TARFZmgZ 1y H Z L ITET 58 (2Q4) Ty
Y AESELY A DL ICEG T HRICEESIZEI Y M b (WS bEteRIEEE)

1y HZ &5 4236R5% ) =% FANCHE SN TV A B G EMERL - LIZBE DRI
KRN 5- 24T > 7253, GALILEODSREETIXS2M B £ THI & & o v AEH O E 1T
bl GFRBEE—XTIREE) . 5200 H DR IX, SFRIOEREIEEZ - L B O 2 THRAA
OBE %57,

BB OERIT22m5 0> 589k, 64k Tdh o 7,

i ERBR DA h M D FEEMIE B 1%, 24 HICB T ABCVARR— AT A L & g LTS XF
U bdEL-ZREEOEISE L L,

F MR OFNEDORIRGHIE B IX. 24 HICBIT AX—AT7 A4 Vb ORI E{bEE L
77

WTNORBRIZEB W T, ORI ZED D AR OF G 72 EIE N RSNz, F20Tho
HKERTH ., WH3y ARICHDBCEITRRICEL ., Z0%65 A B F TH IR OSEIEE ~0D%)
RIFXLE LT, AFNOMEHIA BTS2 B £ THEFF STz,

W akBR O OF S FATRE R OFEMZ . LT ORFIZRT,
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F4:24WF, 52, KO76/100 8 F 2T 2 AR R (COPERNICUS K OF GALILEO &%) (FAS, LOCF®)
HEMEDRE R COPERNICUS GALILEO
24 1 52 1 100 24 52 14 76 1
Control Eylea Control® Eylea Control BF) | Eylea® Control Eylea Control Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
(N=73) [ (N=114) | N=73) | N=114) | (N=73) | (N=114) | (N=68) | (N=103) | (N=68) | (N=103) | (N=68) | (N=103)
R=ZAT A PHD
BCVA® 78 15 XFLL Bk 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
=2 LIZBEOREG
HEFRICEA ST 21T- 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
11 DRERIZE AB) (95% CI) (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3, 42.6)
p 1B p < 0.0001 p = 0.0006 =0.0003 p<0.0001 p = 0.0004 =0.0004
ETDRS® XXFAa7IZ &
5/\“*2;‘(/(%‘/75\600) -4.0 17.3 3.8 16.2 1.5 13.0 33 18.0 3.8 16.9 6.2 13.7
18.0 12.8 17.1 17.4 17.7 17.7 14.1 12.2 18.1 14.8 17.7 17.8
BCVA S (L f(SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.8) (17.7) (17.8)
LSEMEY DL Z= A C 21.7 12.7 11.8 14.7 13.2 7.6
D) (95% CI) (17.4,26.0) (7.7,17.7) (6.7,17.0) (10.8, 18.7) (8.2,18.2) 2.1,13.1)
p p < 0.0001 p<0.0001 p<0.0001 p<0.0001 p < 0.0001 =0.0070

A)
B)

)

D)

E)
F)

G)

TEMIZEI3AA 2 mg Q4 FE—*THRTEL 35,

REMIZE K OMEREIXR (CI) 13 #1385 (COPERNICUS TI3K[E vs = DfthHils, GALILEO TIXEUvs 7 VT80 7 4 v 7)) ROWN—R T A 28T 5 BCVA 5 =0 — (>20/200 &
N=20/200) TFH#HE&#% . Cochran-Mantel-Haenszel (CMH) #7E % AV CTHIH

BCVA: @G IEMR

ETDRS: RPN 5 R AR

LOCF: HBIEMEIC L D f5eis

SD: 1R &

LS: ANCOVA (GE4#oHT) 12L& Vb7 5T

LS (/N "3F) “PIEORRZEL OEEXM (CD 1%, #5458, Hus (COPERNICUS : K[EH vs. T Ofthlls, GALILEO : EUvs. 7V7 » 28V 7 4 v 7)) KRUW—Z T A BCVA
72 Y — (>20/200 LTt <20/200) FEEHFE L7z ANCOVA EFT MTHSL,

COPERNICUS #ERIZISVN T, HIREEE 24~52 M BICAKI O PRN 5% 4 ML ICZ T 5 2 LN TE -, KB4 B L L LT,

COPERNICUS #RBRIZIWN T, X HREE L ORA] 2mg BEIX 52~96  HIZARKIO PRN B 52 4l T L1225 Z &R TE, 128 (Quarterly) Z & OKPeaMEE THRMLEIIE LT 4
L okpEL AHETH T2,

GALILEO #RBRIZHUN T, 52~68 il H O ILe HEE « AH 2mg BE L & ICAKID PRN 5% 8 Z L1275 Z & T, 8T L DkbiamH L Lz,
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COPERNICUS

0 ;
+17.3
z i
E 15 :
< . +13.0
m 1
2 1
Sw 10 1
£ g fixed monthly ! PRN with monthly
E,l;ﬁ_ desing | menitering intervals
& 5 !
= 1
(W) i
§ ! +1.5
= 0 T rrry —rfr 5.1
1
- X -4.0
-50 4 31216203142332364{}44435156606463?2?682&638929610&
Weeks
GALILEO

20
z
g 15
< +13.7
[i=]
2 _
i g 10 fixed monthly
s £ dosing
§= +6.2
v 5
=
e

n L 1 Il

0 4 8 1216 20

2:42332 36 40 44 48 52 56 60 64 68 72 76
Weeks

———— EYLEA 2mg ——{@)—— Control Group

¥ Indicates the switch of the contral group to PRN treatment with EYLEA 2mg
2: 76/100 # BIZI T DIRMHER DN—R T A 2 9B ORI P94 R (COPERNICUS K&

TN GALILEO 3XB%) (FAS)

GALILEORBR TlX, X—RA T A VHHIBWTARKIREZI T 5 IEE MA B OEIA X & -
7o (86.4% ; 89f) ., 243 H O FEFHMIZI\W T, FEEIMAEE OFEE1391.8% Th 7= (89
) . ZNHEREOLIXT6H H E TIEEMRAEZHERE L7 (84.3% ; 7561) . v AREIC
BIFHX—2 T4 UREOIERE M EE OEG1379.4% (54f1) T, 248 H O FEFEAR Tl
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85.5% (476]) T -o7=, v LAREOEFILS2E B UK, FRNCHE Sz R UE RGO ARH]
BHIZERE LT, 52 BB 2IEEMMEE OEIE1X83.7% (416]) TH-o7=, TilbH
FIX761 H £ CTIHEMIRIEZ HEFF L7= (84.0% ; 4241)

COPERNICUSERER Tl AAIE GREDOR—R T A VEHIB T 5 IER M EE OEIE1367.5%
(77(5) | 243 H O FFEFHHT87.4% (9061) Th 7=, 24 H LRI, AF&GHEITER]
\CHLE &7z BB ICRE W N T LT, 1008 B2 2 IEE A B E 0 EI51376.8% (76
Bl) 7Zolz, V¥ DEEOR—R T A UIFIZRIT D IEE MM B OEI51368.5% (5061) . 24
B OFEFFAMTS8.6% (345]) Tho7c, ¥ v LAFEOBFII24E A LI, KFIFEG- b &
L7z, FEREMAESE OEIG 13520 H T83.9% 4761) LML, 5 HEEOES TL00#H H
F CIEEMIRREZHERE LT (78% ; 394)

N—R T A CHEMmA L IEEIM Y & O BESER ORI W T AARTHEEE 5 5 AR #&
HEoOFRMIZED SR o1z,

GALILEO X ()COPERNICUSFRER DO OF St — 2 Tlid, FRIZER SN B 2 MEORIKTY
SHIIE H Td ANEI VFQ-25128 W\ T, ARANZ LD R—RA T A AMEN S DEREINC A B 72
R ENnTz, ZNHELBEORE ZT, T TICAEIN T HRBRER & R T, BCVA
BT D1I5CFHEMCHIRT 5D TH o7,

FRBRIC R DRHt TR Y7 7 v—7 (B, PR, AFE, N—X T A AT MERRE
FURRE. CRVODSREMN) OMETRIRIE, 2EMICI T 2 MTRR L2 L7,

AR
CRVORER TIL, EEAEIN SN BE DOKIS2% (1122176]) 7235655%LL . 18% (38/2171)
MNI5ELL ETH - 77,

DME/E#

DMERBE ZxtR & L2 2O MIER(b, Shasxttn, ik, B vw T, &
B D22 B O 0 % 55l L7z, BEAEA AL S5 R OV b O 54l & 52 1 F 7= R 35 13862
FITHoTe, ZDI B, 576612325058k (VIVIDPMEK TNVISTAPME) |2\ TAKIE 5-8%
WZHEEZ IZHI 0 AT BTz, FRBRICEBW T, BFIZLL T O3 >OFEEEIZ] - 1: 1O THE
TEZ\ZEID A BTz,

DAAKRmgZ 15 A Z L IEkesmES L, ZO%II8H L iz#& 5 (Eylea 2Q8)
D)ARFKI2mgE4 T L 12#E (Eylea 2Q4)

3)EEBE L — W — NBRE I A S (T3 HREE)

2438 H LARE I, AFRGRETBINERO I E B LS., L — —FIRR IV L
— IR AT o 7o, ARREHTBNINAIR O FEMEICE VAR 52T - 72,

BEBRE DFEMRIT23~87, 63 TH - T,

W RRBR O KR 2B R IR BB T - 7=,

HahE o FESEMNIE A 1L, ETDRSHAFIC L 552 BICBIT HiEBIEHR T DOR—2F 4
VB OEEE LT, 2Q4% ORQ8FED A ZIED FEFHM I H 135 BRAE & b~ TREt2nY
WCHEEThH-oT-,

VIVIDPME K ONISTAPME D FEAM 72 AT G S & LA R O X F IR,
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% 5 VIVID™E Kz O VISTAMEGKBR (235 1) % 52 i H OF RS (LOCF 1EIZ XK 5« e KOfEHT

e 5]
BEPEDRER VIVIDDME VISTADME
52 i 52 i
EYLEA EYLEA Active EYLEA EYLEA Active
2mg Q84 |2mgQ4 Control 2mg Q84 |2mg Q4 Control
(N=135) (N =136) (laser) (N=151) (N =154) (laser)
(N=132) (N = 154)
ETDRSE #i /5 #
Ick B R—27
A ¥ irn b D107 10.5 1.2 10.7 12.5 0.2
BCVA “E¥JZHb
%
/N R O
FERH3E BCE 9.1 9.3 10.45 12.19
(97.5% CI) (6.3,11.8) | (6.5,12.0) (7.7,13.2) | (9.4,15.0)
N—=R T A
5 BCVA T 15X . . . . . .
ol Er L7 | 38% 32% 9% 31% 42% 8%
WebrE OEIG E
A & B
D.CE 24% 23% 23% 34%
(97.5% CI) (13.5, 34.9) | (12.6, 33.9) (13.5,33.1) | (24.1, 44.4)
4 BANOSENTARM Z & D5

B)

&)

D)

E)

N—RF A VBCVAR T 4485, BHREEZER & LIZANCOVATE T /W ES < /b T8
KOCL, & S (ZVIVIDPMET | 3Hils (FKIN/A— 2 5 U Tvs. HA) ZBRE LT, £7-VISTAPME
T EZE R OY AT 2e R OB A R & L CTET MCE DT,

FEM R IR B G — ST RRRE (L ——FD)

VIVIDPMET Il (BRIN/A— A hF U Tvs. AA) &g & LT, F7/2VISTAPMETILLHHZE T
Mz OBERE R A J & L C Cochran-Mantel-HaenszelZi! O 8 7 & AW CRASE U 72872 L . FDCL

BCVA : F&e=fGIER T

ETDRS : BERIpAESE S HE R R

LOCF : Last Observation Carried Forward (Fx#&5 — # (2 & B 4fi52)
LS : ANCOVA (GEopiant) 2L 0 G ok ¥y

CI : {5 X[
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X 3: 52 WHICEIT S ETDRS thAFIZ LD _X—2F 1 9350 BCVA SEHZE k& (VIVIDME
&vamwﬁ%)@%)

> 15 VIVID

=

(o]

<

= +10.7

2 __ 10 +10.5

= n

=T

- e

Lo

5 5

-

W]

[t

8 +1.2

E O L L L L L L L il L L il L J

4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks

> 15 VISTA

2

& +12.5

Tg 10 +10.7

Wy

= W

=

39

P 5

=

W]

c

o

= 0 +0.2

4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

— g EYLEA2mgQ8weeks 4 EYLEA 2mg Q4 weeks
—@—Active Control (laser)

VISTAPMEZXER D 24F H D5 13, 5208 B2 BT 5 FEAmTE B & OFIR A EENTE B Ofs 5$ &
—H L7,

AR K OB OO EHATICR I 5. 2T O [ RE72 H - WMED Y7 7 — T bk
(FEHH, PERI, AFE, ~_—2F 1 DHbAlc, X— AT A D S1. FIVEGFDO RGN )
X, R THLNTBR MR LT,

VIVIDPME K INWISTAPMERRER (245U T, ZAVE 436 (9%) K TN97 (43%) B3 HLVEGFDHIA
BEZITTEY | AR&REGBMEE Clz3 s H UL EORIEI 23217 7=, RERSINRTIZHIVEGF
DRNEE 2 52T T2 BB DMl TR e A D Y7 7 v — T fiTkE X FLVEGF ORI
R 22 TR W RS & RIBROFE R ST,

FERRASAEE LT L7256, WIRICIBER R LR D REB A2 T 5 BEIIHIVEGFDIEFE %
FAHZ L L L7z, VISTAPMERRBRIZIS\UNT, AAIRETI98 (65%) B HIRER 5% = 1)
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VIVIDPMEERER | Z 35U T, ARHFIEETT0 (26%) FlANEERAGARIZBI OHFIVEGF DIEH & 5 1T 7=,

R R AR [
DMERER Tld, EAELEIT ST BEOK47% (268/5761) 736504 . 9% (52/576/3))
DTS5 LA BT o 7o, B OV M O fENTAE ST R B T AT R & —E L 7=,

/NRAE]
RN E SRS (EMA) 1%, BHBIAMD. CRVO X O'DMEIC BT 5 4/NEE 4 4E ISV T,
AANHT T 2B RO 2 kR Lz,

52 HRYEhREFA R
AAFNX, HFAERNEERET 22 LIk IRIZBWTRFMICERT 2,

il
77Vt NI FEARNICEEZ, IR DEIRICRIN S LT RETERICEATL, 25
PEBR I TIXEITVEGF LA LIEANTEE TRE LI AR E LTRSS D, IR

VEGF L fEEMNA[REZR DI THEEERL T 7 U ~tv 7~ OATH D,

HEMERERBR OV 7 225 4 (6f]) (2B W CILiEsE 2 SRR L= & = A, Wi 7~
Vvt 7 SO EmEFRE (BH M Cr) 1K<, 2mga i AN G%1H B H3H
H OEEIEIE590.02pg/mL (0~0.054ug/mL) ThH o7, FloEH2HMEZITIE, FEAED
BECIERER T 7 U~ bt 7 M3 SR dotz, 77 ULt 7 M4 Z L IR
WL L TH, MEFICERITEO bhho T,

WERERL T 7 U ~ Lt 7 b O f ) i R OSEEEIL, BT T L CORE DVEGFDAY)
TEMEZ50%HE T 2 DICHBERIBE DR L Z1/50~1/500THh 5, WEERT 7 1)~k 7 k
DI PR EE DK Opg/mLIZEET 5 & MEICZE AR BT R png/mLLL FIZ T
N5 ETCUTR S T, BE OW AN 2mg & 5 L2 REOWEEE 7 7 U ~ )1t 7 s ONYH) i
A AR 1L, AN DERRRER TOLE OVEGFD i KGR SIS MR T 7 U~k
7R OWRE (291ug/mL) DVI00KH TH D EHEHI SN D, Lizhi- T, MEEbe ey
(TP BT T TR RV & B 2 b b,

I D DY ENRERBRAS RIZCRVOBF A XI5 & LS pBhie 7 2 Z 7 ¢ (I AE g
77 Vbt 7 O Crax - 0.046pg/mL (#iH0~0.081pg/mL)) ., DMERFE %2 x4 &
L7-3EpEheY 7 A 2 7 ¢ (PR 7 7 U ~Lt 7 ks O ) Crmax : 0.032pg/mL (i
FH0~0.076ng/mL)) 2B W T bR SNz, - ERA&RE IVTHRS) %, MR EgEs
T UYL MBI, TEM%E TICHRE TR E 25 E THhRAICIE T LT,

bEFS
AFNIT-A BB Z TRy & T HREETH 5720, REEBRITIT> Ty,
VBT 7 U ~ L& 7 MEIVEGF EfEA L, BE CHNEMOESREZKT 5, OBEKR

VN L RIREIC R R OSEATL T 7 U~ MRS ¥ oY HEESRT A
BAWERHIC X WERES D EE 2 BND,

PR RE R B
RS AT LT A Y =TT DRl BRI T o 2R o T2,
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VIEW 2iBR D BFE D 9 H40% D BEHERERE  (RAE24%, FTEEE15%, TEE1%) 28 LT
Tmo TNOHRBE ZGRICHEYBENREMENT 21T 72 & 2 A, 48 I8HE Z L ITH AN 5%
1T 2% O MEREREICEITRD b o T,

CRVO%Z %[5 & L 7=GALILEO# SR & O'DME % %5 & L 7= VIVIDPMEER 2B\ T b, [FAEED
MERINREINT,

53 AiERRZ T —%

FEFERRBRICB VT, KERGIC L 2T EFRBEOEAIC OB SN, Z OO
IR R R T EHEEM FANES LIz%oe NORKBEEELZ XM ERD EE 2
HID I D, R E OBEMITIZE A RN EAURIB I LT,

77V T N EMENES LT VICBW T, B FORKIBEEEE LRl > TaHRE
L7, SHIIER B OONS A K ONEIE DGR O b ivTe, T 7 UV~ e 7 o4
g L, B MO2mgZ il HERRE G L7236 O Cra X NAUC D Z FLZ 104920017 K V700
fFICHY Lz, EEEERE (PLi205my/lR) TOREREEEIL, Coa FAUCTZENZE
A5 K ON56f5 T~ 72,

7 7))L b O BFM TR O I OW T ORERITI T TV R,

iR T X2 HWTT 7 U~k 7 N 2R S: (3~60mg/kg) & OV T # 5- (0.1~1mg/kg)
L7ZIR « B ARRBRICB W T, I - JBIRA~DIEE KT 5 BN bz, BB
FHEEITZENZEN3mgkgk Mmgkg Th 70, I+ BRILOREIZHT 2 BEEEITRD O
N7 oiz, 0.1mgkg#s N GRE, WY 7 V)~ Lt 7 hO2FIRERIL, B MI2mg
ZR RS L7255 A O Cra X CAUCDO Z N ZEHINTE K OFIL0fE TH - 7=,

Hova W Tz6 5 HRBEIRNEEGRBRO— & LT, 77 VULt~ s %3mgkg~30mg/kg
OB THRE Lz & & OMEREATERE 69 5 R A FHn U7, D AEJH R LT o L
VDA BEE U 7= M A B ST A BARNA, HEDOKE 1T HE K O - iEEh M O 2 k232 & TR
D HiT, 3mgkgh RN G LTz & S ICBIR SNER Y 7 ) ~ vt 7 s o2 igE
BiX, b M22mgZ il T-RNE 5 L7258 D Chuux 2 FAUC D Z 10 1UKI49001% 2 ON15001% C
boto, BITTRCTAHMETH T,

6. FEHNZHOWT ORI E IR

6.1 ¥WHhAIY A K

RV _— 120

Vg KFFT MY U L—KFY (pHiHEEH])
U UBE—/KFEF MU T AT (pHAFEEHA)
N (A all DRV

R B b

HES K

6.2 A=

EEMERBRIIITbh T an/ed, Al zoERL ERE LRV &,

6.3 AIIHR
24E ]
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6.4 RIFFRFOEE
WIHECTHRIFT D2 &, (2°C to 8°C).
WG ZRETH Z &,

XD DA AN EERGFTHI &,

FERRTC, AT AERBEOF EFRE (25°CULT) THRIFETE A0, 4R 282 720
EIOERTHZ &,

NATVBRERIT, BESEG T CEIEETHZ L,

6.5 FasDOME K ONE

VELEEIC D& | 100pLOEFHERN T S 7= Type-1 7 7 AL T Toke (2T A b~
— L) L18GT 4 /X —fF E Bk E

6.6 M E /B EOEE
NA TR ORDOERETHZ L,

IS TSI HER B G R (S0uL) VL EOE (90uL) SFEEHS N TV D720, EHTNCR
ROFWIIFEHES D2 L.

BHANC BRI LD | 8B - k7 RO AT B ERIBLO LA 2R 5 2 &, Ak D
TP DBROONDTHE. A TIVERERETDH &,

AN, 30G x 124 o FOEHEHZEHRAT 52 L,
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1k
l. 7I9RFor8loxy v 7THED ATV
D I 2O EEEET D,

2. FHICEHEHRA ST 7 4 V2 — S BIREH(18G,
5378 BE I ImL VT —8a Y 7 ,
U IR AT S,

3. BREEHZ A T DT DO HRIC, FHE3 A TV DIEITEOPIAE < £ TE
LiAde,

4. BEEREEGEBEICEL Y AL T AR OERERET
) VIIRGIT D, S T IVITIESL S
L BEICHEEEZ WS LT 0K D 12T
T%, VY U PICERIBADLRNE D ICT D
e NA TN T F F L SRR O e
DOWr A3 2 FIRITIR DR TS5 Z
&

Needle Bevel
Pointing Down

Solution

BN R R DI nWE DL 7T Py —my Re+431251<,

hd
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6. PRIEEHZEVIL, WY RTTIETHEET S,
EE  PREEHIE - ANER G Lan 2 &,

7. EREAEMEICZL Y 30Gx 12 1 T (127
) OEMRE BT —1 v s LU Dk o
IR US> TLomh LEHET A,

9.  EHEtOENE LIZmITTREL, U TN
DRIBDOH LML T D, [IBD R0 Bz
BElid, v ) VR TR L EREE
BinE TBEISE D,

10. KA & AREFEE AP T 2720, 77 0% —Odemn s U 20 0.05mL OAER I
SETPHSL D ETFT Vv —Z T,

Solution after

expelling air bubbles

and excess drug
Dosing Line

Flat Plunger

1I. RNAT7UT I EOLOFERETAH L,
fEH U720 T2 3808 e OVREL 72 &R 1%, E 3230 Hilik o JL | SF eIt - THEIET 5
L,
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7. B TUKGEEUSE
Bayer Pharma AG
D-13342 Berlin
Germany

8. RIS TTHURRRFTF A2 &
EU/1/12/797/002

9. HEIAFRH /AR H H
WIEAEEH : 20124E11 H22H

10. 7F X MkETH

AKRESKTIZET 2 FEMERICOWVTIE, L RO EMA @ HP (ZH##i STV 5, http://www.ema.europa.eu.
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1.7 [AIFERZh L — B R
Bayer Yakuhin, Ltd. Page 1 of 30

1.7 RERMA—ER

AFH| (VEGF Trap-Eye) DI CE (LETEAEETe) KON, [FFEFZhGL & L CTARH & [FARIZ VEGE
FREERAZA L, IRBMEIROEROEICEF T 57 = A~7 (B 2) KOWEIRpEER
BHEOWESZATH NI T ALY /a7 b= RO CEOTHEZFR 1.7- 1 HOFE 1.7- 2|1
~L7T.



1.7 [AIFE[RZh S — B3R

Bayer Yakuhin, Ltd.

x1.7- 1 AERMA—ER

Page 2 of 30

— R4 TR

77 VL7 (EETEERZ)

7o Xx7 (Bis A Z)

N7y /v TR F=R

W5t

T AV —T TN ERE 40mg/mL

IVt T 4 AR RPTERR 2. 3mg/0. 23mL

~ X oA NEFIRPNTER 40mg

=4

A N ER R AR

I NVT 4 AT 7 —< R A&

Db & RS A

HREREEH A

201249 A 28 H

200941 A 21 H

2010 4~ 10 H 27 H

PHEEFEA A
FaH4EH B

BUHIX 5y

AWk idin, BIEE, ALT7EEIR

BIZE, a5 ABEZE

T AV EFE

ees SeEvs

—fxs T 7 VLS b (EE TR R)
Aflibercept (Genetical Recombination)
éj\%it C4330H6812N1168013OGS32
(EREHES, 2 8&iF)

Sy F& K9 115, 000
A E b b VEGFZFIKL OF2 Ig KA,

b I VEGF 25k 2 D% 3 1g FAA
v, kOt b IgGl D Fc RAAL UMD
105432 T XV BEEOY T =y b

2 T BAERR S 5 BAE TR 2 S
PEERE

—i & s SR~ T GBEFHEELZ)
Ranibizumab (Genetical Recombination)

¢ Co158H3282N5620681512

: #4948, 000

r B Mew v ASIE Nl N IR T
E /7 0 —F LHRD Fab )7 T, 445
o7 2/ BIEEPBR DT VEE

[ M7 LAY/ vy TER=R

(Triamcinolone Acetonide) (JAN)
7572 Coslly FOs
Sy 434,50
PR RBTAAOKEEOKRRT, ITB WX

RV, AT Z ) — (99.5) | Tk
R T 1, 4P F F P AR I
<Ly AF == % ) —L (95)
WCRTIZ L, AXIFY=F Lo —F )L
WZIFE A EET 20,

A K9 290°C (SfiR)

(al 5 +100~4+107°  (HolRi%.
0.1g, 1,4—YA4F ¥ 10nL,

100mm)

&
o
e

L mloFe 58 (0. 05mL) H1, 77 Vbt bk GE

oA Z)® 2mg

1A 700, 278nL) 1, 77 U~k 7 k (&ix

AL Z)* 11, 12mg

B F v == AN LA =B & VT
fEsh5.

L N4 7 (0.23mL) HOEHRR: 7= X~v7

(GBfE T 2) 2. 3mg

1 HOBREETHD0.050L FOEHE: 7=t
A7 (HB\iaTHHELZ) 0. 5mg
(RANTIEFHRE B OB L ZBE L T,
FHEIN TS, )

HEOEREOM AT, FARRE L CHO S
H (AT ),

sy - ' (131 7 )

MU T LAY ) arTE M= R40ng 2567 5,

SEE S

o T RS SR AL M 8 2 £ 5 ik s B2 1
MR IR PAZEAE (S 1F 5 BT I
IR EI T 35 F 2 MRS NS A 1 A

B PRV B DT I

PR T R RBCHIT A 1 A7 2 5 TN S B 28 P
MRS ER IR PAZERE L2 © SBETHIE

TR 35 2 MRS NS A 1 A

W PRV B BT I

THFIRFAINEE O R F- A T AL

W PRV B BT I
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— R4 T 77 VL7 (EETEER ) T RX~T7 (B Z) NV Ty /a7 h=FR
R5E44 T AV —T TN ERE 40mg/mL Nt T 4 AR RN TESHR 2. 3mg/0. 23mL <X oA N AN 40mg
ML - HE | PIDETIREEFELE =445 MEBRERE N FULE TARRIEST A ME 244 5 MEEE HAE [FEFAFHEEOMEFATIRIE]

TZ7UNLEe TN (BEETHBEL)E LT
2mg (0. 05mL) & 1 % A Z &2 18], #fE 3 3] GEA
)W ERNEET 5. %MW T
W, WE, 2 » AZEIC 1 |, MRS
L. 7B, ERICE Y BREREEEERET 5
N, 1A AUESHTFHZ L.

MERDFPARBAZEAE (T 5 BBLZIE, RAEHIC
BT HIREEFEMDE

T7 VT (B R) & LT RIS
Y 2mg(0.05mL) & fif F ARG+ 5. HERIE
% 12 AU ESTFDZ L.

HIRAAEDLZIE

T7ZU_ANE7 b GRIEF/HE#Z) & LT 2ng

(0.06mL) & 1 % A Z &Iz 10m], JHfkE 5 EFEFIERN

BH545. To%E, @mE, 2 p A TLIZ 1,

T AENEET 5. ek, ERICE D FEHEZ

HHRST O, 1y AUESHIFLZ L.

R - RECHEEYT 2EALOEE

(MRS D ARARBAZRE (< 4 5 HBEFE]

MHEDFOWEIZ 1 » AT 1 BlE 2T
T DRER K OB ORKE 2 MR BLE L
ARHEN G OBEHIZOWTEEICHWTT 5 2
L.

Q) BhHFmE, WANLETHETIE, 1 » A

TR~ (BETHHZ) & LTO. 5mg
(0.05mL) % 1 % AfmCERE 3 » A (EA
) BT ERNEET 5, FO%OMERNIZB T
W BRI L 0 B SRR AE E AT A, 1
AU LDOMEE®HTHZ &,

HEIEEFARBAZRAE (2 5 HHRE. mIERICH T
HARMRIESTEME . FERFEMZE
TFobEAX~T (GEEH#z) ELTlLEBREY
0.5mg (0.05mL) #fHT-ANEET 5, BGHIE
. 1 AU EDIFDZ &

<RERUVREICEHET 2EALOIEE>

PIDE TAREIEHT A M E % 4 5 e EBEHED
k)
MERFIC VTR 1o IS 1 B 2
EL, ZORRROEEDORELZEEL, K
Fllfe G- OBEEG 2 HWr§ 5 Z &,

MIEERARPAZEAE (< £ S HBLFIE. MRFABFE

F: =1

1 1H A TERDFEZEL, TOMRED
BEDREEBE L, AAMBG OEE 24
Wi sz &,

(2) BEPIATE, HAPLESTL2ETIEL H» A
WCBRETDHZENEE LYY,

EE . ARK] 1S TS Aml, O AEFAE I LR
WERIRZTEAL TR T A /a7 b= R
FEA 10mg/mL 12725 KO WCHRE®E L, FU 7 A
vur7e bh=FELTO. 5~4ng (SR &
LC0.05~0.4mL) Z T RMNICEANT B,
. BBIEO N T ALY vy T R b= R
i, L BEORESIOLC CGEEMEKCE 5
23, 40mg/mL ZHE X RN &

[#ERAREBEE]

WHE AHF 1S TS Il DAEFRAE IR TR
WERIBEAETEALT R 7T Ay 0y T b= R
FEDS 40mg/mL (2725 K O WCHREE L, U T A
vonury7e b= RELTdng (Bl E LT
0.1mL) ZR§TAENIZEET 5,

<RiZ%- AEICEET SFERALDOIEE>

B PR 973 B A ]

1. BB G O A0 K O S I3RS L TR
W, BEMEEIZLY, BNEOY X7 REL
LBRENRD D ZENE, MR ERET
WD Z &, HHEEIT, BEOREEZLND
B OB IRMEN G % ERl 5 &S s
LA oH, 33 AU EORREH T, NI T
L) a7 b= FRET- O 5 & IR AT B
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— R4 T 77T N BB TR Z) FobERA~wT7 GEEMEEZ) FYT7TLAY a7 R R
i T AV —T AT RPNTESHE 40mg/mL It T 4 AR RPTERR 2. 3mg/0. 23mL ~ X 2T A N IRPNTEH 40mg
ik - A& W1 S35 2 ENEE L. SIS CHER L72R1TATH 2 &y
(m3%) 2. BRRRBRIZIB W T, MRS I Thiu T

[RAGERICE (T D ARMRIEF EME]

(D) BRI EEZREL, ZTORKREENEE
DIRMEEZBE L, REREGOESZHWT 5
Z L.

(2) R OIEEME A RE S 5T 7 (1), TEREER
HT RS DR b GA IR ET 52 &0
ZFELLV.

[£3hREHE]

(D) AFNC L DR ZBIRT DICBR L, BAE -
BICL RN EOTHREZEL, KRGO
S o i) [ R R

Q) EMMICH A EIC ST G EZFML, &
IERTBD DR NEAITITERA L RE LA
Wz k.

B MIRIZIER AR & R DIEN b D HE1E, W
IR R 3 D A A ME & fa B 2 {5 TR L AT A L
T L THRAEZ®RET 22 L. 2k, HIENEKE
2R L WARE B &% G513, FIRToR4a
PEZ 53 TR U 72 B TRHAIR DRI 21T 5
ze.

REERIZE T A IRBIRFTEME DS S

(1) EHINCRNFZE L, £ ORRL VR
BHOREEFBE L, AAFG O LA 24
THI L,

(2) HEOTEEMEZ RS LT R (IRIEEHTE
miE, WAKTE) PR LNZGEICE
B ENREELY,

ERREIE

(1) AANC L DB EPGT DITER L, & -
R L DN BEOTHREBE L, KAl
HOZEG W52 &,

(2) EMMIZHEIEZFEM L., BENEO
WG AITITER E R G L2 &,

(3) BARRBRIZE WX, MIRBEIIThbh T
ey, MARICIRERISR LR DIREND D%5E
W, R FIREEHE O F 11 & R & [ E I
FEAME L7z ECARIEZRS T L, B W)
FEEIZ IS T B miiRIE H B G- 1388, FHIRT
DA E o3 I EH L 72 B CxHAIIR D 7R
EITHZ &,

W, WTIRICTRIER S & 70 IR0 8 DB,
W AR R RFTER O A 2 & SRR A (R E I 34T L
T ECARMERET D52 L, 2k, FIENEFRIC
B D WHRE H 4538, FIR TR a2
TRl U 72 B CRHMURR DIG R 21T 9 Z &,
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e

22 (ROBEIIRE LRV L)

(1) AF D A5 LB BEUE O BEAEE D B 5
B

@ RXITIRAHICKREDH HEE, HDHW
RGO WD B 5 BE [IRNAS0E
BREERNRETIRBZENARH S, ]

B IBNICEEDORIED H 5 B [RIENE
b8 H5. ]

() 15 SUTIFIRE LT B ATREME D & B 42
[ MTim, s, BlmE~okE] o

HZH]

(JRH)
1. EERS ROBHEITHEEIKRETHZ L)
(1) FrAbE, @IREEOBE [—@MEICIRER L
ATLH2endD. ] ( THEREKRNE
RO THEARZEIWER) OESH)

(2) W 2R HR 30— PR R 8 7 00 BEAT: JRE 2 0D g
EPOMERETOH 5 BE MATRH 5o
NHZERHL. ] (TERZEMEH] KO
[ZOMDER] OHEEHR)

2. ERGERNIE

(1) MEREICET2EMmse AL, Hrg
WIS O G-FHAZBET 5 o3 7k - BBk
D& HIRFHEDHBAFN G352 L.

(2) TWTIRANEFICER UEE A S 5 A (W
I, FRERE, DU RIRSE R OB SESE) ~ D
SBIECRE O BEAE R I W CERTIC 4 22 2
Z1THZ L.

(2=

B2 CROBEICEFEBEELAZWIE) ]
1. AR DRk UIBBUE DB RO & 5
B
2. IRXIIIRAPICERL Db HBE, HDHW
RGOSR O D 5B (IRNASOE
BREERPRET O BZENRH D, )
3. BNICEHEDRIEDH S BE (SIENE
LB AREMENH B, ]

(AR H)

1LEERE (ROBEICFEERICERETSHIL)

(1) W, SIREEORE (AHHEEIZ XY IR
ERERATLZENHD, ) (T2 EER
EANER ) OEZM)

(2) Wzsrh (IMAEZE, MMHHIMSE) XIX—@MEmME
MIAEVED BRSO M2E P OERIR D H 5
BE MZEER»bobnadZ Enbsd, )
(3. BHER () EKRZRBIER . T9.
FOMDIERE ] OHESH)

2. ERRGEXRIER

(1) MR IR D B mm e A L, A
HEF OG- FHACET 5 ek - fEEBR o
bHOIRPHEDHBARZEGTT D &,

(2) MR ESHCBR LER S 2 3A (W
., ORERIE, PUB SRS R OB SESE) ~o
SBEOE OBEERE IZ DWW TR 45 7R3
728, (3. EWEM OESR)

(E=

(#&E]
AFN DRI UEBUE DB O & 5 BH

[#ERRAEBZIE]
LIRSGFIRBEHICE RO H 2 BE, HDHV
TR DO B 5B [IRNEEDOE
BREWERANRRET 2BENRH D, ]
2. 3y e — L REORKAREDBE [ER
NETHZERDH D, ]

(ROBEIZFIHRELGNIE) ]

(k)

1. EERS (ROBEICIFEECERETSHIL)

(@]

(D) kbR - SIREEDOBE [AFNT L0 IRER
ERFTLZEBHD, ]

Q) BREDEHE [ANENELRT D801 H
%o ]

(77 AR R O T 1 (R AT ARA K]

MR ST AR B IS D & 5 BB . & D iy

DERND B 5 B [ R InhIERIC L0 &

YIENEEST I BEZNNH S, ]

2. EEREARNER

[3£5E]

(1) MEEBICET 2HEMmEkEE L, ik
FHd D VL AN EFHCBET 5 7
T - RO B B ARBLE D F S AH % 4
T5HZ L,

(2) RARFENEITIEBLNNHDLDOT, K
Bl b5, +oRB8zeiT) 28, £,
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— A T 77T N BB TR Z) FobERA~wT GBEEMEEZ) N T ALY vy TER=R
i T AV —T AT RPNTESHE 40mg/mL It T 4 AR RPTERR 2. 3mg/0. 23mL ~ X 2T A N IRPNTEH 40mg

R EOERE | B) AFOMFERNESF OB, TRoSI [3) MTANEFOBIZIE, TROMICER LR BENED ONTEAITIE, EHICHEKT
(m2%) EELRNLITY L bz, &EFHICE BHATH & bz, BHEFRICGERTL2E6%F HEHBEITHEET DL L,

1)

2)

3)

4)

5)

(4)

(5)

NI HHEFRE LCEBEHRM, B, M
THRFEDEOEEFEN L MESINT
WAHBDOTEETSHZ L. ([EMWEA] 0E
ZHR)

HFRRNESE, WMERETTITO 2 L.
(FiTAFRHEEZITY, BEFE, 30K
ARUEIRFRE A, WA B L — 7 S O BA g
wEEMHTIZ L. )

AANE SR, 50 7a bRl & S HEE SR
HOBEZ2ITS = &, URHIE ASRRANTA
HlEE 3 HRihHH&RE% 3 A CTRE5T5
ZE)

WA OBEH 7 ¢ V& —fF = BiksHE, T
RNESICITETICER v & (T
HEDEE ] OEHEEMHR)

R G 2B <o), BehE 0.05mL TH
5 LR GRNCHRT 5 L. (ML
DIEE] DHBH)

BT L, RANRETRET 5EER (IR,
FElL, AW, FBHE) BHLDbRIGEITR
EHIERE S5 L0 IHRET L2 L.

T ENESIC L BEEL —lEic EAR S
EHBENRHDLDT, KFIEER, Hh
R FLEA M PR OMERR & IRE L H 0 & # % @ Y)
WZITH 2 k.

REN O IRNES, — R ERE D
HobNBZLERNH B0, FOMEIRNE

B 2 E THRBIHOBRMES A B #5 OER
IIEFSERVWEOEETH 2 L.

Ho b UCREEIMm, IR & O IR7 159
EDFEREANLZMEINTVWDIDOTHER
5L, (3. BEM 0ESR)

D) HFARRESRE, BEEXETTIT) 2 L,
(FIFHFRHEEZITV, BEFE 30
FORUVEIRBR A, W R L— 7 RO B
s T2 &, )

2) AFIBERNT, 53 7R R & KT AR
AlO¥G21T5 2 &, UL RUIRANX
AAE 3 AR bIG% 3 HETRE
THZ L, )

3) WSHOERT 4 VZ —fFEREsE, M1
WNESIITER LAnwZ &, (18 . i
HEDEE] 0ESM)

4) WBEREGEFF 2D, BEEN 0.05mL T
bHZEBREMICHERETLII L,
(18 . @A EDOER) OHESR)

5) BRNZ. BRZE, KILEMEMEMRIEE, M
ALK OIMEME ANEEN BT 5 Z &0
HHOT, BRENIBOLNZHEITIE, E
HICHAET 5 L0 BEFICEETHZ &,

(@) EFAERNERIC LY IREZ @t EF S8

LBTNEHD, Fo, FREOIRE LR
WG S TWD, AFEREG%, et rliam
MOMRERE EFOFERZBEENCITH Z
Pl

(5) AHIOFHFHENERE, —RFRICHERERH

LD ENRH LD, EOIERNBEITE S
% £ THMIHOBIEL H B % OERIC I

[ IR TRy D IE - I AT 4Rk ]

1)

)

(3)

WFELIRER. BRRURSICEYEHZ
BRET D& AADBIRNICERSF LSS
E. AHOHENRD 5D E TEHRIC
BT L, HAARUIBRRICAR ZIRA
(CHRAF SETH AT, BEIEIRN K 2 JEEL
LTIERI A s STV D,

IRENSEARTDZLNHDDT, KFIKS
%, IREDOEHEZEEYNATI Z &,

FANEENPER T LBZNNH LD T, K
Al G%, +aBBEiT) 2L, £z,
REPRBOONTHEITIE, EHICHES
DR BEIRET D L,

b PR P 2 Bt 7 MR )

1)

W RNER ORI, FROSICEREL
RRBAITY L b, BETRICE D HE
EH L UCHREMR L, 5 M i M OVRS
JEEOHEHEELEN L BEINTNLDOT
EETDHZ L,

D) - RRNERICER L, B S o384 (7

HOREREE, DA RIRIE R O ERYE) ~
SEBUE O BRI OV CERIIC 7 2
1T92 &,

2) MFENESIL, MERMETTITO 2 L,

(FIFHFRHEEZITV., BEFR, 3 UF
RUEIRBR A, PF B L— 7 K O R B e e
FrHToz L, )

3) ARG, A543 7R RER & TR R A IR A

DFE2ATH Z &0 URBHUE RURANIAHA
BERIPLIRE%R 3 BETRET DL,
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— RIS R T 7 Uk GRS FARIRZ) 7R~ 7 (GEEFHRZ) N T ALY/ urTER=R
gz 7 AV =7 i ANTESHE 40mg/ml VT 4 AR T ENTER I 2. 3mg/0. 23mL ~F 2= A R TANTEA 40mg

A BT | (6) AR 22k M R AE B8 2K 0D B PR O ef 23 MESHERNWLOIEET L&, (2) ANERRBIESH D VIZERT 20D
(03%) AR B DM O EARPAZEIE BB ~ DG | (6) yaisilRor ke BIZERE (BRVO) 1Lt Rds s B D, 5% 6 o HLERICRIED 2 VIEE L

&, BT ZENEE L.

IR (DME) 12xf L. AHlE L — P —f@EDs
BERIEAR B, [/ CRICIT S S81%, v—
PR ERIE 21T > T D 30 oAk
DFRINE % & T2 R AAFN O T RN TES 217
22 &,

AT B 72 R i PR RE 518 2 D B IR A 18 Aok 703
P B AL % NN R IR PAZEIE A ~DHE 513,
HET D ZEMEFE LYY,

(7

~

L7l b 8E SN TW5D, BriC ANREERT
OBEFED R WIRTIX, AAB %, B0
RBEEITOZE, T, RENRREOLN
HAIE, EHICHERKT D X5 B
YL L,

3) WENEFTAZER8HLHDT, AAlKE
B 7% L B Aot PLEE ST AR T D AR (IR
JEBLZE XX R B e SRS RE O fERR) 21T D
bz, BAUKGIRITEO SN 2 H
FHEYNCITHY 2 &,

1) AREE%, BH, RIVEER S b D
ZEMRBHDHTD, FOERNEIET S ET
S O FRESC B Bh B % ORI (I e F &S
WL EET DL, £7-. ENEIER
R CIIEEG% 3 » AR TR O BE
DIRNIZEBNOERGENRRBDO LN TWDED
T, KFOMHENRBD 55 F TEHMIC
TR

5) BERBNEAATDHZENDHDHOT, MPEHE
OHESEOBEE+ITITH 2 &,

3. HHEER
GitREE BHRISEET S &)

A5 FRAEIR - RFE G | BRE - fERA T
20 HERm A b DA (B AFNZIFIE T D
T baFy Hl - TEHAD DR | WL 2
[N ZIE S D 2 LN L. AKfffE<
A R EE| WEINTNDD OFERI %

T, PRI 5HA1R T,
BEOREL 4

BT R EET

52L&,
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— A4 B 77U b GEETR#LX) J=bvX~7 (EETHE#x) N TFAY /a7 =R
MR 5E4 T AV —T R RN SRR 40mg/mL ot T 4 AETFARNESTHR 2. 3mg/0. 23mL ~F 2 A FiEFAERAER 40mg
A EoEE | 3. BMHER™Y 3. &Bl{EA 4. BIER
(m2%) PO E TGRS ENE #1445 MEERI L FIDE ARG IERT £ ME & 4 5 R BB E 14 E (TR F R DT AT k]

ENsCHEiE S 7 B IERER (2 SRR OF5iF
Br@ M) I2BWT, KANZEIY bz
1,824 #i(8 W& 2mg #&5-: 610 ], 4 WL
omg 51613 i, 43T & 0.5mg #&5-:601 f)
896 i (49. 1%) ICRIERANR® Hiiz. L/REIE
A, FEREHm 480 1 (26.3%), IR 158 4
(8.7%), HRE 589 #il (4. 9%) T~ 7-.

5 HARANZE Y A1 Sz BARANER] 76 51 (8
WL omg #5125 4, 4 BT L 2mg 5126
B, 4 WL 0.5mg $5-:25 fil) b 31 Hl

(40. 8%) ICRITERNRD b=, ERRIERE,
FEREHIIM 16 61 (21. 1%), RRYm 4 61 (5. 3%), sfk
faREsE 4 51 (5. 3%) TH 7=,

(AKFRIF)

[E| R R FRBR CIERE 51 88 filH 21 1] (23.9%)
WZEIER RS vz, EREWEMIE, Bt LR
8 Bl (9.1%) . FAET 3 B (3.4%) . IR 3
B (3.4%) . MAEEHM 2 #] (2.3%) . —iEE
WIMET 2 il (2.3%) ThHot,
HMECEENE L 7z bhigek FREER ¢k, 874 filp 477
Bl (54.6%) IZIRIZHEBL LIZREERIRD b
77o ERBIEMZ. IR 189 1 (21.6%) . IRIE
& 142 Bl (16.2%) | FEBEEH G 117 5
(13.4%) . FHFIREEEY 107 1 (12.2%) . R
DR 73 B (8.4%) . FRIERHEIM 61 #i
(7.0%) . AR 56 B (6.4%) . HRFEIL 47 Hi
(5.4%) . W% 46 B (5.3%) . ACER 40
Bl (4.6%) . ERFAPREE 35 B (4.0%) . HH
3361 (3.8%) . ERZESFESE 31 f (3.5%) . i
WREE 31 B (3.5%) . BH - IRFIEE 19 {1
(2.2%) . FEEFEIM 15 B (1.7%) . EFIAH
i 15 61 (1.7%) . FHIMET 14 61 (1.6%) . IT
K EMEL 12 6 (1.4%) . BRAE 11 )
(1.3%) . IRM&VEIE 11 1 (1.3%) . A
Bl (1.3%) . FEFEALH M 10 61 (1. 1%)
Thol, F=, 874 filF 32 fil (3.7%) ITHRLL
SNOBIWERNED b, ERboik, EE 9
B (1.0%) . Bl 2 ] (0.2%) . FHIRE 2
B (0.2%) . 7222 il (0.2%) Thoi,
KR E TOER)

IR TIT RS 2 %f5 & Lz ENEERRBRIZER
W, RRIERFI32EI 26 (6. 3%) (ZEITEAAGE
O 5L, IREEF1E] (3.1%) K Oy A &
15 (3.1%) Thot-, KREFIZBIT D
7

5% A
iR IRJE 5
Z DAl Al K i =
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— 4 B 77U T N BB TR Z) FJobER~T GEEME#Z) FYT7TLAY a7 R R
R5E44 T AV —T TN TERE 40mg/mL IVt T 4 AR RPTERR 2. 3mg/0. 23mL ~ X oA NEFIRPNTEH 40mg
R EoFEE | SEDERIREAZEAE(C 45 EWZE PIRERARBAZEE I S5 BHRE
(mo%) HAR N % & e E BRI R CFME S L B IR | BN IAEERREER Tl AHAl 0. bmg 3% 5- X

BR (76 WD ICBWT, KAl 2mg 5 7z 146
B (ARAI#E 104 B, *PHEEE 42 B1) H 53 41 (36. 3%)
WCREWWERRO Sz, E28IERZ, FEFEHm
20 #1(13.7%), HRJE LS 15 $1(10.3%), AR¥E 14
1(9. 6%), AR 8 51 (5. 5% T&H -7z,

D bAR G S BARNER] 16 61 (ARHIFE
13 B, hBeRE 3 1) P 1 BENCEIER GREREH I -
6.3%) DD LT

RSN C I S 72 B AR RABR (100 R 2B
T, AH 2mg 25 S 171 B CRFIEE 114
B, s BREE 57 1) H 64 51 (37. 4%) ([ EIEF 2358
iz, EREWERE, FEBHIm 29 4 (17. 0%),
IR 17 511 (9. 9%) Td> - 7=.

(CEhREB A FRIE)

FRHRERIZH 1T DR IEFT £ M E

E A TR S N7 B IARRER 1 3Bk (48 A
WZEBWT, AAI 2mg ZEH Sl 116 i CRAIRE
91 ], xHRERE 25 i) 25 51 (21. 6%) IZEIVER A
WHObLo. ERRIERIL, KEEHM 10
(8.6%), sURAMESR 7 61 (6.0%), R 6 B (5. 2%)
ThoT-.

) HLARKNEF G Tz BARNGER] 85 41 (AAIRE
67 B, XtREAE 18 f5) H 18 fil (21. 2%) IZRIVEA A
BEOOLNT., ERREMERE, MM 10 45
(11.8%), RARAMEL 7 41(8.2%) ThH-oT-.
GhRE 1B MNAREIE)

7= 31 Bl 11 fl (35.5%) ICEWEANERD b
oo ERBIERE, fEBHIMm 6 #1 (19.4%) . &
KAWL 45 (12.9%) THoT-,
HARE ARy B BAZERE  (BRVO) 12 £k 5 HEBF i ME B
ot & UI=ANERGRABR CIX, 264 Fld 118 4
(44. 7%) ICRIERMEE® B, EREIERIL,
AEME 78 il (29.5 %) iR 9% 39 41
(14.8%) . IRIE L& 15 i (5.7%) . FRBUE
13 5 (4.9%) . IRHL 11 5] (4.2%) . ARFEML
114 (4.2%) TH-oT=,
HEM L R UREAZESE  (CRVO) 1ZfE S SRBriiE i
TG b LT AMEERRER T, 261 #id 96 4
(36.8%) ICEIERNZED Hiv, EREIERIL.
AEME O 63 Bl (24.1 %) iR 9% 30 41
(11.5%) . BRIEESH 18 #i (6.9%) . FRUCE
12 B (4.6%) . BRAIFE 11 B (4.2%) ThH-o
77

CGHEE IR D — B KRR £ TOHER)

RHERIZH 1T DR IEST £ M E
FE|BE AL R 56 AR ES R BRER Tk, ASH 0. bmg 23 5-
Shiz 262 il 60 il (22.9%) ICEIMERA SRS
b, EREIEMRZ. AEHML 22 4]
(8.4%) . MSMRAMER 9 F (3.4%) . R 7 4
(2.7%) ThHoTz, BARNBETII 47 fFilF 22
B (46.8%) (CRIEAMNRD S, E22gIEM
WL R 9 B (19.1%) . ACRAREL 9
(19.1%) . HRJE EH- 561 (10.6%) Tho7z,
GHEES TN R D — B AR £ TOHER)
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— W4 B 77T N BB TR Z) FobERA~wT7 GEEMEEZ) Ny 7 Ay vy TR R=FR
MR 5E4 7 AV —T R RN SRR 40mg/mL VT 4 AE RS 2. 3mg/0. 23mL ~ ¥ 2= A RN 40mg
A EoREE | BREEMEZE FEPR IR B BEIEAE [ PR 2 B I )
(m3%) ENACHEM SN - E MRS (3 HBROUFEAE | HAZ G 7 CHEM L7z EREIE R MAHERR | BRI EBORIE R 2 %15 & U ENERRRRIC

Hr MD)W T, KA 2 mgr G Shiz
730 B (ARAIRE 650 5, xHEEE 80 ) o 276 fi
(37.8%) ICEIWEA RO b, EREERIT,
A i 178 51 (24. 4%), HRYE 51 #1 (7. 0%), fi5T
REEEY 33 1] (4. 5%) Tdh o7z,

I LARIZ S Sz AARNEG] 128§ (ARFIRE
123 5, sPRRE 5 #1) 5 35 451 (27. 3%) ([CRITEFA
Wb, ERBIERE, FEREH M 23 #)
(18.0%) TH o7z,
GRhBEIBN A 25 1)

(1) EX%EER

D IRBESE : BA %K 0.2%, RELH
(4.5%), fHTAHIEE (1.3%) , SMEMEA
PN (0. 7%), MEREH M (0. 6%), AR
R AL (0. 4%), AY AR (0. 4%),
BB (0. 07%) , MEMEZLFL (0. 1%), HEME
B3 LRI 0.03%) A bbb Z L
WbDDOT, BEL+HHIATY, BER
WO OLNEHACITREERIEL, @Y
TRAVEZATH Z L.

2) fpiZErh (0.3%) : Bl z Fo ATV, RE
BRDONTHEICTREELPIL, #
e EZATO 2 L. (TZOMOER]
DIHZM)

B TIL, AFIBGEE (KA 0. 5mg BE, WONTA
#l 0. 5mg KON b — Y — i S 6% [ e i OF FA )
265 Bl 57 fil (21.5%) ICEITER 2B 5
7= EZFIERL. ABEHIm 25 61 (9.4%) . H
FIRREY 10 Bl (3.8%) . R 5 #i
(1.9%) . BB¥Ei 5 i (1.9%) . ENkE 3 6
(1.1%) Tholz, BARANEFZETIE 103 #il 34
B (33.0%) ([CEIEMARNRD b, EREIEM
I, AR 16 B (15.5%) . BYFIAEEEEY 9
Bl (8.7%) . IRFEML 46 (3.9%) ThH-oi,
GhBESUT BN R D — KGR £ TOHERD)

(1) EXGEMER GEERHTY)

1) BRFEE : MBEHm., M ARREE, HEA
F R, MR RRRZEL, B TR
i, RFLFPEREERIEE, MERIEE, M
L, EFEMEAMEE AR, B, RN
HobNbHZENHLDOT, BEE NI
1TV, BERRD bNEA IR T
L, EERREEITY Z &,

2) Bz a2, M sE) 23
HOPLINDIENRNHDLDT, BEE DT
1T, BEDRED SNEEA TG 2]
1L, @YREEITY)ZE, (T9. %
DOMOFEE ] OESH)

3 EWNAERKRRICES T D A SE TS Sh

TWARWIEIERE RN & LC#EShk
O, FERIE L,

BUNT, FER] 45 flHh 27 6] (60. 0%) ZEIFEM
(FEBREBORE 25t SO b, BIEA
ONFIL, IRJEES 961 (20.0%) . HEE 8
(17.8%) . FWUE 5 # (11.1%) . FHIET 4
B (8.9%) . WHT-IRNIEDHEEL 4 61 (8.9%) .
M= Ko 3 6l (6.7%) . IfFh U oA
2 B (4.4%) . T RY 7YY R 2
B (4.4%) . M FLEERL K ERESEE N 2 )
(4.4%) . JRHP7 NOUFEGYE 2 i (4.4%) | %
sl (2.2%) . IROEME1H] (2.2%) | #F
HEFEEREHEIN 1 1 (2.2%) . AFRREREEEI 1 41
(2.2%) . If/MREDED 161 (2.2%) | BERIE
OE 1B (2.2%) THoTz, (GhEEBMEHC
B4R

(1) EX%IEIER

REEZE AW 17.8%) . IRE LS (20.0%). iR
NP EERI) B d 5 i, SRRYALE 2 » 38 b
TLHZENRHDLOT, BEETHITITV, FER -
BENHSDBAITIE, WY ARLELATTS
E,
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— R4 B T 7V GRIG R Z) T RXv7 (B ) NN A=PAA =0
i T AV —T AT RPNTESHE 40mg/mL VT 4 AE RS 2. 3mg/0. 23mL ~ ¥ 2= A RN 40mg
FHEOREE | 2 ZotoelfER (2) #otosIfER™ (2) ZoitaEIfER
(m3%) . 1~5% " 1 %% 5%LA | 5% Al
BE | e 1AW R [ iR | W7 raEimiik
| AN | AL | B, | AR, RIS, fRTEIE, f B = ot | FREUE, BT | FH RO YK
(24.0% | AukARE| BN A, fAIE LR R, FlRE PR ff 7 N g | BRSO EL, 0
% =, I, AN, AR 7 - hRYZYEY R
V7, TS, SR, ” m. R R
&, FEMEZS, 7 LLF— PR, i ﬂﬁli%lrétmqj 7
BITEM, WHEERE, T RY : e T
Wik, HBTER, ATRE i U SIEERERN,
- - - - I EREGEN i
IR PETRIE | ST ORI, T UIR, SR = o s
W |, MEEEVENE, BEMIAL, SOEEERE —
I, FAMZENE, WEREIE, AT i - PEARE Y Dl
HEE, MR, MG LR Z O i, LR A Ak SR
s, MARTYREE, BT | . 50 LEHN
VRS VESHBAL | VBRI, TERBACIR, 1 -
fir VER, k| SRR, RO, T M, MRk,
ST | ORIAOIE, TERERIIEIE, YR = R
L TEE, PSR ~
2ot | B W5y | IR, IR, BEEE, IR S =
e MR |, TRERVENE, TRMREN, TRER
W, O W, IRMRZE, N DHE, IR
WO, | NR, EIRFESE, W1, WOk, & -
B, R | GLE, JEHLE, WEIC K B, i
R | HIEF it
eI BREERE, $TEE N :
Beo X
R U, I 1R fi
| B
| R
R DERIEE, G . 3
B 0}
Wik Ea .‘[f‘.u:l\
%ED
= 0
W EAR, REA/ S LT F = =
m =
75 TE, SR,
T ofh APk, siHm, SEYRBECE, §H #1iE
i W% -
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— 94 B 77 VL7 (EETEER ) T RX~T7 (B Z) Ny 7Ly aryTER=FR
R5E44 T AV —T TN ERE 40mg/mL Nt T 4 AR RN TESHR 2. 3mg/0. 23mL <X oA N AN 40mg
A EOES | B D BREFRCENT 2AEHRE A0, £, HFROR | & 1) ENERRRICHT 5 H A EE O & 05 ERR
(55%) UL, BHCRERO R VIR D, 8 I B RERBRIC S X BB A B L7, ZOWN, BAA

BEENG L LEEIRRER 2 RBRoOFair e 4
D) (BEARNIEG 2 & Te) , A0 b O IR PA 28 e 1
WA AT 5 BHE AR L LIBIERER 2 %)
B (76 M & 100 @) OOFAMHT) (A ARNER %2 &
o), FREVIEHUC 1T 2 IRME IR AL A B 254 b L

P IIAEERER (1 BBk (18 M) (A& AJEF 24t

KO RGBT 2 BE ExtR & L $ 4
A 3 WBoOOFEMNT (1 4EF)) (BEARNESZ &Te)
EERE LI
4. SEHEFE~DERE
— I E IR CIXAEERENMET LTS D
T, HETAHZ L.

5. i, ER BRIRE~OERES

(1) R OXER L WD aRetto H 2 &Mk
S Lanwz &, IRATRE 2 Ao tElT i
AHN e G (e 5% 3 » ALLE), #Y)
RMTEEAVA LY REST L L. A
B, A1kt OG0 72k B R
ST AW D ( THEYERE] OEBHR).
[V XM - BIRFEERER (3~60mg/kg %
HERINICEHIRNEE) 128\, BEy
DOIRERA, W, FRERIEC KO R
A SR, AL OVE & ATTE) OB A3 H
HahTWs. Mo vHXe - jRIEHEER
BR (0. 1~1mg/kg ZMEHRE 1 H~2REFKY
W THRE) ICEWT, BIEHE GLE, W
i e OVB A& AT ) DI STV 5.
TR T XN EB T, AH O FRAREIE A
Bobhiz. ]

(2) AP OLMEITIFIAFIBE S P Ix Il 28T
SEHZ L. [t FREEAFTFA~OBITIEIARH
ThbH. ]

BETRDONTZANERIZ OV T, AARNBFITKT
D RBBLI IS SRR L7,

ENSMEARRER CHRBUE SR CE o alEM %
BETRH & Lz,

HARNBHE TRO LNTZRITEA.
W7 BERIEEBEREIEZ A 5 BE 2Rt R & LS E R
THRBLL-FIEA,
4. BEHE~DERE
— R IR AEFRRE SR T LTV A D
T, HEETDHI &,

5. 8%0%. ER. RIEE~DOERE

(1) 1 3R L TW D AIREE D & D I AT
X, VRIE EOFRIRMENEIRMEZ R 2 LT
SNDHEARICOREEGTHZ L, Ulimicxt
T HHEARBRN R, AR, EOHL VEGF
YER 2> BIEERNAE AL MR - BBl
MEETOARRENEETERY, —FH, A
= AP E T TR R B
(0. 125 3% 1. Omg/HR % MW IR 225 B T Rk A
THRNEE) I2BWT, MiFF 7=t X~7
BENESEZRLEZFEY 1 I TT=oE X~
TORBR~OBITRHER I NN, BKE
e IR IR EME IR A EAIEILER D bl no
Joo 7235, BL VEGF fEHZ AT 28I (N
VA=) T, UYXOM - JRIEEER (10~
100mg/kg % #e'B MM FIRNE 5) 2B
T, RREAREOREAD . WIROE, S -
BB AT HRIEOBEMARD bz &
DHFENH D, ]

(2) BHAF O NIIAF G P Ix AL B T S
*+5Z¢&, (B NRAF~OBITIZIAHTH
%, )

I 5)

1 6)

5. BEE~DERE
— I i I A ESRENME T LTS D
T, HEETDHI &,

6. MEMR. EF. RIFFAORE
BRI SATIEIR LTV 5 WREPE D & 2 I A2
160 L OARIENfERIE 2 L85 & HllEr & 4
LHBICORFETH L, [BMER (<
UA, T v b ) TREBEMBHRE S
NTEO, o, HAERICHE, EHAERK
H RBIAEEEZTIENHD, ]
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— R4 T 77T N BB TR Z) FobERA~wT7 GEEMEEZ) FYT7TLAY a7 R R
i T AV —T AT RPNTESHE 40mg/mL It T 4 AR RPTERR 2. 3mg/0. 23mL ~ X 2T A N IRPNTEH 40mg
A LR W 2) X - REHEERRT, BIRE
(mo%) ERHLNT-RIEARICBT K5

BEEE T 259ng/mL TH Y, LT
BAREIZ 72 > TR,

6. NEFE~DIRE

RHARER, BAR, LR, SEsUInE
Wt DRI L T, AR
BRA 2. ]

1. BERE
MRARBRIZI N T, —iEEDIRE B 23 Wi
INTVD. BEEFEEOHIMIEWIRES k
AT22LNBHOT, REALHEL, B
BROOLNTHEITITWEY RLE LT D Z
L.

8. BAHLDIE

(1) H‘EZK
AENIWFERNICOREET L L.

(2) #5w

1) AFENX, EHANCRRICETZ L. F
TRICHE UTZ RS 24 BRI 28 2 720
EXOWHERAT A L. REAETEIRIC
FiE U= 28 24 B 288 2 72 BR
D, BEMBRGETHIENTED
2, LEE/NMRICED D Z L.

2) BRRICLD2MEREITV, EERIHRL
F, BEXIIEARRDO NI HBE,
REZHWEBIRO 5N 56%, BE
DRDOONDIEAICIEFEEHR LR N
L.

(3) ‘B
30 S —VORPHEZEMNTHZ &

6. NREADRS
CH AR, A, IR, Sl sadng
WK D2 AVEIRHEST LTV vy (R BR
R

1. BE%E
EWACBWCRER S Sh-BFIC, —F
B RE EH . SRJMET, IRWMENRO L
7o, BEHRENEZ o 2BICIZIRE., 1%
FRHIEL, BEXIED LN HEICITEY) 7
WEEITH Z &,

8. ERLDIE

(1) EE5#8%

AFENTI AR DORBEGT D L,

(2) #&5qT

D AFNX., EHETNcERICRTZ L,

2)  TEFHEPIC S| U 7= S8 I R A POk -
NIFEOEBDTEHEITIFER Lenz
ko

() H‘E5r¥
307 —VORR A EFERTHZ &,

1. INREADOBRS
NIRRT KT D EVEIIHESL LTV e,
(FEFRBRD 720)

8. BRLDIE
(D 512

AKANIIEFERNIC DG5S 5 L,
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— W4 R 77 YT (BB J=EXA~7 (HinrM#z) NI T A/ vr7ER=R
B 7e4 T A V=7 i FENTESR 40mg/mL Nt T 4 AT RPN TSR 2. 3mg/0. 23mL ~F a2 A R ENTM 40mg
R EOEE | ) ERAE (4) FERAE QFERAE
(=3%) D LALT MR LEFIRD 0RO LTS | 1) BEA%OBEIMEDELOBzARSS | ] N
L. DT, 1 ALTME 1 BOLOERE L. ) AFIRAFAZEA LT ARnTzH, M
Ao RS L, SR ITECNC T 5 2
2) TIAF v IEOX Y TERY, NAT %@%bfbwk:u‘ L.
AO I NEOMIENETS. (K1) 2) RPN O L 0) LA TV B A BB P L e =
DEMOBHT 1 L5 — o Fo. BIEIEETS L,
sl (A7 PR AR O 1 (R TR ]
{ “‘?fjﬂ = Lol i1 1) AFNAL T AL E (RY 7 A
H:li‘)"’ggi}z b B RyTEL= FREALOS S
/ Eﬁﬁummﬂ 4mL) o> AR PR A HE R S U ARV R R 22 N
A — SN % 10FSRRA L < fRME L T i
PRSI SA 7 L Uit BEREWEBIT S,
3)  FIZFEH ST 7 4 V2 — 1 E Bk S VB A B B 2) WFARNEAERICY Y v PERD LD
(186, 5 27> D7 4 LE—E) (LITF, Z kLIS IR L (ZLOFP R AR IR L CHE F RIS TEA T
PSR 20 Sz nl v U o PIZIRY Bk, L3R %,
Frs. (M2 - BRSO DR, -
FI5. (@2 7550 b 5 A PR

B BRIEEHTI S A T L h S SN AR
THZEUSMNTIIER LA &
FRREtORIEE I, (FERL TS
U, ROBGICHEE, BEE0R
WHRRD ONDGEITIEEH L22Wn
Z L.

(H2)

4)

BRIEE %2 T 220 h LS, # 0 H8

NA T IVDIEIZHE S £ T LiAT.

HHRLTYWAIHE.
T OB AL I HEE. &
BHEOREFRDE
NAESEHRALR l

TSV e—AbyIN—
HRAT L4 E
et

vk,
@A T NO T LBRES
7 N3 — LS
HI 5,

HER, Widtz o
BoHLERIZ. #HEA
NATADEICHL F

TELAG, (M1) X1

1) ARFNASA T AT InL o> A= A 6 S E R
HEWIRZ M, 10 L <IRE L <%
— 7RI & L7z, 0. InLLL B A& 5]
T,

2) WFARNRSERICY Y v PERD LD
(W 1OF I iR L C0. ImL & 4 A N i
HET %,

|
[ON | >\
©, @&LHET Qﬂ
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— R4 R

77U~ (s R)

7= X~7 (BinTFHsz)

NI T A/ TR

s

T AV —T TR IERIE 40mg/mL

It T 4 AR RPTERR 2. 3mg/0. 23mL

~ X 2T A N IRPNTEH 40mg

A EovEE
(m%)

5)

6)

7

HEHEAEIC X0 XA T AP OERRET
ZWBIT L. A TATIESL S, W5 L
RTWE VICHETET B, 2P, BiEEto
SO Wi & FICEFHRIC DT TRERIC L
T, VI UVVHIRZERDBALRNWL TR
+%52%. (X3a, 3b)

&t 5 oo b 1 &
HEHHEIZ 2T 2

(E3b)

PRGSO EFE R S X D, 7T
N e e o s N 1 QU BN 8 8
MHEY X,

Bst A 7AnSE 0 IR L, e

FIETREET 5.

HE - BRSNS i3 1ol
HALZRWZ & 1 EOAROH TH
P - B LRV L.

£ -
@73A T I p O

TEWE5|+5, 517
WA iEr &8, Wl L
gk ) Iz TFEY
5. (H2)

f — . . R
@R ET O ISR AT

Bogwnwk), 77
Tr—warizsl (.
(3)

=3

EHRMST 254 TV ICHR
Lz %, EHETR
HiEH A SR D HL 9,
(4)

B TS DAL
VAL PR E Y N E S A I R
THEET 5,

gt
R P D E}
ﬁﬁ

MIER LEWwZ &,

- LEERD Ol o &
THME - FHER L ‘
NS Ea L
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— R4 TR

77U~ (s R)

7= X~7 (BinTFHsz)

NI T A/ TR

s

T AV —T TN ERE 40mg/mL

It T 4 AR RPTERR 2. 3mg/0. 23mL

)

<X oA N AN 40mg

A EovEE
(m%)

8) MERAIEREIZL Y 30 F— T DR HE A
VUV TUDRERII L oMY LEETS.
(14 4)

(B14)

9) BHEEFN XL, BRttoxy v I E
5N I

10) et EmE Flcmid TS, v vy
NORIADOF 2 fERT 5. KyEhBDH
NELETE, VY U UERRETRS 2
Rin%E BimE CBEISES. (X5)

11) i & KW E PR T 5720, Y oY
@ 0.05mL DIEHZHE SE TP - Y &7
TV —%3. (X 6)

@305 — T OIRE %
EBHE D A - 7R
Lo h &3ERT

L. (HM5)

|

305" —OIRFE R

¥ 5
®FEF L ad 6305 —
DREHE O F v v T
Y. (K6) 1
46 %
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— R EA T 77V~ 7 b (B R) T2 A7 (EfsEfz) Ny 7Ly aryTER=FR
R5E44 T AV —T TN ERE 40mg/mL It T 4 AR RPTERR 2. 3mg/0. 23mL ~ X 2T A N IRPNTEH 40mg
A EORR @B 19 0 % 4 & 3K )
(H5%) 0.05mL v Lz R

At R A
HEth L7t o IRE

(I6)

9. ZOMDEE
(D) AFIFEE 2 XD, 280 VEGF BEICERT

Bk A 2R (2 BT 5 A E H A (L gE,
BzErh, M FEEE) SR D ATREMENR B 5.
BHADIN B PE R E & KR ICENS T3
B SN BB (2 RBROBEAMEIT (2 4
)] (TR B BRI AR ZE A B SR O FE LR
%, AREIBE G T 3. 3% (1, 824 5T 60 1)
Th oz, MR OERIREZEIE IS E O BT
[ %A % B 2t BRI ERNSTEM SN
EIAEER (2 3Bk (76 WM L 100 B OHF
AEAT) (231 D Bk AR ZE A B E S 4 D 38
BRI, AAESRERET 0.6%(317 #if 2
) T o7, FHERITRIC IS T D RS IR AL i
BRI RS ENACEM S - AR
Bro(1 3548 #1212 BRI %R
B H G 0 BB KL, KHFEHR2EKT
0.9%(116 Bl 1 #) ThH-o7-. PERIE T
fE%H 3 % BE E BRI ENA TEIES T
FMAHEER (3 35k (1 4F[) O PFEA#NT) 123
V% EhR A% FE R R S G DR B 1, ASA]
BHREAIRT 3.2% (650 fi 21 Bi) TH o
7.

S, EHEAOESE
A30.05mLIC % 2 k912,
TV — w2,
(= 7)

0.05 mL » TSR bl —

7 FSuse—

vy

9. ZDMDEE
(1) AAFGIZED

VEGF BHZE(ZHL [N 5 2 Bhik
MmizZERICBET 2 FEES (MEE, OfF
FEZE, MEMMERdzE T, il tERsss) AFEE
THRREENRD D,
HRODNES RS BB A2 1 A% 2 £ 5 i e 28 vk
JEBE BTG L LI2AMEF A - b AHEE
KRB O 3 REROFEMITIZERB W T, AAIH#%
HEE R O RRBEE ® 123517 2 B i ie 2844 B
HWHERGORERIZETBDO LN N> T2, —
5. AR OREHEERIT, HREEY O 1.1%
( 5 f5l/441 B]) 12k, AHAl 0. 5mg BETIX
1.8% ( 8 #1/440 #l) & HBAEMIZE D> 7=
D, HEFNREEETIRD 2o T,
H 8) Vv AR BRIV TRILT 0 v EHWTL
SRS IR LR
%) RFARNEEORD D ICE DRV Y v DR R
FREE T CHRERIC IR AT, M DS E U
552k,
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— W4 B 77T N BB TR Z) FobERA~wT GBEEMEEZ) Ny 7 Ay vy TR R=FR
R5E44 T AV —T TN ERE 40mg/mL It T 4 AR RPTERR 2. 3mg/0. 23mL ~ X 2T A N IRPNTEH 40mg
R EoEE | 2) AFEEICEY, 77V MR | (2) AAEEICLY ., HiT = X~ THIKNIEH,
(mo%) DHEETDHZENDD. THZERD D,
(3) AFIHAME~)VTHRLT 0 KBRS | B) AFIHIME LT HLT 4 KBRS

FHERE OO & i L 72 i BRI S e S BEEDOH 2 ik LRI ER SN TE

TELT, REEXAVTHRLVT ¢ & O 5T, ARFIENVTHRLVT 0 R LTS

L 72556 O 20 Je OV 24 78 A7) B i e G DR R O A PE N AF BB T

WCHARTERL TS EDRRIFELNTWY BN TWD EORERIIE LN THRN,

7200,

4) Yz 4 BEFRRT 8 » AMMTANKE | (4) MBIEFFIREZEEOBFEREZ2H T 2 BE L OE

BE#% ORI FIRAEICB VT, 2 & 1.7 o ME R IR P 20 2 A3 9 5 B E 1T

O Amg/ R 5-FE D SR (S S FR7) HARANOEFERERIT A 720,

WCHRE 2O A XITIEE 2 R T 8 N B4

SN, REIZ X 0 [EES B AL

Toholz. 0. b5mg/BRFE GRS LT RITRE

oY, YRR EREER) ICBT 5 M

BERFEERL Y 7 U XuE S N OIRE &I,

FRAE T 2mg 2 FANKERS L0

EFRIEIZEBIT D Cux LY AUC DENEN

42 15 OV 56 fEICAEY L7z,
ZR LT . -
D 2014 4 2 H&ET 2014 4 4 A &ET
YERLAEH A

(Ui
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#x1.7- 2 AERMSE—ERX
— 4 77 VUL b GEIGHRH X ) T X~v7 (EsTHfz)
R 74 TAV =TT AENESAF > b 40mg/mL It T 4 AR > B 10mg/ml
2t4 A VIR RS JNVT 4 A T 7 —<w et
FRAEA A 201249 A 28 H 2014 4E 3 A 20 A
HEEEAH - B
Rl H B
FHI X 5y AW iRREL, BISE, ARG B AT AU E SR,
(LR | — k4 77 ULt 7 b GEfn s z) — 4 T =X~ (B HRZ)
Aflibercept (Genetical Recombination) Ranibizumab (Genetical Recombination)
éj\%t C4320H6812N116801306832 éj\%it : C2158H3282N5620681812
(BEEEY, 2 &)
8 £ 115, 000 Sy & 1 K9 48,000
A HE: b NVEGFZRIK1DE2 Ig NAALY, B MVEGFZAEK2DE | A H: b MevwvURble MUERNREEK 7€/ 7 2 —F LHLROD Fab W
3Ig RAAL Y, ROk kIgGl D Fc RAA UMbk 432 7 3 FC, M5 EDT I ) EREREN S 2D - AHE
JBEEROY T 2= b2 00 DR SN D B FR R X
AREAE
FER AR | 1 EoFE5EE0.050L) F, 77Ut b (B Z)F 2mg 1% b (0.165nL) FOEFE : T=bX~7 (E=zTHHZ) 1.65mg
13U 2(0.165nL) 1, 77U ~Lt 7 b (B FHHZ)* 6. 6mg 1@@&5;(%500%L¢@5ﬁ$.7 EX<7 (BB THEEZ)
Ko F A == AN DA PRI E D CibEan 5. 0. 5mg
Zhie - 3 | D TARKS ISR A 2 £F 5 N s B A LN T RS BT A 1M A2 A £ O JNin SR B A MEAE
HENEE R D ER IREA JEE L 08 O SR DRI HENESEF IR PAZEAE (2 f£F 5 FEBETEIE
FRTHIC 33 1T D MRS i A & AT 33 1T D MRS R A8 &
BRI S BV AR BRI S B AR
L - HiE | FIDBE TIRBIESTEME 245 e ERE 4 FILE TG EFFENLE &4 5 MEEPIEHE

77UVt b EEEBZ) E LT 2mg(0.05mL) &2 1 » HZ &2 1
[\, e 3 B CEARD T ERNE G35, Z0%OMEIZHE N TE, &
W, 2o AZEIC 1 E, ETERRNRET S, 2B, ERICLYEEREE
WEMRHT D2, 1 AUEHTFDZ L.

HEER O FRIRBAEE 12 5 BEBLEE, BMARICH T S IREESFELE
T7IVE T N (BB Z) E LT EBZY 2mg (0. 05mL) Z Al 1A
W54 5. B5MMEIE, 13 AUEHITFAZ &,

FobvA~7 (EinF#z) & LTO0.5mg (0.05mL) % 1 » A MICHER
3 AM CEAY) W ARAEET S, TOROKHERRIZEWTIX, ERIC
LIV EEGMEEZETRGT S22, 1 » AL LORMEEZHITHZ &,

MBIREFARRAEE 1T S HBLRE. RUERICHE TS RKIEFEME
HHRE

SobvA~7 (Ear#z) & LT1EBZY 0.5mg (0.05mL) ZTFA
WNEET 25, BERREIZ. 1 2 AUEDTDHZ &,

. WEPRYA
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EbHFHZ L.

F% - REICHEEY SEALDEE

(RO ERARBAZEAE (C 4 S5 B BLEE]
(WRAEOREIL 1 » HIZ 1 EE BLIITY, ZOREROEE OREE
ARG BIER L, AFEGOBEFIZOWTHEIHEI§25 2 L.
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F LU
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C RMEAEEICEE L E AR R RS T A L. B, MIENERIC
B4 B R B 53T, FIRTOReME FYICEE L BT

SR OIEEEITH Z L.

<AZRUVHAZICEET SHERALOFE>

POE TGRSR ENE 24 5> M EREHEDISSE
HEFFHNC W TR, 1 » A T EIEAIEZRE L, £ ORRLOEHF DR
BEEBEL, AFREOESZHNTHZ L,

MIEFFIREAZE (<4 5 BHZIE. MRRERZEDSS
M1 H A TERDEZRE L, COMRECEEOREZZE L, AHE
HOZEG W52 &,

Q5% WODBLETLHETIT 1| » ABIIKRETDZLENEEL
U,

RHIERICHE T ARBIEHFEMEDEE

(D EMAANEZTE L, TO/BELOCBEDOREEZEBE L. AFIERS
DOHEBEHWTT5 2 &,

Q) FEROTEEMEZ RET HETA (IREETAME ., HAKT%) B0 5
NG EITRET D ENEE LY,

EXEEHE
D AFNC L DGR EBGT DICER L, KA - WBIC L 2\ N FOTRES
L., AFREGOESGZHWT 252 L,

Q) EMHNCAZMEZ TG L. AR RD ENRWESITITEREKE L
QAR

3) B ARABRIZB W TiE, MREEIZI TN TR, MIRICIEES SR & 7
DIREND DAL, WIRFERIAEROA M & a2 P il L7z
ECARAERGT AL, 2B, PIENREICE T 5 EARE H #5138
. FIRCTOZREMEE 525l L7 ECTRHUIROIEEEIT O 2 &,
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GVIRNICEEDORIED S 5 BE [(RENBLT L BTN HD. ]

W) 3@ SUTIEIR L TV D ARk 0 & B et [ TiEis, e, 123l
FEOh ) OESH]
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1. HERE ROBETEEIC TS5 = L)

(1) @AHE, SIREEOBE [BIECIRER LAY 52 L85,
( TREREARMES ) RO TEAREIER) OEBHR)

(2) Bz rp 30— MR i 38 1E D BEAE RS D s 2 v D fE R IR 1 D & 5 £
FIMEFRBLDbNDZ NS D, 1 ( TEXRAEWER KO TZ20
OBEE) OEBH)

2. EEREXRMEE
(1) MR BB 2 EME#E A L, M ERNENORS THICEY
D437k - RBOH DRBEOHLDAF 2R E5T5 2 L.

(2)  FHFRPTESTICER LA S S84 GHmSE, IR, HE RIIRIE &
OV 355 ~ DI BUE DBEAE R I DWW CTHFRTNC 0 22 2179 2
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2, BEFRCERT2AFFRL UCHRHM, RE, M EE
FEMEDHEEEEN L HRESNLTVWLIOTEET S22 L. (T8l
TER) DIHEZ)

D fEFARNESS, EERA T T 28 (FTHFREEEZTY,

W FR, 3 U RREIREEA, WE NV — 7 R OUE RS %
Tz L. )

(2 (ROBHBICFRE LGN L) ]
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WREFEOEBREWEANER T 28T 1 H 5, ]
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)
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(2) fgzerp (RREZE, MM M) SR — LR 76 1 o BEAE R 45 o it 2 o
DIEREF Db 5 BE WMETRHLbNLZLRH D, ] (13, EIfE
M) ERREWEM . 19, ZofoEE] OEEHR)

2. ERGERNIE
(1) MERECHET 2 EMm#e A L, M ENEROREFRICET S
To3 7RG« RO B DRBHED BB AR 2 ET 5 L,

(2) FHFHRANEFICE LB S D 3840 GHRSE, BREREE, PR A IR S &
OV 3 5)  ~ DI BUE O BEAEIRIC S W CHATNIC o 22 2175 2
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(3) METFERANERHOBICIZ, TROMIERELRBSITO L LHIT, &5
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@) HFENEFICEVIREZ B\ ERSE28E00H5DT,
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DRPAZEIERE ~ D513, BT D Z EREFE LV,
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(5)

(6)
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HFARPNERIC LV IREZ —@MEic ER S8R H 5, Fo,
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O, X ORERDBEIE S 2 £ THEEEO BB A B % O BRI I F
SHRWEIEETLZ L,

MEREFFIR DAL PAZESAE (BRVO) ITBEIRIFSEBEZIE (DME) (Zxf L. AHAl
L —Y R AR B, [ CRICIT Y HAE. L—Y—
JESEREEEIE 24T > T D 30 LA LRI %Z 1 7o B ICAE O 718
WNERZITH Z &,

AR B 7 PR AR A B T O O i R I 3 FR & B L B BN Ik PH 2
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(m3%) PO E TARGIEFAEME #1445 MEBER L FIDE TARGES £ ME 244 5 MEEMEHAE

ENACE SN - BIAERER (2 RBROFSMIT 2 £/-)) (2B W\ T,
AFNCEIO fFT BT 1,824 41l (8 ¥ Z & 2mg %5 : 610 #4], 4 L 2mg
Pe5.0613 4], 4 W& 0. 5mg 51601 1)) 1 896 1] (49. 1%) (ZEIVE A338
OHNT-. ERBWEMIZ, R 480 4 (26. 3%), HRJE 158 (8. %),
ARJE 5 89 5l (4. 9%) Th o 7-.

I BARFNTEI Y T B HARNGER] 76 H1(8 I L 2mg &5 : 25
B, 4 WL 2mg ¥5:26 5], 4 BT L 0.5mg #5125 ) F 31 il
(40. 8%) IZRIWERNRD b7z, ERRIERE, MHEHM 16 4121, 1%),
AR 4 61 (5. 3%), KA 4 41 (5. 3%) TH-oT-.

(REEI)

WIERDEIREAEME 124 5 EBLERE

HA N % & o [E B2 R 3B © i S 7= 9 ARRRER (76 ) ICB W\ C,
KA 2mg ZFE Zilo 146 B CRAIRE 104 1, xiHa#E 42 1)+ 53
(36. W IZREIEA R b, ERRBIEAIE, fEHIm 20 #4113, 7%),
ARJT _E 5 15 451 (10. 3%), HRJE 14 61 (9. 6%), AR#IE 8 4 (5. 5%) TH 7.

O AR G ST AARNIER] 16 41 CARAIRE 13 61, f FEE 3 45) 1 41
WCEWER GREIEEm : 6. 3%) 23 b,

WSS CIEHE S 72 55 MAEERER (100 FRE) 1B\ T, KAl 2mg 5 ST
171 B CRRAIRE 114 51, RTERRE 57 B) 71 64 51 (37. 4%) ICBITERA 23588 b
7o, EREIERL, R 29 61 (17. 0%), BRJE 17 61(9. 9% Th - 7.
(CEhREB N A& FRIE)

] PR PR 3R C IR 1] 88 45l 21 f31] (23.9%) ICEHWERZRD b, &
REMWERZ, IRIEESA 8 1] (9.1%) . KT 3 il (3.4%) . HRIH 3 #i
(3.4%) . ML 2 B (2.3%) . —@HEGEIMET 2 #1 (2.3%) ThHo
77
SMETEM L7 g FREBR TIE. 874 i 477 5] (54.6%) ITHRITEHLL
FRIVERDERO bitz, EARBIEMIZ. IRFE 189 il (21.6%) . IRE RS
142 B (16.2%) . #EMHIM 117 6] (13.4%) . ¥ TR REY 107 4l
(12.2%) . HROFEME 73 6] (8.4%) . WEIERHM 61 6 (7.0%) . HRAK
56 B (6.4%) . WRFEM 47 B (5.4%) . W15 46 B (5.3%) . WCER
40 B (4.6%) . ARERAHLRE 35 ] (4.0%) . AR 33 6 (3.8%) . R%H
PESE 31 Il (3.5%) . BAEMEE 31 ] (3.5%) . Y TFIRFIEE 19 fi
(2.2%) . M 15 6] (1.7%) . #AE TR 15 F (1. 7%) | HK
T 1461 (1.6%) . WCZEERARSR 1261 (1.4%) . BRAE 1161 (1.3%) | IR
My 11 61 (1.3%) . AEEEE 11 61 (1.3%) . FEHERACHMm 10 3
(1.1%) Thotl-, £7=. 874 il 32 #] (3.7%) \ZARLISL O REIVEH H338
wh, ERboi, SR M (1.0%) . B2 (0.2%) . PHIRZE
24 (0.2%) . AZE2 6 (0.2%) Tho'-,
KR E TOER)
BIEFRAREAEIE I S EHRIE
[ NS AR BRI RRUBR Tidk, A 0. bmg 2345 S 4172 31 #ilH 11 f51] (35.5%)
WRWERMRRE O biviz, FegWERE, FEMm 6 6 (19.4%) | ACRALRE
#Kah (12.9%) ThH-olz,
MR IR A PAZESE  (BRVO) TRk O SEBEVRIERE & k5 & L4 E R R R
TiX, 264 BilH 118 il (44.7%) IZRWEHSFRO Hiv, EREWEMIL, FE
Hif 78 B (29.5%) . ARYE 39 %l (14.8%) . ERE E&H 16 6] (5.7%) . 7€
WORE 13 6] (4.9%) . BRHIL 11 51 (4.2%) . ERFEIM 11 i (4.2%) Tdh-
77
ML ERREAZERE  (CRVO) (D BBEIZIERE &t & U - SMERG R R
TiX. 261 BilH 96 B (36.8%) IZRIMEHGRO b, FREIEAIL, KK
HiIM 63 5] (24.1%) . MRJE 30 4 (11.5%) . MRJE L& 18 41 (6.9%) . TR
WOE 12 61 (4.6%) . IRFY 1161 (4.2%) THotz,
CGHEE IR D — BRI £ TOHER)
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GhBEIB KRR

WRFEZE
ENSCHENM S 7= B IAERER (3 SRBROOFEMHT (1 FFD ] 1BV T,

AH 2 mgx G Iz 730 B ORAEE 650 5, xHEEE 80 @) 4 276 #i

(37. 8% IZEWEAMFBO bz, EARFRIEME, FEH M 178 §i (24. 4%),

ARJE 51 il (7. 0%), #HT-IR¥ZEY 33 B (4. 5%) TH o7,
5 HEARK AP G Sz BARNGER] 128 5 RFIEE 123 ], <tEREE 5 )

35 B Q7.3 WCRIMEHAARO v/, ERRMEHIE, MM 23 4]

(18.0% ThH o=,
(BhBEIB N H 55 ER)

(1) EXGEIEAR

1) BEREE : BN 0.2%), BE LS (4.5%, W EREE (1.3%)
S EE B PN R (0. 7%) , MBI (0. 6%) , A8 R S AL
(0.4%) , Tl 1K Hif (0. 4%) , #8150 B (0.07%) , M8 2L AL
(0.1%), WAtz ERZHIEE(0.03%) N LDONDZ ERNHDHD
T, BEEZTDITY, BEABRDONEEAICEES 2P
L, @Y uEs=1To Z &

2) BZzErh (0.3%) : BE % 01247V, BENERO LA IITH

Hadik L, BURLEEZITO 2 L. ([ZofoEE] 0ES
)

(22.9%) (CEIEMABD b, ERBEMT. MHEHML 22 6
(8.4%) . fRAIEL 9 fi] (3.4%) . B 7 B (2.7%) Tho7T-, HA
NBFTIT A7 BIH 22 5] (46.8%) (CEIWEFRZRD Hiv, EREIERIL. #&
B 9 i (19.1%) . AURAREZE 9 6 (19.1%) . BRE LS 5
(10.6%) TH-oTz,

CRHRESUT N D — 2K FRIN £ TOEE)

FERBENZE
AARZ Gt T U7 CHEM L EHEIL RS IR ERRER I, ARG (R
% 0. 5mg B, WOUTAH 0. 5mg J O L — W — NG ERE R EGHARE) 265 f
57 B (21.5%) ICRIEMADERD bz, EAREWEMIL. EEHIm 25 5
(9.4%) . WET-IREEE 10 6] (3.8%) . BRI 5 6 (1.9%) . BRI 5 /)
(1.9%) . ANEE 3 Bl (1.1%) THoi-, AANEE TIX 103 Fid 34
(33.0%) ICRIEH 2RO b, ER2mEMRIE. AEHMm 16 )
(15.5%) . fHT-IRiZEEY 9 B (8.7%) . ERFEIM 4 1] (3.9%) TH -7z,
GhERE X TN R D — A 7K FRIE & TOHERD

(1) EREEMER HERHE?)
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3TV, BRENRO SNESEAICIIES2 IR L, e
BEEITOZ &,

2) BMZEDR : BiAETh (MAEZE, M) NH LN ENH DO
T, BEEFOIITV, BRENSBD ONEHEAICEKREERIEL,
WEIRMEZITY 2L, (9. ZOfoEE] OHEEBR)

2 EWNABRERBRICEIT S BARANBRE TG STV W UIEEEZRBIEM L LT
WSz, BERP L Lz,
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N, RN FRRAEE, MR, MR
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. - . EHE M
B FRFEAE, HLBE " EHE = -
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2RISR M AT B 2kt % & LB IR (1 3% 48 M) (AAMNERZ &) | 115) BAABETRD bR,
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4. BERE~DES 4. BERE~DES
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EERAWD X OREST D L. ks, AFIEE I O Y] 7R JHRRBR S 72V, AFNL, ZFOHT VEGF {ER D> B IBERNC A TR O
BRI S TR WE 2 ( TRYERE] OESR). [V - & - IR EEEZAET A ARENEETE R, ., h=I A%k
fe Ve (3~60mg/kg % #a BN H#ARNEE 5) IB8WT, & AW AnisAEnRER (00125 T 1. Oomeg/IR % MR85 B AL IR
S ORERD, TR, BHERGWEC R OIBRATE ML, AlELED TFIRNEE) IZBW T, MiEF T =X~ 7 RENEHEEZ /R L8
BT OEMPME SN TS, oS8 - I8 EE R W1 BITT =R~ T ORRB~OBITAMR SN2, RHEEME,
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(2) BHLPOLMEIIIAFNBEE T IIFAERTSEE2 L. (b bR | (2 BT o NMIIARAE G FIIRLes# T ¥ 52 &, (B MREELF
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H2) UKol - BRIEENERRT, RIESENRALNRIEKHEIC
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725 TR,
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