7 A ) =T HEFERRNZEEGR 40mg/mL
T7A)—=THEFERNEHAEFY + 40mg/mL

(2R3 5 &%

AERICEHSNBERICESIEFRVABRICOVTOEREEINS ZILESR
BRAZHICHYFT. SZRELOBEEERICHAT IUNOEFEMICEKE
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N TI)ILEMBFEASH




1.5 R I3FE R ORE K OBIFR O
R

Bayer Yakuhin, Ltd. Page 1 of

1.5 EEXIFEROEERUHARDEREDB R

1.5.1 L T L DA . 2
1.5.2 B . e 2
1.5.2.1 AT AERENEE (NVG) DOFETE s ONRIROBR ... 2
1.5.2.2 AFNDOBIFE I OEGRIRDL - o e 2
1.5.2.3 R B . oo 3
1.5.2.3.1 17584 #RBR (VEGA BRBR) ... . 3
1.5.2.3.2 19652 FBR (VENERAGRER) ... 4
1.5.2.4 ARFI D N . 5
1.5.2.5 W N L 1 - 5



1.5 EJFEXITIE RO &K OB O
TRAEE
Bayer Yakuhin, Ltd. Page 2 of 6

1.5 BEXITEROEERVHARDERE

1.5.1 EBEXFERORERE

BAY 86-5321,/7 7 U~ Ltk (LLF, A& 1%, & MENEAIRaEESEA 1 (VEGF) 2%
& (VEGFR) sk KA A > o—#%xt Mugrs a7 ) v (Ig) Gl OEFER (Fo f8K) 1THEE
SHTMHZBEEY VR ETh D, AFIX, VEGE ORBEPREL L, ZORERAE T H2MEICE
T AFAEME D OIRHEZRLZ R E T A IRNME R BICKT 51RFEIE & LT Regeneron
Pharmaceuticals, Inc. (LLF. Regeneron 1) THiliE - BAFE X41. Bayer #L & ELRIBER I~
RN (VD) #&G5EHOERAITH S,

1.5.2 FARORZRE
1.5.2.1 MEHEZNE (WG OERBEZRVEEORK

NVG 1, AIEREB O K O A O Fr A M E TR K 0 BEKOBEHAE SN TIRIEN EF 35

FERFENETH VD | FRCETHIZ B W TIIBRDENFIC S < KIIZE LI BEND & 2 EEME
DEBTH D, NG OJFKZE BT, FICHFENE R MEBESE (PDR) | MM O & Ak B 2E E
(CRVO) |, K OMBREMAEMERE (0IS) 72 EoMEEE M 2 X =T IREENEZL 2 HD 5, EEOME
B2 AT 5583803 » A TNG B RIET D ESbhTnd (2.5.1.3.1) ,

[EINERFEEI S DA ST L D &L V6 OJFREAIL PDR kb2 <. 69%~86% CTdH 5
EHEINTND, Fo, MoOTRIZES &, BIEORERFEE BT S PDR OHWHFEIL 5%
EHEESIL, DB W6 2HTLH5BEFIT 10%ThsrEEXLND, ZhbDEIG L, FEAY
BEIC LD Rk 29 FOBETE) OFERPBFLEHEEE 329 T AL IEIZ, ERNOKR NG EELK
1T 19, 128~23,841 A (329 7 A X5% X 10%+86%~69%) ThbHEHETINS (2.5.1.3.2) .

FENBEZRTA R A4 kb L. NERROFEAIE LT, g T 5RERNHNIZFE
B ZETDHZELEINTWVWD, W6 TIZRTHRESHTAEMAE & OIS IRE EH 0mE &
725 T DRI OIGRENRKIGR E SN TWD, BEFEEED - 5, MIEE L 2R L, #iE
M ORME 2R L CIREZ TRESE 1A% E LT, ILEECEEE N (PRP) 23A<4Thiu T\ 5,
L2yU., PRP IFEMENED 20 To oD IO IRIE FREDSS BT, VR 2 £ CIlILIRE ST
LTHNE(NTZEEND D, £7-. @IREIC L 2 ABRE, ANE UM ARHm e 2k v
BRSBTS & PRP OFEfEBRNIKNEEL /25 = L35V, BT, PRP ZJifr L CbHHr
B IRHNE LW Ee, IRENBEEECTRLANWZEEHD, 202 b, HEDKE
TIX PRP & W0AT U CREAFDOIRE FREE3EIC L DR TOILTND OO, IR FREEIC L A IRE
I b= VIR AND D720, NG Ik L T R L E T & o T 5D,
(2.5.1.3.3) .

1.5.2.2 XFNIDEFFER VAR

AANE, TEAMEZLEY BHAD) I eEsE M) 2 2h6E - ZhR & LCKRET 2011 45 11 H
WG A TS Lz, 2012 4F 11 AIZiX EU TAZEE - IR OEREZEG L, £ O% A5 E T
BEFUGE L TWD, DR, BINEhEE - 2h5 L LT 2019 4F 6 HEE,  THEESIREAZERE (RVO) (2
PO SEBEEAE ] ( TCRVO (ZRE D SEBEVRIE ] RO THEEE AR B2 PHZERE (BRVO) |2 5 SEBETEE |
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Ete) o DRAITRIC BT D IRESIES B (PM 23125 ONV) | KOV DHEFR IR o B v
(DME) | ﬁvkl EU # & te A E CREBINTWD, HIZKETIX, 2015 4 3 A2 IDME %

ﬁTéﬁﬁ; BT DPERWEMEE (DR) | OZhEE - ZhRIEM S 72, 2019 4 5 HIZ (DR
DK E i,

ENTIE, 2011 46 H 24 HIZ 74V =T FERNERE 40mg/mL] LY T7 A U —T HE+
NS ¥ > b 40mg/mL) ORGEIRFEARRFE 21TV (FIEIFEE) . 2012 429 A 28 HIT [H
O T RIS I A2 M 2 1 © IR g BEZE M) 2 %hhe - bR & L CRkER s (WIEERR) . &0
f‘ﬁ BANZhHEE - R & LT T L EIRPAZERE  (CRVO) J#oﬁiszﬁaﬂij 23, 2013 4% 11 A 22

AR S AL, AT BT D ARSI A M (PM 23515 CNV) | 12201449 H 19 AIZ
CHEFRIR S BETEIE (DME) | 1. 2014 4E 11 H 18 HIT/&ZR S 7=, I,  [BRVO (Zff 5 HEETEIE)
DOENNZhEE « hRAZWFE L, BEAGED [CRVO (ZfE 5 SHBERIE] & bbb 7=2h6e - bR Tk
EIREAZESE (RVO) (ZfE D sabyliE] & LT, 2015 4F 6 A 26 HIZ/KR I T-,

ZEeNl  GR UL SGUSSIANEGNS  [GeSEdN [ ONGSUNY |
I - 2> T\ %

1.5.2.3 BREREAF

NVG 13, %f@%% FAMENEBONICLS L, KIIZELZ L L WVEEMERTH S,
NVG DJFREIZIX VEGE A L7z & B4 O B R TENELS b o Tnas Z o Tk,
#VMF%i%%®)27%ﬁTéﬁéﬁ%ﬁ%%ikLf%ﬁéﬂfwé LU, NVG %7
JE & U CRREN T BFARIIFEAEE T, F O A 2R IGRORIN 54 5 B = — XN FAE
T5, 77V MIENERZ LEAIRRETH L Z b, AAIO NG 23T HENT
OPIFE G AR LT,

B, AFNT W6 R E LIZBRRICER L, REDFA DM, ER EOLENME, K OPHFE 6
PEIZHSE 2019 46 A 27 H Z%ﬁ/}f“fﬁﬁl:%nu HRESNI,

PR DRERE L LT AZNBEIC B 2 B ARRABR 00 Sy 1] 2 T IR

IR 4 REROFEE | 2015 2016 2017 2018 2019
E;:ﬁ:'ig) EANBIH | —
196:25 .‘w: R —1 s A "
(wﬁmiﬁ%) el ! —
HFEIEA R,

1.5.2-1 X DRZE

1.5.2.3.1 17584 §XB& (VEGA 5XB%)

NVG (2R3 2 ARFNDF NS VLM A EES S 72, SHIFHER (17584 3B, LUT VEGA &
UMy, |

UPMIcH1T B ONV 2K E CHAR STy,
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H-on<, S Il BP cEELERERREHE COF, #) & I
=7

HEBRTY A U RUHER

VEGA FRBRIX, NG 235 A ARANRE & 55 L Ui BIEAL —HilEw b R cbh 5, A
A (T7V~ 0t RELT2me, LTEK &5 1HEBICBTLX—ZX7 4 UNEDREDE
bz B0 FEZFAMER & L, BEFHCxdT 27 7 ) vt 7 hOBBEEZRIET 52 L2 H
L L7z (2.5.4.2) .

VEGA REROFER, A2MEDO EHEFHIEE TH 5 1| #HEHOIREDR—RAT A inb DELEIC

BT, BIEHIC ﬁ?éﬁﬂ@ﬁwriﬁﬁén@#otobﬁb AFNBETIT L OEE
(—10mmHg) & —%9 % &L 2 2RETREIRD A LI, IRIED FEEIIMEESFEHI TR E D
>fc (b EDF/N _F ), AREIRE © —9. 9nmHg, {AVEHHEE © —5. OmmHg) . F72. RIKGHGTE
H R OWERHFHMEEE TH 5 11 A O NI (MCEHAMEER) 71— RRR_—2F7 A L
L CWE LB E OS] KON 11 #BEO WA (BAFELEER) 7 L— KRRR—25 4
Ve L CE LR E OFIE ) OWTIICE W TS, ARIBERAESEEEZ KE < ER- 7
(2.5.4.5) , ARHIOHEME iE%T%@ WE SNTZAEFEFELRIZONT, Kﬁ@@@@mrf
A%ﬂé%@kw«%%#ﬁ@w RBOLNT, FERLZEEDY A7 IZRB O LRz
(255@OVMAa@m%wT%@ﬁﬁﬁﬁén&#otzkgli N~x?4y¢%1ﬁ
HE COMIZES INT-Z2GMHOIRETRHIENGNMFMICERE LB 26N
(2.5.4.5.4.2)

VEGA FRBRIZ & 0 AHK|D NVG (kT D80 R OVZ 2SR TE 72 &5 2, VEGA 3BROKE R
o= I - I~ O\ T
K R Bid 00 B _%ﬁoto FDRER, _
[ roEPatyeRaateN  CE  C EERNES AP |
W\ T, gL, K%ﬂ@?ﬁiﬁ‘rﬁz%‘:_
[ Y.

1.5.2.3.2 19652 8% (VENERA 5XBR)

BAEOBE 2%, 25 MEOIRIE FREOREBELZERI L2454 T T, A&ID NG B2 T 5
AR E TR A2 Bl A7 0BINEER L LT 19652 Bk (UL . VENERA #XBR) Z3 L7~
[ I=<eaueNs = PN NERM 2000 [EEK 0000 |

S RANINE =R
HEBRTH A U RUER

VENERA #BRIZ, NVG 2 F T2 HARNEZ 235 & LTI EEIEALIREf AR CTH D, 2
PEDOIRE FREEE L OV PRP O &2 HIR T 2538874 & L. BARANNG BEICHT DARHOH
ik, e OREERFT 52 2 L Lz, AFIOBE®R G OB G004, #
ANCERE LTI SW T T4 2 & & Ls (2.5.4.2)

VENERA FRBRDOFE R, FEIMEEH TH 25 1 HBHDIREDR—RAT A b DB &
(—8.3mmHg) 1%, VEGA REROAKIFED A & (—8. bmmlg) & [RIFRE T, WMl 95%(5FEX
MO ERSFRTNCERE L7-BEME (OmmHg) % FEID . RFEIOFIMERREES T, £/, 1 HHE
D NI O VA 7 L— RRPRR—R T A Ll LT L7 gRE OFIE 1%, VEGA 3R D AHA
LD RTH -7 (2.5.4.5) , AFOABFMETREFTHY, MEINTZAEFELRIION



1.5 EJFEXITIE RO &K OB O
TRAEE
Bayer Yakuhin, Ltd. Page 5 of 6

TARBNOMDTEISIE THHND S D &AL NRBEBWIRD SN, Fil-RLeMol 27 1%
LN oT- (2.5.5.8)

VENERA #RBROFE R, VEGA RBROFE R & FIFLE OIRE FREFRD b, 2EMOIRIE TREIED
BN I2WIRBL T OARA]D NVG 1ZxtT 58 AMED RS S vz (2.5.4.6)

1.5.2.4 XHEOFHAM

VEGA 5% Kz OV VENERA FRERIZH51T 5 LA N ORRIRRERAGEE S, BHARN NVG BE 21T 5 AK| D
AR REINT,

o 1HHADIREDN—RATA L NEDEALEIZOUNT, VEGA REROAFIFE TI3AEE LZIRE
TR REN A I, ARIBECTORED FREEIIBEFNICHE X TRKE )0 -o7-, VENERA &
BRCIE, FANCERE LISt 2wz TIRE TR GO b7, IRE TR, mat
BR & b A& EEAMAEE  (VEGA 3RBRI% 13 B, VENERA RBRIZ 5 H) * THEFF S Tuiz,

. MEEO NI 7 L— RBR—XT A Lifg L ChE LB oflsg) | kO 113
HODONA 7' L— RBRR—=R T A Ll LTk L= 0OEE ] oOnTiicBn T,
VEGA FRBR DO AFIREN AR TEL K& < LAl -7z, VENERA RBRICIS 1T HEIE 1%, VEGA #_BR
OAFIFED 1 HE LR TH -T2,

. 1B OIRENEF#HNICT > o —/L SNT-ERE OEIE ] 1%, VEGA 3RER DO AHKIRE
DMEIERFERZ K& < EFl o 72, VENERA fRERICIS 1T D EIAIX. VEGA RRERDOAHKIFED 1 B
LRBETH -T2,

e NI KONNVA 7' L— RO3E L= oElE, WONCIREN 2> b e —L S -

OFENEIE, WRBR & b BorEaEMirF (VEGA BRI% 13 7 H. VENERA #RBRIX 5 W H) F CHERF

ST U =, 7ol HGEIEN 1 [BITH - - HERE OEIAIL, VEGA RERT 77. 8% LT
VENERA 35 T 100% T&H - 7=,

o AHOZFEMIRHFTHY, MESNIEAFFRICOWTAFOMDBEISIE THLND b
D ELEARASPRENIRBD SN B RZEMED Y 271350 biRroT,

HL\ﬁﬂﬁ\we%%mﬁbfﬁwﬁﬁimﬁwiﬁﬁkéVMFKE%W%L\%Em%
%l D LD B E R Emwm EEWET DL TCIRELY TR 5I1R%
HThbd, $ﬁ®“$74/#kbf WG ﬁéﬁui%%éwriﬂ WXL T, IBETH
RS PRP | ZHENEHLCNTH D, F2, NVG ODJ“ WREHETT OINHI S HIFF S 0D 1E 0>, PRP ROJEa F
it & OPFREEO H IR, I ONTRENBE RN DT« 7% A DRE OWD & O ok
O E~OFELHIESN D, o T, AFNT WG IBIRICEBIT 2H - iR ER 2 b B 2
bhd,

1.5.2.5 KBFOH

VEGA #R &% OF VENERA FRBRIZISUVNT, AFID NVG ITXT 5 ﬁﬁﬁ&@ﬁéé%f##%ﬁﬁ%
Nic, o T, BIGSIRFBABRFHO —HAETFHRFLITO) L IIRYTHDL LB Lz, *
1.5.2- 1 ITAKHFEORME &7~ 7,
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&1.5.2- 1 KBFEOHE

HIRH X7 ERRAER M, (4) FrRhREERE
Hx 724 T A V=T A RNTESE 40mg/mL (23 77 /L B5H)

TA V=T FERNES X >~ b 40mg/mL (PFS HAl)

— 4 aflibercept (INN) /7 7 VU-~Lt 7~ (BETHEZ)  (JAN)

BhRE - DR O T IRASIEEET AL i 2 £ © s B B2 1
ARG AR PA ZEAE L A O BEBETR I
TREIUTAR I 1 2 AR AL i

Bl R Ip v B T e

1f A2 T A e A Bt

AL - HE HRUC e T WRAE BT A L8 2 1 5 N 5 BEZS 1

77Ut N (BB Z) L LT 2mg (0.05mL) & 1 o HZ &
(21 |l aERE 3 | CEAM) ARG T 5, £O®%ROMERIZIHWT
X, BE. 2 pAZEIC L B, ETHRARET D, k. ERICLY
BHERZEERESE TN, 1y HUEHITDHZ L,

MM AIRPAZEE | AE 5 SRBETRAE, SRRl 31T 2 IRFS IS AL A . i 8
AR I

77UVt N (BB Z) LT 1 EHEZY 2mg (0.05mL) %
RN 5, BERBIEZ 1y AU EHITSHZ &,

W IR o5 T BRE V2 ik

77U N GEEEEZ) LT 2mg (0.05mL) & 1y HZ &1
|, e 5 B AN ST 5, 0%, #@F. 2 v AZ &I 1 FEL §T
HBAEET %, 2B, ERICEVREMBZEERG T 228, 1 » AU LD
FAHZ L,

TR AGRFH AR AGRHFE IR T DA PIERT 2R
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1.6 NEIZE T HERRKEFICET 2EH

1.6.1 SAEITOFEA (H:E) - FAKER

AFNE B HBRNEREEBEZEME ) OBIAE T 2011 4F 11 A KETHEGE I CTLRE, B &
LT T DR IRPAZERE I fF O SEBEIE ) DRI I 2 IRFSICRT AL A% ) THE PRI BB
PRI O THEIBEER IR B PHIERE IS A O BHBEVEIE ] AR E TRRB ST D, 2020 4 1 A
BUE, SMETTIE TIERTAERANEE ] ORFEROERIZ S TR,

Z DA OJEJEEIZ I 1T 2 FME T OAGEHAFIR I 2 LA TSR T,

x1.6- 1 ZTOMOBIEICE T HEZEHK

IeE « Bk HGBERL

" . BRPNE A (31 » [E) FROKEEZE,
Z ﬁi AT 75 -
BRI 2SE 110 LI L O[E & 7= 13 ok

ROMES (31 » [E) KUKESE,

MRS P ERARPAZERE (S fF D SBEVE IR 100 B E 0[] & 7- 1 sk

BN S (31 » [E) MOA—A N T U 74,

\ A3 - 2 ¢ 3 s
IR0 BIREI R | T T

ROMES (31 » [E) K UCKESE,

BRI S AE 100 DL_E-00 [ & 7 1 Hid:

BOMES (31 » [E) K UCKESE,

HAIHRR AL PAIEIE 0 O SRBERIE | DL E oo [E 2 7- 1 Mgk

) ERINES (EU) nERE

F—=A )T, X — TAHIT, /uT7FT, ¥FuR, Fra, Frv—U TAL=T, T4UTUR, TTUA,
KA, FUTv ATV — TAVTUR, AZVT, TET, UNT=T, VIRV TAVT ~w Vv FTUH,
KT R, BV NI, —v=T AaARAFT | AaR=T | ARV, AT z—F >, BFH

Fiz. EUIZIIT 2 WG - A&GRIE, BRINERFEHEIR (European Economic Area: EEA) ([ZHIEALTWAH3[E : 74 AF K, v
Ur—, VTl aZ A NBWTHLEMTH D,

1.6.2 X-5FERAETORMXE

K ERAT SCE R ORI B A EE (summary of product characteristics : SmPC) D JF LK OVEH
R WNCARZEREE T — 2 > — F (CCDS) R AT 5,
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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
. Dosage and Administration (2) 8/2018
e  Warnings and Precautions, Thromboembolic Events (5.3) 8/2018

INDICATIONS AND USAGE ——m ™
EYLEA is a vascular endothelial growth factor (VEGF) inhibitor indicated for
the treatment of patients with:

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

. Macular Edema Following Retinal Vein Occlusion (RVO) (1.2)

. Diabetic Macular Edema (DME) (1.3)

. Diabetic Retinopathy (DR) in Patients with DME (1.4)

—  DOSAGE AND ADMINISTRATION
o Neovascular (Wet) Age-Related Macular Degeneration (AMD)

o The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection every 4 weeks (approximately every 28 days,
monthly) for the first 3 months, followed by 2 mg (0.05 mL) via
intravitreal injection once every 8 weeks (2 months). (2.2)

o Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(approximately every 25 days, monthly), additional efficacy was not
demonstrated in most patients when EYLEA was dosed every 4 weeks
compared to every 8 weeks. Some patients may need every 4 week
(monthly) dosing after the first 12 weeks (3 months). (2.2)

Although not as effective as the recommended every 8 week dosing
regimen, patients may also be treated with one dose every 12 weeks after
one year of effective therapy. Patients should be assessed regularly.

« Macular Edema Following Retinal Vein Occlusion (RVO)
o The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection once every 4 weeks (approximately every 25 days,
monthly). (2.3)

« Diabetic Macular Edema (DME) and Diabetic Retinopathy (DR) in

Patients with Diabetic Macular Edema

e The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection every 4 weeks (approximately every 28 days,
monthly) for the first 5 injections followed by 2 mg (0.05 mL) via
intravitreal injection once every 8 weeks (2 months). (2.4, 2.5)

o Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(approximately every 25 days, monthly), additional efficacy was not
demonstrated in most patients when EYLEA was dosed every 4 weeks
compared to every 8 weeks. Some patients may need every 4 week
(monthly) dosing after the first 20 weeks (5 months). (2.4, 2.5)

DOSAGE FORMS AND STRENGTHS
Injection: 2 mg/0.05 mL solution for intravitreal injection in a single-dose vial

(©)
CONTRAINDICATIONS
o Ocular or periocular infection (4.1)
o Active intraocular inflammation (4.2)
o 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)

o 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
detachment, vitreous floaters, and intraocular pressure increased. (6.1)

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: 08/2018

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
1.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
1.2 Macular Edema Following Retinal Vein Occlusion (RVO)
1.3  Diabetic Macular Edema (DME)
1.4  Diabetic Retinopathy (DR) in Patients with DME
2 DOSAGE AND ADMINISTRATION
2.1  Important Injection Instructions
2.2 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
2.3 Macular Edema Following Retinal Vein Occlusion (RVO)
2.4  Diabetic Macular Edema (DME)
2.5  Diabetic Retinopathy (DR) in Patients with DME
2.6 Preparation for Administration
2.7 Injection Procedure
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
4.1 Ocular or Periocular Infections
4.2 Active Intraocular Inflammation
4.3  Hypersensitivity
5 WARNINGS AND PRECAUTIONS
5.1 Endophthalmitis and Retinal Detachments
5.2 Increase in Intraocular Pressure
5.3  Thromboembolic Events
6 ADVERSE REACTIONS
6.1  Clinical Trials Experience
6.2  Immunogenicity

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2  Lactation
8.3  Females and Males of Reproductive Potential
8.4  Pediatric Use
8.5  Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2  Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
14  CLINICAL STUDIES
14.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
14.2 Macular Edema Following Central Retinal Vein Occlusion
(CRVO)
14.3 Macular Edema Following Branch Retinal VVein Occlusion
(BRVO)
14.4 Diabetic Macular Edema (DME)
14.5 Diabetic Retinopathy (DR) in Patients with DME
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information
are not listed

Reference ID: 4308227
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
EYLEA is indicated for the treatment of:

1.1 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
1.2 Macular Edema Following Retinal Vein Occlusion (RVO)

1.3 Diabetic Macular Edema (DME)

1.4 Diabetic Retinopathy (DR) in Patients with DME

2 DOSAGE AND ADMINISTRATION

2.1 Important Injection Instructions

For ophthalmic intravitreal injection. EYLEA must only be administered by a qualified
physician.

A 5-micron sterile filter needle (19-gauge x 1%-inch), a 1-mL Luer lock syringe and a 30-gauge
x Y5-inch sterile injection needle are needed.

EYLEA is available packaged as follows:
e Vial Only
¢ Vial Kit with Injection Components (filter needle, syringe, injection needle)
‘ [see How Supplied (16)].

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 (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks

[see Clinical Studies (14.1)]. Some patients may need every 4 week (monthly) dosing after the
first 12 weeks (3 months). Although not as effective as the recommended every 8 week dosing
regimen, patients may also be treated with one dose every 12 weeks after one year of effective
therapy. Patients should be assessed regularly.

Reference ID: 4308227
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2.3 Macular Edema Following Retinal Vein Occlusion (RVO)

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection once every 4 weeks (approximately every 25 days, monthly) [see
Clinical Studies (14.2), (14.3)].

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 (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14.4)]. Some patients may need every 4 week (monthly) dosing after the first 20 weeks
(5 months).

2.5 Diabetic Retinopathy (DR) in Patients with DME

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (approximately every 28 days, 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
(approximately every 25 days, monthly), additional efficacy was not demonstrated in most
patients when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical
Studies (14.5)]. Some patients may need every 4 week (monthly) dosing after the first 20 weeks
(5 months).

2.6 Preparation for Administration

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

The glass vial is for single use only.

EYLEA is available packaged as follows:

e Vial Only

¢ Vial Kit with Injection Components (filter needle, syringe, injection needle)
[see How Supplied (16)].

Use aseptic technique to carry out the following preparation steps:

Prepare for intravitreal injection with the following medical devices for single use:
e a5-micron sterile filter needle (19-gauge x 1%2-inch)
e al-mL sterile Luer lock syringe (with marking to measure 0.05 mL)
e asterile injection needle (30-gauge x %2-inch)

1. Remove the protective plastic cap from the vial (see Figure 1).
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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 and the 1-mL syringe from their
packaging. Attach the filter needle to the syringe by twisting it onto the Luer lock syringe tip
(see Figure 3).

Figure 3:

4. Push the filter needle into the center of the vial stopper until the needle is completely inserted
into the vial and the tip touches the bottom or bottom edge of the vial.
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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 ¥2-inch injection needle from its packaging and attach the injection
needle to the syringe by firmly twisting the injection needle onto the Luer lock syringe tip
(see Figure 5).

Figure 5:

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

10. Holding the syringe with the needle pointing up, check the syringe for bubbles. If there are
bubbles, gently tap the syringe with your finger until the bubbles rise to the top
(see Figure 6).
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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 7Db).

Figure 7a: Figure 7b:

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

Flat Plunger

2.7 Injection Procedure

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
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speculum, filter, and injection needles should be changed before EYLEA is administered to the
other eye.

After injection, any unused product must be discarded.

3 DOSAGE FORMS AND STRENGTHS

Injection: 2 mg/0.05 mL clear, colorless to pale yellow solution in a single-dose, glass vial 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 rash, pruritus, urticaria, severe
anaphylactic/anaphylactoid reactions, or severe intraocular inflammation.

3) 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 (2.7) 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 vascular endothelial growth factor
(VEGF) inhibitors. Intraocular pressure and the perfusion of the optic nerve head should be
monitored and managed appropriately [see Dosage and Administration (2.7)].
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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 of reported
thromboembolic events in wet AMD studies during the first year was 1.8% (32 out of 1824) in
the combined group of patients treated with EYLEA compared with 1.5% (9 out of 595) in
patients treated with ranibizumab; through 96 weeks, the incidence was 3.3% (60 out of 1824) in
the EYLEA group compared with 3.2% (19 out of 595) in the ranibizumab group. The incidence
in the DME studies from baseline to week 52 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; from
baseline to week 100, the incidence was 6.4% (37 out of 578) in the combined group of patients
treated with EYLEA compared with 4.2% (12 out of 287) in the control group. There were no
reported thromboembolic events in the patients treated with EYLEA in the first six months of the
RVO studies.

6 ADVERSE REACTIONS

The following potentially serious adverse reactions are described elsewhere in the labeling:
e Hypersensitivity [see Contraindications (4.3)]
e Endophthalmitis and retinal detachments [see Warnings and Precautions (5.1)]
e Increase in intraocular pressure [see Warnings and Precautions (5.2)]

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

6.1 Clinical Trials 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 2711 patients treated with EYLEA constituted the safety population in seven phase 3
studies. Among those, 2110 patients were treated with the recommended dose of 2 mg. Serious
adverse reactions related to the injection procedure have occurred in <0.1% of intravitreal
injections with EYLEA including endophthalmitis and retinal detachment. The most common
adverse reactions (>5%) reported in patients receiving EYLEA were conjunctival hemorrhage,
eye pain, cataract, vitreous detachment, vitreous floaters, and intraocular pressure increased.

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, controlled clinical studies
(VIEW1 and VIEW?2) for 24 months (with active control in year 1) [see Clinical Studies (14.1)].

Safety data observed in the EYLEA group in a 52-week, double-masked, Phase 2 study were
consistent with these results.
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Table 1: Most Common Adverse Reactions (>1%) in Wet AMD Studies
Adverse Reactions Baseline to Week 52 Baseline to Week 96
EYLEA Active Control EYLEA Control
(N=1824) (ranibizumab) (N=1824) (ranibizumab)
(N=595) (N=595)
Conjunctival hemorrhage 25% 28% 27% 30%
Eye pain 9% 9% 10% 10%
Cataract 7% 7% 13% 10%
Vitreous detachment 6% 6% 8% 8%
Vitreous floaters 6% 7% 8% 10%
Intraocular pressure increased 5% 7% 7% 11%
Ocular hyperemia 4% 8% 5% 10%
Corneal epithelium defect 4% 5% 5% 6%
Detachment of the retinal pigment 3% 3% 5% 5%
epithelium
Injection site pain 3% 3% 3% 4%
Foreign body sensation in eyes 3% 4% 4% 4%
Lacrimation increased 3% 1% 4% 2%
Vision blurred 2% 2% 4% 3%
Intraocular inflammation 2% 3% 3% 4%
Retinal pigment epithelium tear 2% 1% 2% 2%
Injection site hemorrhage 1% 2% 2% 2%
Eyelid edema 1% 2% 2% 3%
Corneal edema 1% 1% 1% 1%
Retinal detachment <1% <1% 1% 1%

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

The data described below reflect 6 months exposure to EYLEA with a monthly 2 mg dose in
218 patients following CRVO in 2 clinical studies (COPERNICUS and GALILEO) and
91 patients following BRVO in one clinical study (VIBRANT) [see Clinical Studies (14.2),

(14.3)].
Table 2: Most Common Adverse Reactions (=1%) in RVO Studies
Adverse Reactions CRVO BRVO
EYLEA Control EYLEA Control
(N=218) (N=142) (N=91) (N=92)
Eye pain 13% 5% 4% 5%
Conjunctival hemorrhage 12% 11% 20% 4%
Intraocular pressure increased 8% 6% 2% 0%
Corneal epithelium defect 5% 4% 2% 0%
Vitreous floaters 5% 1% 1% 0%
Ocular hyperemia 5% 3% 2% 2%
Foreign body sensation in eyes 3% 5% 3% 0%
Vitreous detachment 3% 4% 2% 0%
Lacrimation increased 3% 4% 3% 0%
Injection site pain 3% 1% 1% 0%
Vision blurred 1% <1% 1% 1%
Intraocular inflammation 1% 1% 0% 0%
Cataract <1% 1% 5% 0%
Eyelid edema <1% 1% 1% 0%

Less common adverse reactions reported in <1% of the patients treated with EYLEA in the
CRVO studies were 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) from baseline to
week 52 and from baseline to week 100 [see Clinical Studies (14.4)].
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Table 3: Most Common Adverse Reactions (>1%) in DME Studies

Adverse Reactions Baseline to Week 52 Baseline to Week 100
EYLEA Control EYLEA Control
(N=578) (N=287) (N=578) (N=287)

Conjunctival 28% 17% 31% 21%

hemorrhage

Eye pain 9% 6% 11% 9%

Cataract 8% 9% 19% 17%

Vitreous floaters 6% 3% 8% 6%

Corneal epithelium 5% 3% 7% 5%

defect

Intraocular pressure 5% 3% 9% 5%

increased

Ocular hyperemia 5% 6% 5% 6%

Vitreous detachment 3% 3% 8% 6%

Foreig_n bc_de 3% 3% 3% 3%

sensation in eyes

Lacrimation increased 3% 2% 4% 2%

Vision blurred 2% 2% 3% 4%

Intraocular 2% <1% 3% 1%

inflammation

Injection site pain 2% <1% 2% <1%

Eyelid edema <1% 1% 2% 1%

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

6.2 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, RVO, and DME studies, the pre-treatment incidence of immunoreactivity to
EYLEA was approximately 1% to 3% across treatment groups. After dosing with EYLEA for
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24-100 weeks, antibodies to EYLEA were detected in a similar percentage range of patients.

There were no differences in efficacy or safety between patients with or without
immunoreactivity.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Adequate and well-controlled studies with EYLEA have not been conducted in pregnant women.
Aflibercept produced adverse embryofetal effects in rabbits, including external, visceral, and
skeletal malformations. A fetal No Observed Adverse Effect Level (NOAEL) was not identified.
At the lowest dose shown to produce adverse embryofetal effects, systemic exposures (based on
AUC for free aflibercept) were approximately 6 times higher than AUC values observed in
humans after a single intravitreal treatment at the recommended clinical dose [see Animal Data].

Animal reproduction studies are not always predictive of human response, and it is not known
whether EYLEA can cause fetal harm when administered to a pregnant woman. Based on the
anti-VEGF mechanism of action for aflibercept [see Clinical Pharmacology (12.1)], treatment
with EYLEA may pose a risk to human embryofetal development. EYLEA should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The
background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

In two embryofetal development studies, aflibercept produced adverse embryofetal effects when
administered every three days during organogenesis to pregnant rabbits at intravenous doses
>3 mg per kg, or every six days during organogenesis at subcutaneous doses >0.1 mg per kg.

Adverse embryofetal 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 not identified. At the
lowest dose shown to produce adverse embryofetal effects in rabbits (0.1 mg per kg), systemic
exposure (AUC) of free aflibercept was approximately 6 times higher than systemic exposure
(AUC) observed in humans after a single intravitreal dose of 2 mg.
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8.2 Lactation

Risk Summary

There is no information regarding the presence of aflibercept in human milk, the effects of the
drug on the breastfed infant, or the effects of the drug on milk production/excretion. Because
many drugs are excreted in human milk, and because the potential for absorption and harm to
infant growth and development exists, EYLEA is not recommended during breastfeeding.

The developmental and health benefits of breastfeeding should be considered along with the
mother's clinical need for EYLEA and any potential adverse effects on the breastfed child from
EYLEA.

8.3 Females and Males of Reproductive Potential

Contraception

Females of reproductive potential are advised to use effective contraception prior to the initial
dose, during treatment, and for at least 3 months after the last intravitreal injection of EYLEA.

Infertility

There are no data regarding the effects of EYLEA on human fertility. Aflibercept adversely
affected female and male reproductive systems in cynomolgus monkeys when administered by
intravenous injection at a dose approximately 1500 times higher than the systemic level observed
humans with an intravitreal dose of 2 mg. A No Observed Adverse Effect Level (NOAEL) was
not identified. These findings were reversible within 20 weeks after cessation of treatment [see
Nonclinical Toxicology (13.1)].

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% (2049/2701) of patients randomized to treatment with
EYLEA were >65 years of age and approximately 46% (1250/2701) were >75 years of age.
No significant differences in efficacy or safety were seen with increasing age in these studies.

11 DESCRIPTION

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 (aflibercept) Injection is a sterile, clear, and colorless to pale yellow solution. EYLEA is
supplied as a preservative-free, sterile, aqueous solution for intravitreal injection in a single-dose,
glass vial designed to deliver 0.05 mL (50 microliters) of solution containing 2 mg of EYLEA
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(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
during the first year.

Macular Edema Following Retinal Vein Occlusion (RVO)

Reductions in mean retinal thickness were observed in COPERNICUS, GALILEO, and
VIBRANT at week 24 compared to baseline. Anatomic data were not used to influence treatment
decisions [see Clinical Studies (14.2), (14.3)].

Diabetic Macular Edema (DME)

Reductions in mean retinal thickness were observed in VIVID and VISTA at weeks 52 and 100
compared to baseline. Anatomic data were not used to influence EYLEA treatment decisions
[see Clinical Studies (14.4)].

12.3 Pharmacokinetics

EYLEA is administered intravitreally to exert local effects in the eye. In patients with wet AMD,
RVO, 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 VEGEF (i.e., aflibercept: VEGF complex).

Absorption/Distribution

Following intravitreal administration of 2 mg per eye of EYLEA to patients with wet AMD,
RVO, 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 1.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 RVO study and in
patients in a DME study. No dose adjustment based on renal impairment status is needed for
either wet AMD, RVO, or DME patients.

Other

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

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) for free aflibercept 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
VIEW?2). In each study, up to week 52, 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). Protocol-specified visits occurred every 28+3 days.
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.
Both EYLEA 2Q8 and EYLEA 2Q4 groups were shown to have efficacy that was clinically
equivalent to the ranibizumab 0.5 mg Q4 group in year 1. Detailed results from the analysis of
the VIEW1 and VIEW?2 studies are shown in Table 4 and Figure 8 below.
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Table 4: Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIEW1 and
VIEW?2 Studies
VIEW1 VIEW?2
EYLEA | EYLEA | ranibizu- [ EYLEA | EYLEA | ranibizu-
2mg 2mg mab 2mg 2mg mab
Q8 Q4 0.5mg Q8 Q4 0.5mg
weeks @ | weeks Q4 weeks @ | weeks Q4
weeks weeks
Full Analysis Set N=301 | N=304 | N=304 | N=306 | N=309 | N=291
Efficacy Outcomes
Proportion of patients who maintained visual 94% 95% 94% 95% 95% 95%
acuity (%)
(<15 letters of BCVA loss)
Difference® (%) 0.6 13 0.6 -0.3
(95.1% CI) | (-3.2, (-2.4, (-2.9, (-4.0,
4.4) 5.0) 4.0) 3.3)
Mean change in BCVA as measured by ETDRS 7.9 10.9 8.1 8.9 7.6 9.4
letter score from Baseline
Difference® in LS mean 0.3 3.2 0.9 -2.0
(95.1% ClI)
(-2.0, (0.9, (-3.1, (-4.1,
2.5) 5.4) 1.3) 0.2)
Number of patients who gained at least 15 letters 92 114 94 96 91 99
of vision from Baseline (%) (31%) (38%) (31%) (31%) | (29%) (34%)
Difference® (%) -04 6.6 -2.6 -4.6
(95.1% CI) | (-7.7, (-1.0, (-10.2, | (-12.1,
7.0) 14.1) 4.9) 2.9)

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

& After treatment initiation with 3 monthly doses

b EYLEA group minus the ranibizumab group

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline visual acuity) in each
study were in general consistent with the results in the overall populations.

Reference ID: 4308227



BLA 125387/S056/S-058
Page 22

Figure 8: Mean Change in Visual Acuity from Baseline to Week 96* in VIEW1 and
VIEW?2 Studies
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*Patient dosing schedules were individualized from weeks 52 to 96 using a modified 12-week dosing regimen.

VIEW1 and VIEW?2 studies were both 96 weeks in duration. However after 52 weeks patients no
longer followed a fixed dosing schedule. Between week 52 and week 96, patients continued to
receive the drug and dosage strength to which they were initially randomized on a modified 12
week dosing schedule (doses at least every 12 weeks and additional doses as needed). Therefore,
during the second year of these studies there was no active control comparison arm.

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
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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. Protocol-specified visits occurred
every 28+7 days. 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 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 b (%) 44.8%° 38.3%¢
(95.1% ClI) (32.9, 56.6) (24.4,52.1)
Mean change in BCVA as -4.0 17.3 3.3 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

b Difference and ClI 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

d 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 Macular Edema Following Branch Retinal Vein Occlusion (BRVO)

The safety and efficacy of EYLEA were assessed in a 24-week, randomized, multi-center,
double-masked, controlled study in patients with macular edema following BRVO. A total of
181 patients were treated and evaluable for efficacy (91 with EYLEA) in the VIBRANT study.
In the study, patients were randomly assigned in a 1:1 ratio to either 2 mg EYLEA administered
every 4 weeks (2Q4) or laser photocoagulation administered at baseline and subsequently as
needed (control group). Protocol-specified visits occurred every 28+7 days. Patient ages ranged
from 42 to 94 years with a mean of 65 years.

Reference ID: 4308227



BLA 125387/S056/S-058
Page 25

In the VIBRANT study, the primary efficacy endpoint was the proportion of patients who gained
at least 15 letters in BCVA at week 24 compared to baseline. At week 24, the EYLEA 2 mg Q4
group was superior to the control group for the primary endpoint.

Detailed results from the analysis of the VIBRANT study are shown in Table 6 and Figure 10

below.
Table 6: Efficacy Outcomes at Week 24 (Full Analysis Set with LOCF) in VIBRANT
Study
VIBRANT
Control EYLEA
2 mg Q4 weeks
N=90 N=91
Efficacy Outcomes
Proportion of patients who gained at 26.7% 52.7%
least 15 letters in BCVA from
Baseline (%)
Weighted Difference &° (%) 26.6%°
(95% CI) (13.0,40.1)
Mean change in BCVA as measured 6.9 17.0
by ETDRS letter score from (12.9) (11.9)
Baseline (SD)
Difference in LS mean &4 10.5¢
(95% CI) (7.1, 14.0)

2 Difference is EYLEA 2 mg Q4 weeks minus Control

b Difference and CI are calculated using Mantel-Haenszel weighting scheme adjusted for region (North America vs.
Japan) and baseline BCVA category (> 20/200 and < 20/200)

¢ p<0.01 compared with Control

d LS mean and ClI based on an ANCOVA model
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Figure 10:  Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline
to Week 24 in VIBRANT Study
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Treatment effects in evaluable subgroups (e.g., age, gender, and baseline retinal perfusion status)
in the study were in general consistent with the results in the overall populations.

14.4 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. Protocol-specified visits occurred every 28+7 days. 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 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. This statistically superior improvement in
BCVA was maintained at week 100 in both studies.

Results from the analysis of the VIVID and VISTA studies are shown in Table 7 and Figure 11
below.
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Table 7: Efficacy Outcomes at Weeks 52 and 100 (Full Analysis Set with LOCF) in
VIVID and VISTA Studies
VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2mg Q8 2mg Q4 2mg Q8 2mg Q4
weeks 2 weeks weeks @ weeks
Full Analysis Set N=135 N=136 N=132 N=151 N=154 N=154
Efficacy Outcomes at Week 52
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 95 125
ETDRS letter score ©:3) (9.6) (106) ®.2) 9.5) (12.3)
from Baseline (SD)
Difference®¢in LS 9.1d 9.3d 10.5¢ 12.2d
mean
(97.5% Cl) | (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%¢
(%)
(97.5% CI) | (13.5,34.9) | (12.6,33.9) (13.5,33.1) | (24.1,44.4)
Efficacy Outcomes at Week 100
Mean change in 9.4 114 0.7 111 11.5 0.9
BCVA as measured by 10.5 11.2 11.8 10.7 13.8 13.9
ETDRS letter score (103) (11.2) (1L8) (1.7 (138) (13.9)
from Baseline (SD)
Difference® ¢ in LS 8.2d 10.7¢ 10.14 10.6¢
mean
97.5%Cl) | (5.2,11.3) (7.6, 13.8) (7.0, 13.3) (7.1,14.2)
Proportion of patients 31.1% 38.2% 12.1% 33.1% 38.3% 13.0%
who gained at least
15 letters in BCVA
from Baseline (%)
Adjusted Difference® ¢ 19.0%¢ 26.1%¢ 20.1%¢ 25.8%
(%)
(97.5% CI) | (8.0,29.9) (14.8, 37.5) (9.6, 30.6) (15.1, 36.6)

& After treatment initiation with 5 monthly injections

b LS mean and Cl 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<0.01 compared with Control

¢ Difference with confidence interval (Cl) and statistical test is calculated using Mantel-Haenszel weighting scheme

adjusted by protocol specified stratification factors.
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Figure 11: = Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline
to Week 100 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 HbA1lc, 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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14.5 Diabetic Retinopathy (DR) in Patients with DME

In the VIVID and VISTA studies, an efficacy outcome was the change in the Early Treatment
Diabetic Retinopathy Study (ETDRS) Diabetic Retinopathy Severity Scale (ETDRS-DRSS). The
ETDRS-DRSS score was assessed at baseline and approximately every 6 months thereafter for
the duration of the studies [see Clinical Studies (14.4)].

All enrolled patients had DR and DME at baseline. The majority of patients enrolled in these
studies (77%) had moderate-to-severe nonproliferative diabetic retinopathy (NPDR) based on the
ETDRS-DRSS. At week 100, the proportion of patients improving by at least 2 steps on the
ETDRS-DRSS was significantly greater in both EYLEA treatment groups (2Q4 and 2Q8) when
compared to the control group.

Results from the analysis of ETDRS-DRSS at week 100 in the VIVID and VISTA studies are
shown in Table 8 below.

Table 8: Proportion of Patients who Achieved a >2-Step Improvement from Baseline

in the ETDRS-DRSS Score at Week 100 (LOCF?) in VIVID and VISTA

Studies
VIVID VISTA
EYLEA EYLEA Control EYLEA EYLEA Control
2mg Q8 2mg Q4 2mg Q8 2mg Q4
weeks P weeks weeks weeks
Evaluable Patients® N=101 N=97 N=99 N=148 N=153 N=150
Number of patients 32 27 7 56 58 24
with a >2-step
improvement on
ETTDRS-DRSS from (32%) (28%) (7%) (38%) (38%) (16%)
Baseline (%)
Differenced ¢(%) 24%f 21%f 22%f 22%f
(97.5% CI) (12, 36) (9, 33) (11, 33) (11, 33)

2 Non-gradable post-baseline ETDRS-DRSS values were treated as missing and were imputed using the last
gradable ETDRS-DRSS values (including baseline values if all post-baseline values were missing or non-

gradable)

b After treatment initiation with 5 monthly injections

¢ The number of evaluable patients included all patients who had valid ETDRS-DRSS data at baseline

¢ Difference with confidence interval (Cl) was calculated using Mantel-Haenszel weighting scheme adjusted by
protocol specified stratification factors

¢ Difference is EYLEA minus Control group
f p<0.01 compared with Control

Results of the evaluable subgroups (e.g., age, gender, race, baseline HbAlc, baseline visual

acuity) on the proportion of patients who achieved a >2-step improvement on the ETDRS-DRSS

from baseline to week 100 were, in general, consistent with those in the overall population.
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16 HOW SUPPLIED/STORAGE AND HANDLING

Each Vial is for single eye use only. EYLEA is supplied in the following presentations [see
Dosage and Administration (2.6) and (2.7)].

NDC NUMBER CARTON TYPE CARTON CONTENTS
61755-005-02 Vial Kit with Injection one EYLEA 2 mg/0.05 mL single-dose glass vial
Components one 19-gauge x 1%-inch, 5-micron, filter needle for

withdrawal of the vial contents

one 30-gauge X ¥-inch injection needle for intravitreal
injection

one 1-mL syringe for administration

one package insert

61755-005-03 Vial Only one EYLEA 2 mg/0.05 mL single-dose glass vial
one package insert

Storage

Refrigerate EYLEA 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. Store in the original carton until time of use to protect
from light.

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.

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.
© 2018, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Revised Date: August 2018
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7. BRERSHAERV AL, @87 5L TRERET 5,
FE  BUEEHIM AN GIIEERLEN &,
8. 30 F—IUx05A4 T ORIty r—U bR ML a7 —m
7 VORI LS T Lom LH#EET D, (X5)

(%5)

9. HEWRENTEIE, 77 AF v 7 [WOEHEF v v 72 W0 139,

10. EHEOFmE BICmT TRLH, YU PNOKIEBOAEL R T D, <id
WO HLNIZH AT, V) VTR ZERLT bk THE S &
5. (X6)

(12 6)
11. K s RREER AP T 2720, 77 0Py —0%mny ) 20 0.05mL O
AW SRNFE TP oK N EFF oV —%23, (X 7a KON Tb)
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Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

-

‘\ '.\\.\'- UL YRR YRR D

0.3

(] 72) (1 7b)

27 BEGFHK

T FARPIES I, B SN E\E S T TT 0 2 &, FIFHFRIEEEZITV., E

FRWE N L—7 WEMESE CUTZUICHYET560) 252 L, &

BRI, R ORI BTRY AU RURA O 45 5- 2 lYNTAT 9 2 &

EéﬁlﬁkﬂﬂéEQTODEi{% I, BEOIRELFOAELBIET 5 2 L, HRRFLIRM T D

MERBSUTIRERIE 722 EDNE G 2B TTIE L L TR b5, ZRfllEH &2 4 BTG U T

MELTESZE,

TR RS | EEW*X (TR 2 R 2 AR (IR FEiin, 2291, )
BB HLNIZHEITIE, EHICHET 5L BEITHET S L, [BE~DOHH

%EL\(17)%Eé%ﬁﬁ]

LA T 1A (FIR) [ZoREHRT 2 Z &, MR DGR LB 2R354 35T
Tl NA T EMH L, ERNIHEE, vV v, B FL—7 g, 7
S NH— ROERNSZRO LS Z L,
HEH%, REHOFNEIIFEEST L L,

3 A K OV

SR 0 2mg/0.05SmL EEE M D ) B e GBI OKIER T, HiEl&kS5Ho N 7 2l
INATIVCTE I TWA

4.1 BRICVEARJE PR D & GLE
IR SUFARE PG D & 2 BE TS L2n 2 &y
42 TEEMEIRPIK
IRPICIREIERIE D & 2 BE TS Lian 2 &y
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43 BHHUE
77 U 7 b IUIAHA ORI LIS BOE OBEEIE O & 2 A3 &G
LW &, SBEEN BRI, D, RS, BEDT ST 1 7% —Hk0/T
TT 4 TR —REOBUE, b L ITEEOIRNRIEL 5 & 2 AR D D,

5 EROMFEH EOFERE

5.1 HRNZR S ONHEfsEsk B
ABN OG- 25D, RN & ARSI O RRCHIEE & O BE R FE O 5TV
AHIRIER6.1) 2], Bl :‘Fa?@]fiﬂiﬁ’ﬂﬁﬁﬂﬁéfﬁ X0 ARokEGE2iT9 2 L,

AR PN 28 ST AR I 2 R 9 25 R0 S B o =5A 1, BEblcwmET5 L9
BEICIRE L, MY E A T 2 LG ﬂﬂg(m)&&%\%f\@'fﬁ HEEHL(17)
i AN

52 HREERSH

zli%l DG HED ., M FARNE L% 60 5 UINICRBRIRED A3 b T
[RIER(6.)Z S ], F 7= NESEAER1 (VEGF) FHEHIO KB F1AN
&5?&@:\ Bt 2 IRED LR HHME SN TS, IRFE M OV 8 7L EA 7 2 81
(L, WMUREREZIT)Y Z L [HE - HEQEZSH),
53 AR ZERE
AHNIOBE & D, VEGF FREA O AN %2, BIRIMAEZERIE (ATE) 23
HETHBENDNH D, ATE LT, FFEBIEMZ N FEBOEER 22 LMZE, X
WIEE GERNP A Db ET) EERINLTND, BHHE AMD B3 % %45
& LTZERRHER 1 A BICEBIT 5 ATE OFBLRIL, ARG 2% - BF oA
FIZFBWT 1.8% (B4 1,824 fi 32 f5l) THLDICK L7 =X~ T DHKE%
AT T BT 1.5% (B1%k 595 Bl 9 fil) Th o7, 96 WM TIX, AAIEL A= T
BTN T 3.3% (Bl 1824 Bl 60 i) 12Xt L 7 = X~ T D5 %2% T2
F1E 3.2% (F1% 595 BilHR 19 ) Th o7, DME 2 H T LHEF 255 & LR
RERZBITDR—AT A D 52 B £ TORBRT, KFIEEGZ2%T-8BFD
PFEEEICINT 3.3% (578 Bl 19 #i) | KIREEET 2.8% (287 #ith 8 f51l) | 7=,
NR—=2F 4 5 100 H B £ TORBET, KEEREG 22T EBFEOIGEEIC
BT 6.4% (578 Bl 37 1)) | xHFEFET 4.2% (287 B+ 12 f5]) TdH -7, RVO
BE AR L LTZEIRRER 6 » H BIZEB T 2 ARAI1H 522 T - BF LRI
T, ATE OG> 7,

6 mITEH

VLT OEHERNCEE RBWERIC W TIE, T2t 7 v a sicitid,
W HEUE [i‘%i 2 (4.3) ]
AR PN 2% B OSSR [ K OME ] B oD EEE(5.1)]
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6.1

MRE B 25 K OME A LD EE(5.2)]
MARZERRSE [Z45 K OMEH Lo E(5.3)]

B R A

B RRBR DO FEMSMIIZ SR TH D720, Fre 2 HAIOEERR TR b
TNENORWERRERLBEELKT 5 Z LIIARAIEETH Y, EEEICHIT S
FBLRE R U TR W ATREMEDN B 5,

ARG ZIT -7 7T DOH M ARRERIZIB VT, 2RV cM S E M 2,711 B0
55 2,10 BN HELEH & TH 5 2mg OG- %2510 7o, % 5-FHI B L 72 IR 2% |
MR HIEE 72 & 2 S0 EEZ2AERIL 01% KM CTh o7, AREIEE 2% T BHIC
Wl SN EREWER S%LLE) X, M, IR, BN, 68T ARIEE 6
TR ) OIRE R Th o 72,

BrAEMEZES BHE) MEREEEZM: (AMD)

LR OT —ZI3ARAB G252 T 723 A AMD B8 1,824 8107 — & & B L7 %
DTHY ., 951,223 i3 2 SO " HBEROS SR (VIEW 1 OV VIEW 2) 128
W, 24 5 A (D BATOD 1 TR (272> T 2mg OG- %252 1 T [ERRA
BR(14.1)% 2],

52 AR O ZHERGRR T 25 AR CRO b L aMiL, Zib OB
R —% L7,

x1: EMMABHE AMD HERICETHELEIER (1%LLL)

NR—=Z2T7 A6 52 MEET N—=Z2T7 A5 96 HEET
Ll EYLEA _ fﬂg i N EYLEA _ fﬂg i N
(N=1,824) = E\F_;;j) (N=1,824) = E\F_;;j)
FE N H 1 25% 28% 27% 30%
AR 9% 9% 10% 10%
Elelis 7% 7% 13% 10%
il (A 6% 6% 8% 8%
Y 6% 7% 8% 10%
ARE b5 5% 7% 7% 11%
AR 78 1. 4% 8% 5% 10%
14155 F R KB 4% 5% 5% 6%
2] e ] 3% 3% 5% 5%
TSR 3% 3% 3% 4%
R o> SR 3% 4% 4% 4%
RN 3% 1% 4% 2%
FH 2% 2% 4% 3%
AR PN E 2% 3% 3% 4%
LN & 2% 1% 2% 2%
TESFERAT Y 1. 1% 2% 2% 2%
AR B v il 1% 2% 2% 3%
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F IR 1% 1% 1% 1%

HE N B <1% <1% 1% 1%

ARFNOIEE &2 T T2 BB D 1%RWICEIUC R ON D EHERBWEH & LT, MEEH
B HABEZAL. ROMBNRDNSRE SN TWD, F72, BBUED 1% OEE IR
O HTe,

HAMEHIRPAZEIE (RVO) (Zfk 9 BT EEIE

UIFOT—#1%, CRVO B 218 BIZAA| 2mg Z#4H 6 » A& G L7z 2 3Bk

(COPERNICUS K X GALILEO) /&% O'BRVO H£# 91 BillZAH| 2mg 24 H 6 » A
M5 L7 13k (VIBRANT) #ERA KR L7728 O TH D [ERRHER(14.2), (14.3)
it JiEA N

F&2:RVORERICHFHELGRIEA (1%AL)

RIEM CRVO BRVO
EYLEA xR EYLEA Fagity
(N=218) (N=142) (N=91) (N=92)
AR 13% 5% 4% 5%
FE N H 1 12% 11% 20% 4%
IRE -5 8% 6% 2% 0%
f4 15 F R RE 5% 4% 2% 0%
i TR 5% 1% 1% 0%
AR EK Fe ifn. 5% 3% 2% 2%
AR o> FL )k 3% 5% 3% 0%
BT IR S 3% 4% 2% 0%
TR 3% 4% 3% 0%
AL 3% 1% 1% 0%
FH 1% <1% 1% 1%
AR PN E 1% 1% 0% 0%
Elelis <1% 1% 5% 0%
AR R v N <1% 1% 1% 0%

CRVO HE Z x5 & LT BRREBRIZB W T, AR OG- % 52T T2 8505 D 1% K
WCENICHONDRWER & LT, AIEEE, ML, IBEUE &K RN D3
IhTnwsb,

B PR IF S BETEE  (DME)

LR O =413, 2 20O ZHEHiEfe EER (VIVID & T VISTA) 128 TAH] 2mg
BehER—=ZAT 4 5 52IE K OR—2F 4 )5 100 3 B £ T3%1) 7= DME
EHTDHRESBOIOT—F KM LI-bDOTH D [KRER(14.4)% 5],

& 3 : DME FKERICH 1T B ELEIERA (1%LLL)

| EEm | N2 A b | N—ATA b
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S52HET 100 # H £ T

EYLEA xR EYLEA poict

(N=578) (N=287) (N=578) (N=287)
FE N H 1 28% 17% 31% 21%
AR 9% 6% 11% 9%
Elelis 8% 9% 19% 17%
Y 6% 3% 8% 6%
AN Rz 4R 5% 3% 7% 5%
ARE b5 5% 3% 9% 5%
AR 78 1. 5% 6% 5% 6%
BT IR S 3% 3% 8% 6%
R o> SR 3% 3% 3% 3%
RN 3% 2% 4% 2%
B 2% 2% 3% 4%
RN ZE I 2% <1% 3% 1%
AL 2% <1% 2% <1%
AR R N <1% 1% 2% 1%

AHN DB 2 2T T2 B D 1% A AR ONDEIER & LT, WEUE, MR
FIEfE, MEMSRIL. AR K ONESTERAL M 23 H s STV D

6.2 SpE R
ETOWFER L v R0 E L RERIC, AFNC LR UG E T D aTREER H 5, A
FlOGIE M A MIEREHT K 0 R Uiz, SR O 7 — 2 1%, SERlEICB N\ T
AENTHRE UHURB M & 172 SN T BB OEIG Z KM L TWD, OGO
7 3 2 8 ORI Jp OV B W o VDR N B FIVIEED Z A S T,
OFASE, ROEMRBICRE S EBEZZT 5720 RANZ T 290K & 2 Of 5,
(ZXT D HUA DB DO LBITRR 2 < BENR H D,
B AMD, RVO X U'DME A3 2 B 265 & L7CRREBRIC IV T, AH
(2K 5 BRI O G SORERIT, éf@&ﬁﬁf%FW%%f@otoit$ﬁ&
5-24~100 # B IZBWTH REROEIA THRS R S vl o SO D A I
o b, BEM TOREMEL OEIEICERIT 0o T,

8 FFRZREEMI~ DB

8.1 ki
U A7 B
hFZxtge & LTz AK O > L EB SN HABITIER STy, 7 7Y
LT ME R OMBRICH EREEEY 52| ARGE. NIBSE. B
Bl En@Bo oz, BIEROEEME (NOAEL) 3R S eno7o, BRI
BEREELERITTZENRINTHEEHETIE, 2HREE (EHEY 7 U~k
7" hD AUC IZH-3<) 1%, HELEER A& CORERY RN G %IC e b TRlgES
Nz AUCTEDOKI 6 (5 Th - 1= (BT —2 5]
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8.3

AR T L b B FORISZ TRIT 2O TR < Aok S5 LicGa
CARIDIRIRICEEZ KIETHE I NEIATATH L, 77Vt 7 Mot 260
VEGF {EFIREF [ERREEE (12.1) 2] ([2HES& ) AR S5 MIBARIR
EDV A7 &b T bT RN S 5, HIRFIL, SRR A~OEBMEE LR 2 A3 MEHR
b LOHGENDI, KOG 21T 9,

ETOMIRIT, BREF, WWE, TOMAFLEERLEI BRI AR DH L, RS
NI RGEMICBIT D ERRERBEE B L OARBEOYE Z Y A7 IIRHATH S,
KIE O —REERNT BV CURRAIZERD SN IRICE T 5 FE AR B REF B L O
WMEDOHEEE =Y A 71X, ZNEN 2~4% B LV 15~20% Th 5,

T

By o7 — 4

IRRE VR A RERQ RB)ICB W T, IR L= v oMM, 77~k
7k 3mgkg LA & 3 A Z & IZEARNE G-, X% 0.1mgkg LA E& 6 H Z L IZR T
Bl B RIEEEPZED BN,

W& - JRIR~OFFEEH & UTEREBBIEEOHM, KO (EE) 2, L
=7 BRI~ L =7 NERERA, DR REE. BE RS, e, IHBERE,
O - FEEIMAF RS ORI, S LICBREGE (M. WE o8k O o
A, WEHES K OWRRIBIE ., REaEh) PROLNT, ZNHORBRIZE TS
BEEN 69 5 MR (NOAEL) 13 3mgkg THoT-, VHFIZT 7 U ~ULbtvF
Nefhb Lzl & T XTOHETHREAFENZRD Hiv, lBRICKF 2% NOAEL 1%
FIEINRD T, VT F CTHIBIRICEHE R L RET Z RSB &
(0.1mg/kg) TiE, HHET 7 UV~ vt 7 FO2HREFE (AUC) X, 2mg OTIAN
HEE5%ZICe b CBIE SN 2T IRE (AUC) ORI 65 ThoT,

HEAEYET ID : 4308227 BLA125387,7S056,/S—058 ~2—3 17

U R 7 B

E NERLFA~OT 7Y ST R OBAT, AR OIS T SER. Ei3Ei
PEA /BRSS9 B VRIS BT 2 I3 20, HAHIDOZ < A e LRI S,
WL S D FREMER B 0 | LWILOREB LOREICEETH H720, FILH OAFK
BT HERE Sz,

IR O3 R L ORERE EOFIZRIX, RHBOR O ARF O MEER X OARF OB
HRBRA~OBIEN A EEH & L bICEBSNR2TIER S0,

VR OB NED ETERE )

HELE:
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SERR D FIREMED & 2 e ElE, WIEE G-HiT, 16FH . 6 K Oofé O ARAI O IRNTE
WD &b 3 » AMITAReBHTEEZ WD 2 E BRI T 5D,
AIEAE
t NOZIRIZH T HARFOKBICET 527 — 23RV T 7V~ Lt hat MZ
2 mghi§ FARNEE G- U7z D 2B PRI ER OF) 1500 50 H & & HEED h =27 4 ¥ v
(ZREIRINIR G- L7356, AGERENC A E B e kT Lz, HEEMEE (NOAEL)
TR SN h o7, TS OFTRITE G- ik 20 HLAWIZEIE L7z R
P (13, 1) 2]

8.4 /NIAE
NI R 2 22 e ORI RN S T any,

8.5 Ml
ERARRER Tl AR GRECEAER S S 7 BB O 76% (2049/2701 1)) 73 65
kL K 46% (1250/2701 f5il) 73 75 LA ETh o7z, b ORBRIZEB N T,
D EFACHE S AMER O L MO ZRITED b o7,

11 FEREE - MR

77V ME, B b VEGF Z&FKR 1 LON2 OIS KA A % R 1gGl @ Fe K
AA NG LTZB A T2 A RE TH D | RGNS S EREEIR CTH 2,
77Vt T MR AEE DSBS 97kDa O " BREEZ A HE T, BT ED 15%IC
FY 4 BB NS 2 & D Ly 81T 115kDa (2725, £727 7 U ~bt 7 MIEs T
R X T v A =— AN A A X —FIRHIE (CHO #Mifa) #RAnwThilitsin s,

AE] (77 V07 ) EHIE, EREMEO A SRR A OKER T, RAAANTME
MENTEST, HEWFANEREROH T AL T FBEEN TS, KEIORF
RNTER 1 [BEOEE-EIT 2mg OKEFKD 9 5 0.05SmL (50uL) TH 2, (1 A TIHO
R 40mg/mL, W E LCYU U U U AR 10mM, kT b U 7 A5 40mM, R
U Y=k 20 28 0.03%, > abERs%aEEnTBY, pH 1262 THD)

12 PR A

12.1 {EREF
M N EHEAHIK 7 A (VEGF-A) & OMRERHESIIK 7 (PIGF) (1M 84 K7 VEGF
77 IV —DANRN=ToY  WEMRIOMEEHE, £, EERMEET, VEGF
XN EGIiR#E E 123 % VEGFR-1 &2 (N VEGFR-2 L\ 9 2 DOZFEAF 1 o
¥ —¥ &N L TIEMAT 5, VEGFR-1 (ZAMEK B2 H7EfE L, PIGF (2D
VEGFR-1 [ZDOAFEAT 5, VEGF-AIZLD I OZREOTEMEbIC LY, mEH
AR IEZRR AT D,
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7 7 ULt~ ME VEGF-A X (R PIGF I[ZFEET A RIIRMET a4 SRIETH Y | [A
7 7 2 U —® VEGF K~ DFEE K ONEEE L ET 5,

122 #I¢
BrAEMEZMES BHED) IEHEEZENYE (AMD)
BRARARBRICB VT, 52 i H OB BEIEEMEZ RTIEERZIRIERIL, X—R2 T 1
EH U TR TORECRBRICEGE L7, ZOBETFIHT — X I1I0D O 1 FITIRHE
DOWEINNT D B2 o T2 [ MR R B (14.1) &2 2 ],

IHIRBAZERE (RVO) (CfE 5 SBERIE
COPERNICUS, GALILEO }% 0" VIBRANT #BRIZ 35\ T, 24 1 H O FHIHERBIT 3~
AT A L L TR LAY, © OIS — 2 RO REI O B
o T [EEARRER(14.2), (14.3)2 5],

WEPR I BE BTV E  (DME)

VIVID } Of VISTA #ERIZHN T, 52 KON 100 1 B ORI N—R T 1 &
el U T L72dd, 2 OREFHT — X ITIRROREITITH WV D72 0o 7o [E
RikBR(14.4)% 2],

123 K@ik
AE I ARG 5 Z L2k v RICBWCRFTMIICER T 5, 31 AMD,
RVO X% DME Z# A4 2B AR Z M- ARNERE Lz & & 2O—HIZREBD
WK VEGE LA L. NEMHE(L LT 7 U~ Lt 7 hTh 5 VEGF EEKETE
T %, 77 Ve SR REIERIFICBATT D & LY 7 U vk
(VEGF & 3EfES) KON, 183 2 NIAM VEGF & XV ZE L= K& (77
U~k 7k VEGF EEK) & 72> THUIENICHTET 5,

X+ 22117

BHA AMD,RVO XX DME Z# 67 5 BEIZAHF 27 7V~ k7 & LT 2mg/
IR, T RNEE Lz & & LT 7 U~ vt 7 MIEE% 1~3 B BIZES

FERRE (Cmax) (2395, Cmax OEHEIZZEINZ4L 0.02meg/mL  (#iPH : 0~
0.054mcg/mL) . 0.05 mcg/mL (#iPH : 0~0.081mcg/mL) % Y 0.03 mcg/mL (&GPH :
0~0.076mcg/mL) Th -7z, &5 2 EEZITIE, 2EERE Tl Il 7 >
ULt 7 M SR o, £-4 B LICREREGLESE LT 70X
7 MIMERICERE SN oo, KAl 277V~ b E LT 2mg #H
TG Lz L &0, LT 7 ULt 7 b O R R OSEE L, 4
EVE VEGF ORI G IR IREED 100 53D 1 RIEIZ/2 0 EHEE S LD,
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77V MRS (IV) B 5% OWEERLT 7 ) Lt 7 b O AFEIT,
6L L IE ST,

e - HEH

T 7Y MIBEATZABE TH Y EHRHIZ OV TORBRIIERE ST
W, 77 Ut g, EEFR N R VEGE &4 L7 ARR TR 0O 324 8h
RN O A B RZ I LT REHC L0 Rt S D &8 2 Hiv T b, i fEH ik
BT 7 )bt N OFRMEIERM (11/2) X, 77 V&7 2~4mgkg %
RN 5%, $95~6 HE TH -7,

ek e M

B RE N 2

B AMD ORERFER CIT bV EWERE DY 7 7 L — T AT IZ ) T (492
B) . WEERE O 43% BRI E A2 A LTy (BREE 120 B, HPEEEE 74 B,
HE 16 #) . 4 WL KO8 BT & OEGREM T, B TR 5% o i iz
BT 7 )~k 7 MREIZERITED e hoTo, £72 RVO U DME DR
R CTHFEBROFE RN S O, BHA AMD, RVO XX DME % H7 % & DOV
FTHUTBNT S, BHEEEE ORIIC L 2FEGEEOFEIIRETH 5,

<O
Rl BRER S B & 7 HAER (PRI, mlinddE) 13T,

13 JERRR R

13.1 DSASRME - RS0 - A S RERE

77V UL N OB BJFNE IO IO T ORBRIT M ST
VN, BERED AEFERSRE~DREIZ OWTIX, Huic 7 7 U~ bt~k 3~30mgkg %
1 HEFFR T 6 » H &Ik 57 2 FEERIREER TR L 72, MED AR L& o LL
(ZFE D BE AR SUTA BN, K OBEO RS TR L O 1 DB DL 2T o
B REL-L TR LN, &5, MU AR B REE & ORI O % £
IR DT EEHEEORD N A SN, 2 bR IE, 75 L OMEZEN BB L
TWe, HEMERE (NOAEL) IFFFE SN o 7o, TIVICEARE 55 3mg/kg % filf
FRRNTE LIz &, EET 7V~ 7 h R LOEFIRER (AUC) 1EEE T
2mg i FEARNE G L7256 0K 1500 5 Th o7, 1K TH# 20 BB £ T, £
I TR TH - 72,
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13.2 @I DR O, O3B

YT 7V~ R &2 T damg/iRO & T T ANE G L7-FE, s A o
R ERIZONS AR ONEBSD B O Hiviz, Uz 2 %R (NOAEL) 1%

0.5mg/IR T, &HgEFEE (AUC) XK TT 7Y~k 7 b 2mg & W TIANEE
L7258 D 56 572 o T, BEIRERER TIIIFER ORERIT R b 72 7o [ R EAER(14)].

14 FERHER

14.1

BrAEMEZMES (B Nk HEEZEM: (AMD)

B AMD BE ZRIG L Uiz 2 DOMEL L, ShuskdhFl, Ei, FESK I
RERIZB N T, AANOLZEMER OFEIMEEZFHME L7, Ziun 2 3 Bk (VIEW 1 KO
VIEW 2) TG K OV 2 ORI 24 52 17 7 B 13 2,412 61 ORAIF 513 1,817 i)
Tholz, FRBIZEBNT, 2HE ETIHEFIILLFD 4250 5 b o
HGEZ1:1:1:1 OFIETEERIZHVAToNT  DAAI 2mg 2 1 v A Z LT
Ee 3 [FFE L, 20%IE8 HILITkE (2Q8) ; 2)AH 2mg & 4 H I &Il
5 2Q4) ;3)AHM05mg & 4 HIT LTS (05Q4) ;47 = X~7 05mg %
4 BT LIcEE (RO5Q4) . 7'm h oL THRE S RIMIRIE, 2843 0 &,
BERF DOFRRIL 49~99 5%, T 76 i CTh o7z,
WTNORBRICIWT S, EERAMERHMRIE B 1X 52 8 BICH D MR LT
BEOEIGE Lic, 22T MWEDHOMER L1k, X—R T A Ll L THIIK
TS5 CFRmMOGE L Lz, 2Q8 FEA TN 2Q4 BET. FIFEE D R0O.5Q4 HE & IR
HNZ A5 DA RIPED R STz,

VIEW 1 KOV VIEW 2 OFEMZR TR R 2 LT DR 4 KO 8 1R,

FA4:VIEW 1 RUVIEW 2 HEBRICE T4 52 BEOBFEMMEER (LOCF EITLS -
EADETER)

VIEW1 VIEW2
EYLEA EYLEA F=tAx~7 | EYLEA EYLEA SR~
2 mg Q8* 2mg Q4 0.5 mg Q4 2 mg Q8?* 2mg Q4 7
0.5 mg Q4
I R DR et G4 N=301 N= 304 N= 304 N=306 N= 309 N=291
HRMEORE R
W &R LTz o 94% 95% 94% 95% 95% 95%
EE (%) (BCVA 227 T 15 LT
KD T)
/NP ORI ZE Y (%) 0.6 13 0.6 0.3
(95.1%CI) (-3.2,4.4) (-2.4,5.0) (-2.9,4.0) (-4.0,3.3)
ETDRS #i/1&IZ L % 7.9 10.9 8.1 8.9 7.6 9.4
NR—R T A )b O BCVA EEEAL
s
I/ B O FE 22 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)
R=2F A 6 15 L BN 92 114 94 96 91 99
L7otrE R (%) (31%) (38%) (31%) (31%) (29%) (34%)
RERIA S (%) 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)
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14.2

BCVA : @G EMT) ; C1: {54 X ; ETDRS : Early Treatment Diabetic Retinopathy Study CH# bR /7 e
FHNEHEGER) ; LOCF : Last Observation Carried Forward (F#&EAfi A 2 712 L 5458, 7272L. _X—RF
A AMEIC L HMFEIIATORY) 5 951%EFXEIE, BRI H e SN2 el 2 BE L2 b D,

a AID 3 [\lT 4 HEZ & okh

b AR G- T = X~T B

ZNENORERITIBN T, Gl TREZRARMED Y 7 7 — TR (Flm, PER ~—
AT A O 1F, EHEE TR LR LR B L Th,

VIEW 1

> 15
= :
2 +109
=
g " R Sl e O SN
L= g 181
£ 3
33
=
L)
-
(¥}
=
2 om

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 9%

Weeks

N 5T VIEW 2
5 ;
< +9.4
§ 1wk +8.9
=%
E g
33 e A A
A
w
=
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



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),
¢ visual impairment due to macular oedema secondary to retinal vein occlusion (branch RVO or
central RVO) (see section 5.1),
¢ visual impairment due to diabetic macular oedema (DME) (see section 5.1),
¢ visual impairment due to myopic choroidal neovascularisation (myopic CNV) (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. The treatment
interval is then extended to two months.

Based on the physician’s judgement of visual and/or anatomic outcomes, the treatment interval may be
maintained at two months or further extended using a treat-and-extend dosing regimen, where
injection intervals are increased in 2- or 4-weekly increments to maintain stable visual and/or anatomic

2



outcomes. If visual and/or anatomic outcomes deteriorate, the treatment interval should be shortened
accordingly to a minimum of two months during the first 12 months of treatment.

There is no requirement for monitoring between injections. Based on the physician’s judgement the
schedule of monitoring visits may be more frequent than the injection visits.

Treatment intervals greater than four months between injections have not been studied (see Section
5.1).

Macular oedema secondary to RVO (branch RVO or central RVO)

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

Monthly treatment continues until maximum visual acuity is achieved and/or there are no signs of
disease activity. Three or more consecutive, monthly injections may be needed.

Treatment may then be continued with a treat-and-extend regimen with gradually increased treatment
intervals to maintain stable visual and/or anatomic outcomes, however there are insufficient data to
conclude on the length of these intervals. If visual and/or anatomic outcomes deteriorate, the treatment
interval should be shortened accordingly.

The monitoring and treatment schedule should be determined by the treating physician based on the
individual patient’s response.

Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).

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, and based on visual and/or anatomic outcomes, the
treatment interval may be extended, such as with a treat-and-extend dosing regimen, where the
treatment intervals are gradually increased to maintain stable visual and/or anatomic outcomes;
however there are insufficient data to conclude on the length of these intervals. If visual and/or
anatomic outcomes deteriorate, the treatment interval should be shortened accordingly.

The schedule for monitoring should therefore be determined by the treating physician and may be
more frequent than the schedule of injections.

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

Myopic choroidal neovascularisation

The recommended dose for Eylea is a single intravitreal injection of 2 mg aflibercept equivalent to
50 microlitres.



Additional doses may be administered if visual and/or anatomic outcomes indicate that the disease
persists. Recurrences should be treated as a new manifestation of the disease.

The schedule for monitoring should be determined by the treating physician.
The interval between two doses should not be shorter than one month.

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

The safety and efficacy of Eylea have not been established in children and adolescents. There is no
relevant use of Eylea in the paediatric population for the indications of wet AMD, CRVO, BRVO,
DME and myopic CNV.

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. Extraction of multiple
doses from a pre-filled syringe may increase the risk of contamination and subsequent infection.

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 before administration, 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

Intravitreal injection-related reactions

Intravitreal injections, including those with Eylea, have been associated with endophthalmitis,
intraocular inflammation, rhegmatogenous retinal detachment, retinal tear and iatrogenic traumatic
cataract (see section 4.8). Proper aseptic injection techniques must always be used when administering
Eylea. In addition, patients should be monitored during the week following the injection to permit
early treatment if an infection occurs. Patients should be instructed to report any symptoms suggestive
of endophthalmitis or any of the above mentioned events without delay.

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, BRVO, DME or myopic CNV 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, BRVO, DME and myopic CNV
the following also applies:

e 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 Concomitant use of other anti-VEGF (vascular endothelial growth factor)

There is no data available on the concomitant use of Eylea with other anti-VEGF medicinal
products (systemic or ocular).

¢ Risk factors associated with the development of a retinal pigment epithelial tear after anti-
VEGF 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.



¢ Inthe event of a retinal break the dose should be withheld and treatment should not be resumed
until the break is adequately repaired.
e The dose should be withheld and treatment should not be resumed earlier than the next
scheduled treatment in the event of:
0 adecrease in best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;
0 asubretinal haemorrhage involving the centre of the fovea, or, if the size of the
haemorrhage is >50%, of the total lesion area.
e The dose should be withheld within the previous or next 28 days in the event of a performed or
planned intraocular surgery.
o Eylea should not be used in pregnancy unless the potential benefit outweighs the potential risk
to the foetus (see section 4.6).
e 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).
e There is limited experience with treatment of patients with ischaemic CRVO and BRVO. 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 | 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.

In myopic CNV there is no experience with Eylea in the treatment of non-Asian patients, patients who
have previously undergone treatment for myopic CNV, and patients with extrafoveal lesions.

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.

Breast-feeding
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 breast-feeding. A decision must be made whether to discontinue
breast-feeding or to abstain from Eylea therapy taking into account the benefit of breast-feeding for
the child and the benefit of therapy for the woman.
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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 3,102 patients constituted the safety population in the eight phase 111 studies. Among those,
2,501 patients were treated with the recommended dose of 2 mg.

Serious ocular adverse reactions in the study eye related to the injection procedure have occurred in
less than 1 in 1,900 intravitreal injections with Eylea and included blindness, endophthalmitis, retinal
detachment, cataract traumatic, cataract, vitreous haemorrhage, vitreous detachment, 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%), visual acuity reduced (11%), eye pain (10%), cataract (8%),
intraocular pressure increased (8%), vitreous detachment (7%), and vitreous floaters (7%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the eight phase 111 studies in the
indications wet AMD, CRVO, BRVO, DME and myopic CNV 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 111 studies
(pooled data of the phase Il studies for the indications wet AMD, CRVO, BRVO, DME and myopic
CNV) or during post-marketing surveillance

System

Organ Very common| Common Uncommon Rare

Class

Immune Hypersensitivity***

system

disorders

Eye Visual acuity | Retinal pigment epithelial tear*, | Endophthalmitis**, Blindness,

disorders | reduced, Detachment of the retinal Retinal detachment, | Cataract
Conjunctival | pigment epithelium, Retinal tear traumatic,
haemorrhage, | Retinal degeneration, Iritis ’ Vitritis,
Eye pain Vitreous haemorrhage, Uvei’tis, Hypopyon

Cataract, Iridocyclitis,

Cataract cortical,
Cataract nuclear,
Cataract subcapsular,
Corneal erosion,

Lenticular opacities,

Corneal epithelium
defect,

Injection site

Corneal abrasion, irritation,
Intraocular pressure increased, | Abnormal sensation
Vision blurred, In €ye,

Vitreous floaters,

Vitreous detachment,

Injection site pain,

Foreign body sensation in eyes,
Lacrimation increased,

Eyelid oedema,

Injection site haemorrhage,
Punctate keratitis,

Conjunctival hyperaemia,
Ocular hyperaemia

Eyelid irritation,
Anterior chamber
flare,

Corneal oedema

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

** Culture positive and culture negative endophthalmitis

*** During the post-marketing period, reports of hypersensitivity included rash, pruritus, urticaria, and isolated

cases of severe anaphylactic/anaphylactoid reactions.

Description of selected adverse reactions

In the wet AMD phase Il 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.

Avrterial thromboembolic events (ATES) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events, including stroke and
myocardial infarction, following intravitreal use of VEGF inhibitors.

A low incidence rate of arterial thromboembolic events was observed in the Eylea clinical trials in

patients with AMD, DME, RVO and myopic CNV. Across indications no notable difference between
the groups treated with aflibercept and the respective comparator groups were observed.
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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: SO1LA05

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), central retinal thickness [CRT] 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 CRT 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 CRT 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 CRT were generally maintained in the second year of the studies.

The ALTAIR study was conducted in Japanese patients with treatment naive wet AMD, showing
similar outcomes to the VIEW studies using 3 initial monthly Eylea 2 mg injections, followed by one
injection after a further 2 months, and then continued with a treat-and-extend regimen with variable
treatment intervals (2- week or 4- week adjustments) up to a maximum 16 week interval according to
pre-specified criteria. At week 52, there were mean decreases in central retinal thickness (CRT) on
OCT of -134.4 and —126.1 microns for the 2-week adjustment group and the 4-week adjustment group,
respectively. The proportion of patients without fluid on OCT at week 52 was 68.3% and 69.1% in the
2- and 4-week adjustment groups, respectively.

Macular oedema secondary to CRVO and BRVO

In CRVO and BRVO, 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, increased vascular permeability, retinal
oedema, and neovascularisation complications.

In patients treated with 6 consecutive monthly injections of Eylea 2mg, there was a consistent, rapid
and robust morphologic response (as measured by improvements in mean CRT) observed. At week 24,
the reduction in CRT was statistically superior versus control in all three studies (COPERNICUS in
CRVO: -457 vs. -145 microns; GALILEO in CRVO: -449 vs. -169 microns; VIBRANT in BRVO: -
280 vs. -128 microns). This decrease from baseline in CRT was maintained to the end of each study,
week 100 in COPERNICUS, week 76 in GALILEO, and week 52 in VIBRANT.

Diabetic macular oedema

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

In patients treated with Eylea, the majority of whom were classified as having Type Il diabetes, a rapid
and robust response in morphology (CRT, DRSS level) was observed.

In the VIVIDPME and the VISTAPME studies, a statistically significant greater mean decrease in CRT
from baseline to week 52 was observed in patients treated with Eylea than with the laser control, -
192.4 and -183.1 microns for the 2Q8 Eylea groups and -66.2 and -73.3 microns for the control
groups, respectively. At week 100 the decrease was maintained with -195.8 and -191.1 microns for the
2Q8 Eylea groups and -85.7 and -83.9 microns for the control groups, in the VIVID® and
VISTAPYE studies, respectively.

A > 2 step improvement in DRSS was assessed in a pre-specified manner in VIVID®™® and
VISTAPE. The DRSS score was gradable in 73.7% of the patients in VIVID®™E and 98.3% of the
patients in VISTAPYE, At week 52, 27.7% and 29.1% of the Eylea 2Q8 groups, and 7.5% and 14.3%
of the control groups experienced a >2 step improvement in the DRSS. At week 100, the respective
percentages were 32.6% and 37.1% of the Eylea 2Q8 groups and 8.2% and 15.6% of the control
groups.
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Myopic choroidal neovascularisation

Myopic choroidal neovascularisation (myopic CNV) is a frequent cause of vision loss in adults with
pathologic myopia. It develops as a wound healing mechanism consequent to Bruch’s membrane
ruptures and represents the most vision-threatening event in pathologic myopia.

In patients treated with Eylea in the MYRROR study (one injection given at start of therapy, with
additional injections given in case of disease persistence or recurrence), CRT decreased soon after
treatment initiation favouring Eylea at week 24 (-79 microns and -4 microns for the Eylea 2 mg
treatment group and the control group, respectively), which was maintained through week 48. In
addition, the mean CNV lesion size decreased.

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 (VIEW1 and VIEW?2) with a total of

2,412 patients treated and evaluable for efficacy (1,817 with Eylea). Patient ages ranged from 49 to
99 years with a mean of 76 years. In these 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. 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).

In the second year of the studies, patients continued to receive the initially randomised dosage 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, i.e. losing fewer than 15 letters of visual acuity at week 52 from baseline.

In the VIEWL study, at week 52, 95.1% of patients in the Eylea 2Q8 group maintained vision
compared to 94.4% patients in the ranibizumab 0.5Q4 group. In the VIEW?2 study, at week 52, 95.6%
of patients in the Eylea 2Q8 group maintained vision compared to 94.4% patients in the ranibizumab
0.5Q4 group. In both studies Eylea 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 Table 2 and Figure 1 below.
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Table 2: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the

VIEWL1 and VIEW2 studies®

Efficacy Outcome

Eylea 2Q8"
(Eylea 2 mg every 8 weeks

Ranibizumab 0.5Q4
(ranibizumab 0.5 mg every

following 3 initial monthly 4 weeks)
doses)
(N =607) (N =595)
Week 52 Week 96 Week 52 Week 96
Mean num_ber of injections 26 112 123 165
from baseline
Mean number of injections 42 47
from Week 52 to 96 ' '
Proportion of patients with
< 15 letters loss from 95.33%" 92.42% 94.42% % 91.60%
baseline ( PPS™)
Difference® 0.9% 0.8%
(95% CI)” (-1.7, 3.5)" (-2.3,3.8)
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)® (-1.87,1.23) (-1.98, 1.49)
(95% CI)”
Proportion of patients with
> 15 letters gain from 30.97% 33.44% 32.44% 31.60%
baseline
Difference® -1.5% 1.8%
(95% CI)” (-6.8,38) (-35,71)

A BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study

LS: Least square means derived from ANCOVA

| PPS: Per Protocol Set
B

patients with maintained visual acuity at week 52 which is PPS

€)

favours Eylea.
D

E)

Confidence interval (CI) calculated by normal approximation
After treatment initiation with three monthly doses

Full Analysis Set (FAS), Last Observation Carried Forward (LOCF) for all analyses except proportion of

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

P A confidence interval lying entirely above -10% indicates a non-inferiority of Eylea to ranibizumab
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Figure 1. Mean Change in Visual Acuity
from Baseline to Week 96 for the Combined
Data from the Viewl and View?2 Studies
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In combined data analysis of VIEW1 and VIEW?2, Eylea demonstrated clinically meaningful changes
from baseline in pre-specified secondary efficacy endpoint National Eye Institute Visual Function
Questionnaire (NEI VFQ-25) without clinically meaningful differences to ranibizumab. 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).

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

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.

ALTAIR is a multicentre, randomised, open-label study in 247 Japanese patients with treatment naive
wet AMD, designed to assess the efficacy and safety of Eylea following two different adjustment
intervals (2- weeks and 4- weeks) of a treat-and-extend dosing regimen.

All patients received monthly doses of Eylea 2 mg for 3 months, followed by one injection after a
further 2 month interval. At week 16, patients were randomised 1:1 into two treatment groups: 1)
Eylea treat-and-extend with 2-week adjustments and 2) Eylea treat-and-extend with 4-week
adjustments. Extension or shortening of the treatment interval was decided based on visual and/or
anatomic criteria defined by protocol with a maximum treatment interval of 16 weeks for both groups.

The primary efficacy endpoint was mean change in BCVA from baseline to week 52. The secondary
efficacy endpoints were the proportion of patients who did not lose >15 letters and the proportion of
patients who gained at least 15 letters of BCVA from baseline to week 52.

At week 52, patients in the treat-and-extend arm with 2-week adjustments gained a mean of 9.0 letters
from baseline as compared to 8.4 letters for those in the 4-week adjustment group [LS mean difference
in letters (95% CI): -0.4 (-3.8,3.0), ANCOVA]. The proportion of patients who did not lose >15 letters
in the two treatment arms was similar (96.7% in the 2-week and 95.9% in the 4-week adjustment
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groups). The proportion of patients who gained >15 letters at week 52 was 32.5% in the 2-week
adjustment group and 30.9% in the 4-week adjustment group. The proportion of patients who extended
their treatment interval to 12 weeks and beyond was 42.3% in the 2-week adjustment group and 49.6
% in the 4-week adjustment group. Furthermore, in the 4-week adjustment group 40.7% of patients
were extended to 16 week intervals. At the last visit prior to week 52, 56.7% and 57.8% of patients in
the 2-week and 4-week adjustment groups, respectively had their next injection scheduled at an
interval of 12 weeks or more. Ocular and systemic safety profiles were similar to the safety observed
in the pivotal studies VIEW1 and VIEW?2.

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 (COPERNICUS and
GALILEO) with a total of 358 patients treated and evaluable for efficacy (217 with Eylea). Patient
ages ranged from 22 to 89 years with a mean of 64 years. 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. 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 consecutive 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. From this timepoint all patients were treated if pre-
specified criteria were met.

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. A secondary efficacy variable was change in
visual acuity at week 24 compared to baseline.

The difference between treatment groups was statistically significant in favour of Eylea in both
studies. The maximal improvement in visual acuity was achieved at month 3 with subsequent
stabilisation of visual acuity and CRT until month 6. The statistically significant difference was
maintained through week 52.

Detailed results from the analysis of both studies are shown in Table 3 and Figure 2 below.
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Table 3:  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
Eylea | Control | Eylea | Control® | Eylea® |Control 5P| Eylea | Control | Eylea o | Eylea® | Control®
ontro
2mg Q4 2mg (N =73) 2mg (N=73) [2mgQ4 2mg (N = 68) 2mg
(N=114) [ (N=73) |(N=114) (N=114) (N=103) | (N=68) | (N=103) - (N =103)[ (N=68)
Proportion of patients with 215 56% 12% 55% 30% 49.1% 23.3% 60% 22% 60% 32% | 57.3% 29.4%
letters gain from 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 p <0.0001 p = 0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
- C)
mg;;‘ufggg%eé?gggﬁlegzr 17.3 40 16.2 338 13.0 15 18.0 33 16.9 38 13.7 6.2
score from baseline (SD) (12.8) (18.0) (17.4) (17.2) 17.7) 17.7) (12.2) (14.1) (14.8) (18.1) (17.8) 17.7)
Difference in LS mean™©PF) 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
LOCF: Last Observation Carried Forward
SD: Standard deviation
) LS: Least square means derived from ANCOVA
D

E)

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 BCV A 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.
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© 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.
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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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In GALILEO, 86.4% (n=89) of the Eylea group and 79.4% (n=54) of the sham group had perfused
CRVO at baseline. At week 24, this was 91.8% (n=89) in the Eylea group and 85.5% (n=47) in the
sham group. These proportions were maintained at week 76, with 84.3% (n=75) in the Eylea group
and 84.0% (n=42) in the sham group.

In COPERNICUS, 67.5% (n = 77) of the Eylea group and 68.5% (h = 50) of the sham group had
perfused CRVO at baseline. At week 24, this was 87.4% (n = 90) in the Eylea group and 58.6% (n =
34) in the sham group. These proportions were maintained at week 100 with 76.8 % (n = 76) in the
Eylea group and 78% (n = 39) in the sham group. Patients in the sham group were eligible to receive
Eylea from week 24.

The beneficial effect of Eylea treatment on visual function was similar in the baseline subgroups of
perfused and non-perfused patients. Treatment effects in other evaluable subgroups (e.g. age, gender,
race, baseline visual acuity, CRVO duration) in each study were in general consistent with the results
in the overall populations.

In combined data analysis of GALILEO and COPERNICUS, 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).

Macular oedema secondary to BRVO

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, active-
controlled study in patients with macular oedema secondary to BRVO (VIBRANT) which included
Hemi-Retinal Vein Occlusion. A total of 181 patients were treated and evaluable for efficacy (91 with
Eylea). Patient ages ranged from 42 to 94 years with a mean of 65 years. In the BRVO study,
approximately 58% (53/91) of the patients randomised to treatment with Eylea were 65 years of age or
older, and approximately 23% (21/91) were 75 years of age or older. In the study, patients were
randomly assigned in a 1:1 ratio to either 2 mg Eylea administered every 8 weeks following 6 initial
monthly injections or laser photocoagulation administered at baseline (laser control group). Patients in
the laser control group could receive additional laser photocoagulation (called ‘rescue laser treatment’)
beginning at week 12 with a minimum interval of 12 weeks. Based on pre-specified criteria, patients in
the laser group could receive rescue treatment with Eylea 2mg from week 24, administered every 4
weeks for 3 months followed by every 8 weeks.

In the VIBRANT study, the primary efficacy endpoint was the proportion of patients who gained at
least 15 letters in BCVA at week 24 compared to baseline and the Eylea group was superior to laser
control.

A secondary efficacy endpoint was change in visual acuity at week 24 compared to baseline, which
was statistically significant in favour of Eylea in the VIBRANT study. The course of visual
improvement was rapid and peaked at 3 months with maintenance of the effect until month 12.

In the laser group 67 patients received rescue treatment with Eylea beginning at week 24 (Active
Control/ Eylea 2mg group), which resulted in improvement of visual acuity by about 5 letters from
week 24 to 52.

Detailed results from the analysis of the VIBRANT study are shown in Table 4 and Figure 3 below.
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Table 4:  Efficacy outcomes at week 24 and week 52 (Full Analysis Set with LOCF) in VIBRANT

study
Efficacy Outcomes VIBRANT
24 Weeks 52 Weeks
Eylea 2mg Q4 Active Control Eylea 2mg Q8 Active Control
E)
(N =91) (laser) (N =91)" (laser)/Eylea 2mg
(N =190) (N =90)
Proportion of patients 52.7% 26.7% 57.1% 41.1%
with >15 letters gain
from Baseline (%)
Weighted Difference A 26.6% 16.2%
0,
(%) (2.0, 30.5)
9 13.0,40.1
(95% ClI) ( ) 6=0.0296
p-value p=0.0003
Mean change in BCVA 17.0 6.9 171 12.2 (11.9)
as measured by ETDRS (12.9) (13.1)
letter score from (11.9)
Baseline (SD)
Difference in LS mean 10.5 5.2
AC)
(7.1, 14.0) (1.7, 8.7)
0,
(95% CI) p<0.0001 p=0.0035"
p-value
A Difference is Eylea 2 mg Q4 weeks minus Laser Control
8 Difference and 95% Cl are calculated using Mantel-Haenszel weighting scheme adjusted for region (North
America vs. Japan) and baseline BCVA category (> 20/200 and < 20/200)
€ LS mean difference and 95% CI based on an ANCOVA model with treatment group, baseline BCVA
category (> 20/200 and < 20/200) and region (North America vs. Japan) as fixed effects, and baseline
) BCVA as covariate.
D

E)

From week 24 on the treatment interval in the Eylea treatment group was extended for all subjects from 4
weeks to 8 weeks through week 48.

Beginning at week 24 subjects in the Laser Group could receive rescue treatment with Eylea, if they met at
least one pre-specified eligibility criterion. At total of 67 subjects in this group received Eylea rescue
treatment. The fixed regimen for Eylea rescue was three times Eylea 2mg every 4 weeks followed by
injections every 8 weeks.

Nominal p-value
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Figure 3: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to Week 52
in VIBRANT Study
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At baseline, the proportion of perfused patients in the Eylea and laser groups was 60% and 68%,
respectively. At week 24 these proportions were 80% and 67%, respectively. In the Eylea group the
proportion of perfused patients was maintained through week 52. In the laser group, where patients
were eligible for rescue treatment with Eylea from week 24, the proportion of perfused patients
increased to 78% by week 52.

Diabetic macular oedema

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with DME (VIVIDYE and VISTAPYE). A total of 862 patients
were treated and evaluable for efficacy, 576 with Eylea. Patient ages ranged from 23 to 87 years with a
mean of 63 years. In the DME 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. The majority of patients in both studies had Type Il diabetes.

In both studies, 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 control group
could receive Eylea.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at week

52 and both Eylea 2Q8 and Eylea 2Q4 groups demonstrated statistical significance and were superior
to the control group. This benefit was maintained through week 100.
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Detailed results from the analysis of the VIVID®™E and VISTAPE studies are shown in Table 5 and
Figure 4 below.
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Table 5: Efficacy outcomes at week 52 and week 100 (Full Analysis Set with LOCF) in VIVID®ME and VISTAPYE studies
Efficacy VIVIDPME VISTAPME
Outcomes
52 Weeks 100 Weeks 52 Weeks 100 Weeks
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
Control Control Control Control
2mg Q8” 2 mg Q4 2mgQ8” 2mg Q4 2mgQ8” 2 mg Q4 2mgQ8” 2 mg Q4
(laser) (laser) (laser) (laser)
(N = 135) (N = 136) (N = 135) (N=136) (N = 151) (N = 154) (N = 151) (N=154)
(N =132) (N =132) (N = 154) (N = 154)
Mean change in
BCVA as
measured by
E 10.7 105 1.2 9.4 11.4 0.7 10.7 125 0.2 11.1 115 0.9
ETDRS ~ letter
score from
Baseline
Differencein LS
mean BCE 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
6.3,11.8 6.5,12.0 5.2,11.3 7.6,13.8 7.7,13.2 9.4,15.0 7.0,13.3 7.1,14.2
R ) |« ) ( ) |« ) ( )|« ) ( ) |« )
Proportion of
patients with > 15
letters gain from 33% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
Baseline
Adjusted
Difference °CE 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
(97.5% CI) (13.5,34.9) | (12.6,33.9) (8.0,29.9) (14.8, 37.5) (13.5,33.1) (24.1,44.4) (9.6, 30.6) (15.1, 36.6)
. 0

A After treatment initiation with 5 monthly injections

22




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 VIVIDPVE, and history of M1 and/or CVA as a factor for VISTAPME

Difference is Eylea group minus active control (laser) group

Difference with confidence interval (Cl) and statistical test is calculated using Mantel-Haenszel weighting scheme adjusted by region (Europe/Australia vs. Japan) for VIVID®E and
medical history of M1 or CVA for VISTAPME

BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

LOCF: Last Observation Carried Forward

LS: Least square means derived from ANCOVA

Cl: Confidence interval
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Figure 4: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 100 in VIVID®™E and VISTA®ME Studies
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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 VIVID®ME and VISTAPYE 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 were similar to those seen in patients
who were VEGF inhibitor naive.

Patients with bilateral disease were eligible to receive anti-VEGF treatment in their fellow eye if
assessed necessary by the physician. In the VISTAPME study, 217 (70.7%) of Eylea patients received
bilateral Eylea injections until week100; in the VIVIDPM study, 97 (35.8%) of Eylea patients received
a different anti-VEGF treatment in their fellow eye.

An independent comparative trial (DRCR.net Protocol T) utilised a dosing regimen based on strict
OCT and vision re-treatment criteria. In the aflibercept treatment group (n = 224) at week 52, this
treatment regimen resulted in patients receiving a mean of 9.2 injections, which is similar to the
administered number of doses in the Eylea 2Q8 group in VIVID®Eand VISTAPME while overall
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efficacy of the aflibercept treatment group in Protocol T was comparable to the Eylea 2Q8 group in
VIVID®ME and VISTAPME, A 13.3 mean letter gain with 42% of patients gaining at least 15 letters in
vision from baseline was observed in Protocol T. Ocular and systemic safety profiles (including
ATESs) were similar to VIVIDPME and VISTAPE,

Myopic choroidal neovascularisation

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, sham-
controlled study in treatment-naive, Asian patients with myopic CNV. A total of 121 patients were
treated and evaluable for efficacy (90 with Eylea). Patient ages ranged from 27 to 83 years with a
mean of 58 years. In the myopic CNV study, approximately 36% (33/91) of the patients randomised to
treatment with Eylea were 65 years of age or older, and approximately 10% (9/91) were 75 years of
age or older.

Patients were randomly assigned in a 3:1 ratio to receive either 2 mg Eylea intravitreally or sham
injections administered once at study start with additional injections given monthly in case of disease
persistence or recurrence until week 24, when the primary endpoint was assessed. At week 24, patients
initially randomised to sham were eligible to receive the first dose of Eylea. Following this, patients in
both groups continued to be eligible for additional injections in case of disease persistence or
recurrence.

The difference between treatment groups was statistically significant in favour of Eylea for the
primary endpoint (change in BCVA) and confirmatory secondary efficacy endpoint (proportion of
patients who gained 15 letters in BCVA) at week 24 compared to baseline. Differences for both
endpoints were maintained through week 48.

Detailed results from the analysis of the MYRROR study are shown in Table 6 and Figure 5 below.
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Table 6: Efficacy outcomes at week 24 (primary analysis) and week 48 in MYRROR study
(Full Analysis Set with LOCF?)
Efficacy Outcomes MYRROR
24 \Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/
(N =90) (N=31) (N =90) Eylea 2mg
(N =31)
Mean change in BCVA ® as measured by 121 -2.0 135 3.9
ETDRS letter score from baseline (SD) & (8.3) 9.7) (8.8) (14.3)
Difference in LS mean “P® 14.1 9.5
(95% CI) (10.8, 17.4) (5.4, 13.7)
Proportion of patients with >15 letters gain
. 38.9% 9.7% 50.0% 29.0%
from baseline
Weighted difference > 29.2% 21.0%
(95% CI) (14.4, 44.0) (1.9, 40.1)

A)
B)

LOCF: Last Observation Carried Forward

BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

SD: Standard Deviation

LS mean: Least square means derived from ANCOVA model
ClI: Confidence Interval

LS mean difference and 95% CI based on an ANCOVA model with treatment group and country (country

designations) as fixed effects, and baseline BCV A as covariant.

Difference and 95% CI are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for country

(country designations)

Figure 5: Mean Change from Baseline to Week 48 in Visual Acuity by Treatment Group for the
MYRROR Study (Full Analysis Set, LOCF)
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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, BRVO, DME and myopic CNV
populations (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 wet AMD patients with frequent sampling, maximum
plasma concentrations of free aflibercept (systemic Crsx) 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.

In pharmacokinetic sub-studies in patients with CRVO, BRVO, DME or myopic CNV mean C., of
free aflibercept in plasma were similar with values in the range of 0.03 to 0.05 microgram/ml and
individual values not exceeding 0.14 microgram/ml. Thereafter, plasma concentrations of free
aflibercept declined to values below or close to the lower limit of quantitation generally within one
week; undetectable concentrations were reached before the next administration after 4 weeks in all
patients.

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 VIEW?2 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, in patients with DME in the
VIVID®ME study, and in patients with myopic CNV in the MYRROR study.
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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 C..x 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 C..x 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 C,,.x 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

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.
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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 stored 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 in one eye only.
Do not open the 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 ¥z 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.

Using aseptic technique, remove the syringe from the sterilised blister.
3. 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: You should snap
off (do not turn or twist) the syringe cap.

N

4.  Toavoid compromising the sterility of the product, do not pull back on the plunger.
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5. Using aseptic technique, firmly twist the injection needle
onto the Luer-lock syringe tip.

6.  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.

7. Eliminate all bubbles and expel excess medicinal product by slowly depressing 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
Dome Plunger and excess drug

. Dome Dosin
Air Bubbl i 4 g
irBubble Dosing Plunger Line
: Line
Solution
Dome
Plunger
Edge

The pre-filled syringe is for single use only. Extraction of multiple doses from a pre-filled syringe
may increase the risk of contamination and subsequent infection.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Bayer AG

51368 Leverkusen

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

Date of latest renewal: 13 July 2017

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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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),
¢ visual impairment due to macular oedema secondary to retinal vein occlusion (branch RVO or
central RVO) (see section 5.1),
¢ visual impairment due to diabetic macular oedema (DME) (see section 5.1),
¢ visual impairment due to myopic choroidal neovascularisation (myopic CNV) (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. The treatment
interval is then extended to two months.

Based on the physician’s judgement of visual and/or anatomic outcomes, the treatment interval may be
maintained at two months or further extended using a treat-and-extend dosing regimen, where
injection intervals are increased in 2- or 4-weekly increments to maintain stable visual and/or
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anatomic outcomes.. If visual and/or anatomic outcomes deteriorate, the treatment interval should be
shortened accordingly to a minimum of two months during the first 12 months of treatment.

There is no requirement for monitoring between injections. Based on the physician’s judgement the
schedule of monitoring visits may be more frequent than the injection visits..

Treatment intervals greater than four months between injections have not been studied (see Section
5.1).

Macular oedema secondary to RVO (branch RVO or central RVO)

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

Monthly treatment continues until maximum visual acuity is achieved and/or there are no signs of
disease activity. Three or more consecutive, monthly injections may be needed.

Treatment may then be continued with a treat-and-extend regimen with gradually increased treatment
intervals to maintain stable visual and/or anatomic outcomes, however there are insufficient data to
conclude on the length of these intervals. If visual and/or anatomic outcomes deteriorate, the treatment
interval should be shortened accordingly.

The monitoring and treatment schedule should be determined by the treating physician based on the
individual patient’s response.

Monitoring for disease activity may include clinical examination, functional testing or imaging
techniques (e.g. optical coherence tomography or fluorescein angiography).

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, and based on visual and/or anatomic outcomes, the
treatment interval may be extended, such as with a treat-and-extend dosing regimen, where the
treatment intervals are gradually increased to maintain stable visual and/or anatomic outcomes;
however there are insufficient data to conclude on the length of these intervals. If visual and/or
anatomic outcomes deteriorate, the treatment interval should be shortened accordingly.

The schedule for monitoring should therefore be determined by the treating physician and may be
more frequent than the schedule of injections.

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

Myopic choroidal neovascularisation
The recommended dose for Eylea is a single intravitreal injection of 2 mg aflibercept equivalent to

50 microlitres.
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Additional doses may be administered if visual and/or anatomic outcomes indicate that the disease
persists. Recurrences should be treated as a new manifestation of the disease.

The schedule for monitoring should be determined by the treating physician.
The interval between two doses should not be shorter than one month.

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

The safety and efficacy of Eylea have not been established in children and adolescents. There is no
relevant use of Eylea in the paediatric population for the indications of wet AMD, CRVO, BRVO,
DME and myopic CNV.

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. Extraction of multiple doses from a
single vial may increase the risk of contamination and subsequent infection.

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 before administration, see section 6.6.
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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

Intravitreal injection-related reactions

Intravitreal injections, including those with Eylea, have been associated with endophthalmitis,
intraocular inflammation, rhegmatogenous retinal detachment, retinal tear and iatrogenic traumatic
cataract (see section 4.8). Proper aseptic injection techniques must always be used when administering
Eylea. In addition, patients should be monitored during the week following the injection to permit
early treatment if an infection occurs. Patients should be instructed to report any symptoms suggestive
of endophthalmitis or any of the above mentioned events without delay.

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, BRVO, DME or myopic CNV 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, BRVO, DME and myopic CNV
the following also applies:

e 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 Concomitant use of other anti-VEGF (vascular endothelial growth factor)

e There is no data available on the concomitant use of Eylea with other anti-VEGF medicinal
products (systemic or ocular).

¢ Risk factors associated with the development of a retinal pigment epithelial tear after anti-
VEGF 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.

¢ Inthe event of a retinal break the dose should be withheld and treatment should not be resumed
until the break is adequately repaired.
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e The dose should be withheld and treatment should not be resumed earlier than the next
scheduled treatment in the event of:
0 adecrease in best-corrected visual acuity (BCVA) of >30 letters compared with the
last assessment of visual acuity;
0 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.
e 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).
e There is limited experience with treatment of patients with ischaemic CRVO and BRVO. 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 | 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.

In myopic CNV there is no experience with Eylea in the treatment of non-Asian patients, patients who
have previously undergone treatment for myopic CNV, and patients with extrafoveal lesions.

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.

Breast-feeding
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 breast-feeding. A decision must be made whether to discontinue

breast-feeding or to abstain from Eylea therapy taking into account the benefit of breast-feeding for
the child and the benefit of therapy for the woman.
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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 3,102 patients constituted the safety population in the eight phase 111 studies. Among those,
2,501 patients were treated with the recommended dose of 2 mg.

Serious ocular adverse reactions in the study eye related to the injection procedure have occurred in
less than 1 in 1,900 intravitreal injections with Eylea and included blindness, endophthalmitis, retinal
detachment, cataract traumatic, cataract, vitreous haemorrhage, vitreous detachment, 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%), visual acuity reduced (11%), eye pain (10%), cataract (8%),
intraocular pressure increased (8%), vitreous detachment (7%), and vitreous floaters (7%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the eight phase 111 studies in the
indications wet AMD, CRVO, BRVO, DME and myopic CNV 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.

37



Table 1:

All treatment-emergent adverse drug reactions reported in patients in phase Il studies

(pooled data of the phase Il studies for the indications wet AMD, CRVO, BRVO, DME and myopic
CNV) or during post-marketing surveillance

Cataract cortical,

Cataract nuclear,

Cataract subcapsular,
Corneal erosion,

Corneal abrasion,
Intraocular pressure increased,
Vision blurred,

Vitreous floaters,

Vitreous detachment,
Injection site pain,

Foreign body sensation in
eyes,

Lacrimation increased,
Eyelid oedema,

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

Lenticular opacities,

Corneal epithelium
defect,

Injection site
irritation,

Abnormal sensation
in eye,

Eyelid irritation,
Anterior chamber
flare,

Corneal oedema

System
Organ Very common Common Uncommon Rare
Class
Immune Hypersensitivity***
system
disorders
Eye Visual acuity Retinal pigment epithelial tear*,| Endophthalmitis**, Blindness,
disorders | reduced, Detachment of the retinal Retinal detachment, | Cataract
Conjunctival | Pigment epithelium, Retinal tear, traumatic,
haemorrhage, Retinal degeneration, Iritis, Vitritis,
Eye pain Vitreous haemorrhage, Uveitis, Hypopyon
Cataract, Iridocyclitis,

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

** Culture positive and culture negative endophthalmitis

*** During the post-marketing period, reports of hypersensitivity included rash, pruritus, urticaria, and isolated
cases of severe anaphylactic/anaphylactoid reactions.

Description of selected adverse reactions

In the wet AMD phase Il 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.

Avrterial thromboembolic events (ATES) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events, including stroke and
myocardial infarction, following intravitreal use of VEGF inhibitors.
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A low incidence rate of arterial thromboembolic events was observed in the Eylea clinical trials in
patients with AMD, DME, RVO and myopic CNV. Across indications no notable difference between
the groups treated with aflibercept and the respective comparator groups were observed.

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: SO1LA05

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.
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In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), central retinal thickness [CRT] 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 VIEWL study there were mean decreases in CRT 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 CRT 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 CRT were generally maintained in the second year of the studies.

The ALTAIR study was conducted in Japanese patients with treatment naive wet AMD, showing
similar outcomes to the VIEW studies using 3 initial monthly Eylea 2 mg injections, followed by one
injection after a further 2 months, and then continued with a treat-and-extend regimen with variable
treatment intervals (2-week or 4-week adjustments) up to a maximum 16 week interval according to
pre-specified criteria. At week 52, there were mean decreases in central retinal thickness (CRT) on
OCT of -134.4 and —126.1 microns for the 2-week adjustment group and the 4-week adjustment group,
respectively. The proportion of patients without fluid on OCT at week 52 was 68.3% and 69.1% in the
2- and 4-week adjustment groups, respectively.

Macular oedema secondary to CRVO and BRVO

In CRVO and BRVO, 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, increased vascular permeability, retinal
oedema, and neovascularisation complications.

In patients treated with 6 consecutive monthly injections of Eylea 2mg, there was a consistent, rapid
and robust morphologic response (as measured by improvements in mean CRT) observed. At week 24,
the reduction in CRT was statistically superior versus control in all three studies (COPERNICUS in
CRVO: -457 vs. -145 microns; GALILEO in CRVO: -449 vs. -169 microns; VIBRANT in BRVO: -
280 vs. -128 microns). This decrease from baseline in CRT was maintained to the end of each study,
week 100 in COPERNICUS, week 76 in GALILEO, and week 52 in VIBRANT.

Diabetic macular oedema

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

In patients treated with Eylea, the majority of whom were classified as having Type Il diabetes, a rapid
and robust response in morphology (CRT, DRSS level) was observed.

In the VIVID®ME and the VISTAPME studies, a statistically significant greater mean decrease in CRT
from baseline to week 52 was observed in patients treated with Eylea than with the laser control, -
192.4 and -183.1 microns for the 2Q8 Eylea groups and -66.2 and -73.3 microns for the control
groups, respectively. At week 100 the decrease was maintained with -195.8 and -191.1 microns for the
2Q8 Eylea groups and -85.7 and -83.9 microns for the control groups, in the VIVID®™F and
VISTAPYE studies, respectively.

A > 2 step improvement in DRSS was assessed in a pre-specified manner in VIVIDPME and
VISTAPME, The DRSS score was gradable in 73.7% of the patients in VIVID®™ and 98.3% of the
patients in VISTAPME, At week 52, 27.7% and 29.1% of the Eylea 2Q8 groups, and 7.5% and 14.3%
of the control groups experienced a >2 step improvement in the DRSS. At week 100, the respective
percentages were 32.6% and 37.1% of the Eylea 2Q8 groups and 8.2% and 15.6% of the control
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groups.
Myopic choroidal neovascularisation

Myopic choroidal neovascularisation (myopic CNV) is a frequent cause of vision loss in adults with
pathologic myopia. It develops as a wound healing mechanism consequent to Bruch’s membrane
ruptures and represents the most vision-threatening event in pathologic myopia.

In patients treated with Eylea in the MYRROR study (one injection given at start of therapy, with
additional injections given in case of disease persistence or recurrence), CRT decreased soon after
treatment initiation favouring Eylea at week 24 (-79 microns and -4 microns for the Eylea 2 mg
treatment group and the control group, respectively), which was maintained through week 48. In
addition, the mean CNV lesion size decreased.

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 (VIEW1 and VIEW?2) with a. total of

2,412 patients treated and evaluable for efficacy (1,817 with Eylea). Patient ages ranged from 49 to
99 years with a mean of 76 years. In these 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. 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).

In the second year of the studies, patients continued to receive the initially randomised dosage 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, i.e. losing fewer than 15 letters of visual acuity at week 52 from baseline.

In the VIEWL study, at week 52, 95.1% of patients in the Eylea 2Q8 group maintained vision
compared to 94.4% patients in the ranibizumab 0.5Q4 group. In the VIEW?2 study, at week 52, 95.6%
of patients in the Eylea 2Q8 group maintained vision compared to 94.4% patients in the ranibizumab
0.5Q4 group. In both studies Eylea 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 Table 2 and Figure 1 below.
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Table 2: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the
VIEW1 and VIEW?2 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 = 595)
Week 52 Week 96 Week 52 Week 96

Mean num_ber of injections 6 112 123 165

from baseline

Mean number of injections 42 47

from Week 52 to 96 ' '

Proportion of patients with

< 15 letters loss from 95.33%" 92.42% 94.42%® 91.60%

baseline (PPS™)

Difference® 0.9% 0.8%

(95% CI)” (-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)® (-1.87,1.23) (-1.98, 1.49)

(95% CI)

Proportion of patients with

> 15 letters gain from 30.97% 33.44% 32.44% 31.60%

baseline

Difference® -1.5% 1.8%

(95% CI)” (-6.8,38) (-35,71)

A BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

LS: Least square means derived from ANCOVA

PPS: Per Protocol Set

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 PPS

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

Confidence interval (CI) calculated by normal approximation

After treatment initiation with three monthly doses

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

B)

€)

D
E)
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Figure 1. Mean Change in Visual Acuity
from Baseline to Week 96 for the Combined
Data from the Viewl and View?2 Studies
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In combined data analysis of VIEW1 and VIEW?2 Eylea demonstrated clinically meaningful changes
from baseline in pre-specified secondary efficacy endpoint National Eye Institute Visual Function
Questionnaire (NEI VFQ-25) without clinically meaningful differences to ranibizumab. 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).

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

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.

ALTAIR is a multicentre, randomised, open-label study in 247 Japanese patients with treatment naive
wet AMD, designed to assess the efficacy and safety of Eylea following two different adjustment
intervals (2-weeks and 4-weeks) of a treat-and-extend dosing regimen.

All patients received monthly doses of Eylea 2 mg for 3 months, followed by one injection after a
further 2 month interval. At week 16, patients were randomised 1:1 into two treatment groups: 1)
Eylea treat-and-extend with 2-week adjustments and 2) Eylea treat-and-extend with 4-week
adjustments. Extension or shortening of the treatment interval was decided based on visual and/or
anatomic criteria defined by protocol with a maximum treatment interval of 16 weeks for both groups.

The primary efficacy endpoint was mean change in BCVA from baseline to week 52. The secondary

efficacy endpoints were the proportion of patients who did not lose >15 letters and the proportion of
patients who gained at least 15 letters of BCVA from baseline to week 52.
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At week 52, patients in the treat-and-extend arm with 2-week adjustments gained a mean of 9.0 letters
from baseline as compared to 8.4 letters for those in the 4-week adjustment group [LS mean difference
in letters (95% Cl): -0.4 (-3.8,3.0), ANCOVA]. The proportion of patients who did not lose >15 letters
in the two treatment arms was similar (96.7% in the 2-week and 95.9% in the 4-week adjustment
groups). The proportion of patients who gained >15 letters at week 52 was 32.5% in the 2-week
adjustment group and 30.9% in the 4-week adjustment group. The proportion of patients who extended
their treatment interval to 12 weeks and beyond was 42.3% in the 2-week adjustment group and 49.6
% in the 4-week adjustment group. Furthermore, in the 4-week adjustment group 40.7% of patients
were extended to 16 week intervals. At the last visit prior to week 52, 56.7% and 57.8% of patients in
the 2-week and 4-week adjustment groups, respectively had their next injection scheduled at an
interval of 12 weeks or more. Ocular and systemic safety profiles were similar to the safety observed
in the pivotal studies VIEW1 and VIEW?2.

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 (COPERNICUS and
GALILEO) with a total of 358 patients treated and evaluable for efficacy (217 with Eylea). Patient
ages ranged from 22 to 89 years with a mean of 64 years. 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. 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 consecutive 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. From this timepoint all patients were treated if pre-
specified criteria were met.

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. A secondary efficacy variable was change in
visual acuity at week 24 compared to baseline.

The difference between treatment groups was statistically significant in favour of Eylea in both
studies. The maximal improvement in visual acuity was achieved at month 3 with subsequent
stabilisation of visual acuity and CRT until month 6. The statistically significant difference was
maintained through week 52.

Detailed results from the analysis of both studies are shown in Table 3 and Figure 2 below.
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Table 3:  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
Eylea | Control | Eylea | Control® | Eylea® |Control 5P| Eylea | Control | Eylea Eylea® | Control®
2mg Q4 2mg (N =73) 2mg (N=73) [2mgQ4 2mg Co_ntrol 2mg
(N=114) [ (N=73) |(N=114) (N=114) (N=103) | (N=68) | (N =103) (N =68) (N =103)| (N =68)
f;rt‘t’g’gg:i?] ‘;Ior:ﬁ“bea”st:"v; 211215 56% 12% 55% 30% 49.1% 23.3% 60% 22% 60% 2% | 57.3% 29.4%
Weighted difference”&) 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
(95% Cl) (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 p < 0.0001 p = 0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
mfigufgil%eé?§§¥§|ce)t{li 17.3 40 16.2 38 13.0 15 18.0 33 16.9 338 13.7 6.2
score from baseline (SD) (12.8) (18.0) (17.4) (17.1) (17.7) (17.7) (12.2) (14.1) (14.8) (18.1) (17.8) (17.7)
Difference in LS mean™©PF) 21.7 12.7 11.8 14.7 13.2 7.6
(95% Cl) (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

Z 2

Difference is Eylea 2 mg Q4 weeks minus control
Difference and confidence interval (Cl) 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

LOCF: Last Observation Carried Forward
SD: Standard deviation
LS: Least square means derived from ANCOVA

D

N

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.

P 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.
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© 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.
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Figure 2:
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In GALILEO, 86.4% (n=89) of the Eylea group and 79.4% (n=54) of the sham group had perfused
CRVO at baseline. At week 24, this was 91.8% (n=89) in the Eylea group and 85.5% (n=47) in the
sham group. These proportions were maintained at week 76, with 84.3% (n=75) in the Eylea group
and 84.0% (n=42) in the sham group.
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In COPERNICUS, 67.5% (n = 77) of the Eylea group and 68.5% (h = 50) of the sham group had
perfused CRVO at baseline. At week 24, this was 87.4% (n = 90) in the Eylea group and 58.6% (n =
34) in the sham group. These proportions were maintained at week 100 with 76.8 % (n = 76) in the
Eylea group and 78% (n = 39) in the sham group. Patients in the sham group were eligible to receive
Eylea from week 24.

The beneficial effect of Eylea treatment on visual function was similar in the baseline subgroups of
perfused and non-perfused patients. Treatment effects in other evaluable subgroups (e.g. age, gender,
race, baseline visual acuity, CRVO duration) in each study were in general consistent with the results
in the overall populations.

In combined data analysis of GALILEO and COPERNICUS, 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).

Macular oedema secondary to BRVO

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, active-
controlled study in patients with macular oedema secondary to BRVO (VIBRANT) which included
Hemi-Retinal Vein Occlusion. A total of 181 patients were treated and evaluable for efficacy (91 with
Eylea). Patient ages ranged from 42 to 94 years with a mean of 65 years. In the BRVO study,
approximately 58% (53/91) of the patients randomised to treatment with Eylea were 65 years of age or
older, and approximately 23% (21/91) were 75 years of age or older. In the study, patients were
randomly assigned in a 1:1 ratio to either 2 mg Eylea administered every 8 weeks following 6 initial
monthly injections or laser photocoagulation administered at baseline (laser control group). Patients in
the laser control group could receive additional laser photocoagulation (called ‘rescue laser treatment’)
beginning at week 12 with a minimum interval of 12 weeks. Based on pre-specified criteria, patients in
the laser group could receive rescue treatment with Eylea 2mg from week 24, administered every 4
weeks for 3 months followed by every 8 weeks.

In the VIBRANT study, the primary efficacy endpoint was the proportion of patients who gained at
least 15 letters in BCVA at week 24 compared to baseline and the Eylea group was superior to laser
control.

A secondary efficacy endpoint was change in visual acuity at week 24 compared to baseline, which
was statistically significant in favour of Eylea in the VIBRANT study. The course of visual
improvement was rapid and peaked at 3 months with maintenance of the effect until month 12.

In the laser group 67 patients received rescue treatment with Eylea beginning at week 24 (Active
Control/ Eylea 2mg group), which resulted in improvement of visual acuity by about 5 letters from
week 24 to 52.

Detailed results from the analysis of the VIBRANT study are shown in Table 4 and Figure 3 below.
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Table 4:

Efficacy outcomes at week 24 and week 52 (Full Analysis Set with LOCF) in VIBRANT

study
Efficacy Outcomes VIBRANT
24 Weeks 52 Weeks
Eylea 2mg Q4 Active Control Eylea 2mg Q8 Active Control
(N =91) (laser) (N =91)” (IasgzlEglea
(N = 90) g
(N =90)
Proportion of patients 52.7% 26.7% 57.1% 41.1%
with >15 letters gain
from Baseline (%)
Weighted Difference ~® 26.6% 16.2%
0,
(%) (2.0, 30.5)
0 13.0,40.1
(95% CI) ( ) 6=0.0296
p-value p=0.0003
Mean change in BCVA 17.0 6.9 17.1 12.2 (11.9)
as measured by ETDRS (12.9) (13.1)
letter score from (11.9)
Baseline (SD)
Difference in LS mean 105 5.2
AC)
(7.1, 14.0) (1.7,8.7)
0,
(95% CI) 0<0.0001 p=0.0035"
p-value
A Difference is Eylea 2 mg Q4 weeks minus Laser Control
B)  Difference and 95% Cl are calculated using Mantel-Haenszel weighting scheme adjusted for region (North America
) vs. Japan) and baseline BCVA category (> 20/200 and < 20/200)
C

LS mean difference and 95% CI based on an ANCOVA model with treatment group, baseline BCVA category

(> 20/200 and < 20/200) and region (North America vs. Japan) as fixed effects, and baseline BCVA as covariate.

D)

E)

From week 24 on the treatment interval in the Eylea treatment group was extended for all subjects from 4 weeks to 8
weeks through week 48.
Beginning at week 24 subjects in the Laser Group could receive rescue treatment with Eylea, if they met at least one

pre-specified eligibility criterion. At total of 67 subjects in this group received Eylea rescue treatment. The fixed
regimen for Eylea rescue was three times Eylea 2mg every 4 weeks followed by injections every 8 weeks.

M Nominal p-value
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Figure 3: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to Week 52
in VIBRANT Study

. 20 VIBRANT
= +17.0
§ +17.1
I
© 15 I
a 1
< : O +12.2
£ g 10 I
He +6.9
EU i
U 5 |
< I
(1%}
] I
= I
0 L L L L ' ' 'l ' L 'l 'l 1
4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
—A— Eylea2mg —(0)— Laser Control Group

At baseline, the proportion of perfused patients in the Eylea and laser groups was 60% and 68%,
respectively. At week 24 these proportions were 80% and 67%, respectively. In the Eylea group the
proportion of perfused patients was maintained through week 52. In the laser group, where patients
were eligible for rescue treatment with Eylea from week 24, the proportion of perfused patients
increased to 78% by week 52.

Diabetic macular oedema

The safety and efficacy of Eylea were assessed in two randomised, multi-centre, double-masked,
active-controlled studies in patients with DME (VIVIDPME and VISTAPY). A total of 862 patients
were treated and evaluable for efficacy, 576 with Eylea. Patient ages ranged from 23 to 87 years with a
mean of 63 years. In the DME 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. The majority of patients in both studies had Type Il diabetes.

In both studies, 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 control group
could receive Eylea.

In both studies, the primary efficacy endpoint was the mean change from baseline in BCVA at week
52 and both Eylea 2Q8 and Eylea 2Q4 groups demonstrated statistical significance and were superior
to the control group. This benefit was maintained through week 100.

Detailed results from the analysis of the VIVIDP™® and VISTAPE studies are shown in Table 5 and
Figure 4 below.
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Table 5: Efficacy outcomes at week 52 and week 100 (Full Analysis Set with LOCF) in VIVID®ME and VISTAPYE studies
Efficacy VIVIDPME VISTAPME
Outcomes
52 Weeks 100 Weeks 52 Weeks 100 Weeks
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
Control Control Control Control
2mg Q8” 2 mg Q4 2mg Q8” 2mg Q4 2mgQ8” 2 mg Q4 2mgQ8” 2 mg Q4
(laser) (laser) (laser) (laser)
(N = 135) (N = 136) (N = 135) (N=136) (N = 151) (N = 154) (N = 151) (N=154)
(N =132) (N =132) (N = 154) (N = 154)
Mean change in
BCVA as
measured by
E 10.7 105 1.2 9.4 11.4 0.7 10.7 125 0.2 11.1 115 0.9
ETDRS ~ letter
score from
Baseline
Differencein LS
mean BCE 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
6.3,11.8 6.5,12.0 5.2,11.3 7.6,13.8 7.7,13.2 9.4,15.0 7.0,13.3 7.1,14.2
R ) |« ) ( ) |« ) ( )|« ) ( ) |« )
Proportion of
patients with > 15
letters gain from 33% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
Baseline
Adjusted
Difference °CE 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
(97.5% CI) (13.5,34.9) | (12.6,33.9) (8.0,29.9) (14.8, 37.5) (13.5,33.1) (24.1,44.4) (9.6, 30.6) (15.1, 36.6)
. 0

A After treatment initiation with 5 monthly injections
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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 M1 and/or CVA as a factor for VISTAPVE,

© Difference is Eylea group minus active control (laser) group
P Difference with confidence interval (Cl) and statistical test is calculated using Mantel-Haenszel weighting scheme adjusted by region (Europe/Australia vs. Japan) for VIVID®™E and medical
history of MI or CVA for VISTAPME
E BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward
LS: Least square means derived from ANCOVA
Cl: Confidence interval
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Figure 4: Mean Change in BCVA as Measured by ETDRS Letter Score from Baseline to
Week 100 in VIVID®™E and VISTA®ME Studies
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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 VIVID®ME and VISTAPYE 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 were similar to those seen in patients
who were VEGF inhibitor naive.

Patients with bilateral disease were eligible to receive anti-VEGF treatment in their fellow eye if
assessed necessary by the physician. In the VISTAPME study, 217 (70.7%) of Eylea patients received
bilateral Eylea injections until week100; in the VIVIDPME study, 97 (35.8%) of Eylea patients received
a different anti-VEGF treatment in their fellow eye.

An independent comparative trial (DRCR.net Protocol T) utilised a dosing regimen based on strict
OCT and vision re-treatment criteria. In the aflibercept treatment group (n = 224) at week 52, this
treatment regimen resulted in patients receiving a mean of 9.2 injections, which is similar to the
administered number of doses in the Eylea 2Q8 group in VIVID®Eand VISTAPME while overall
efficacy of the aflibercept treatment group in Protocol T was comparable to the Eylea 2Q8 group in
VIVID®ME and VISTAPME, A 13.3 mean letter gain with 42% of patients gaining at least 15 letters in
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vision from baseline was observed in Protocol T. Ocular and systemic safety profiles (including
ATESs) were similar to VIVIDPME and VISTAPE,

Myopic choroidal neovascularisation

The safety and efficacy of Eylea were assessed in a randomised, multi-centre, double-masked, sham-
controlled study in treatment-naive, Asian patients with myopic CNV. A total of 121 patients were
treated and evaluable for efficacy (90 with Eylea). Patient ages ranged from 27 to 83 years with a
mean of 58 years. In the myopic CNV study, approximately 36% (33/91) of the patients randomised to
treatment with Eylea were 65 years of age or older, and approximately 10% (9/91) were 75 years of
age or older.

Patients were randomly assigned in a 3:1 ratio to receive either 2 mg Eylea intravitreally or sham
injections administered once at study start with additional injections given monthly in case of disease
persistence or recurrence until week 24, when the primary endpoint was assessed. At week 24, patients
initially randomised to sham were eligible to receive the first dose of Eylea. Following this, patients in
both groups continued to be eligible for additional injections in case of disease persistence or
recurrence.

The difference between treatment groups was statistically significant in favour of Eylea for the
primary endpoint (change in BCVA) and confirmatory secondary efficacy endpoint (proportion of
patients who gained 15 letters in BCVA) at week 24 compared to baseline. Differences for both
endpoints were maintained through week 48.

Detailed results from the analysis of the MYRROR study are shown in Table 6 and Figure 5 below.

Table 6: Efficacy outcomes at week 24 (primary analysis) and week 48 in MYRROR study
(Full Analysis Set with LOCF™)
Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/
(N =90) (N=31) (N =90) Eylea 2mg
(N =31)
Mean change in BCVA ® as measured by 121 -2.0 135 3.9
ETDRS letter score from baseline (SD) & (8.3) 9.7) (8.8) (14.3)
Difference in LS mean “P® 14.1 9.5
(95% ClI) (10.8, 17.4) (5.4,13.7)
Proportion of patients with >15 letters gain
. 38.9% 9.7% 50.0% 29.0%
from baseline
Weighted difference 2P 29.2% 21.0%
(95% CI) (14.4, 44.0) (1.9, 40.1)

A LOCF: Last Observation Carried Forward

®  BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

SD: Standard Deviation

LS mean: Least square means derived from ANCOVA model

Cl: Confidence Interval

LS mean difference and 95% CI based on an ANCOVA model with treatment group and country (country
designations) as fixed effects, and baseline BCV A as covariant.

Difference and 95% CI are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for country
(country designations)
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Figure 5: Mean Change from Baseline to Week 48 in Visual Acuity by Treatment Group for the
MYRROR Study (Full Analysis Set, LOCF)
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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, BRVO, DME and myopic CNV
populations (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 wet AMD patients with frequent sampling, maximum
plasma concentrations of free aflibercept (systemic Crsx) 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.
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In pharmacokinetic sub-studies in patients with CRVO, BRVO, DME or myopic CNV mean C., of
free aflibercept in plasma were similar with values in the range of 0.03 to 0.05 microgram/ml and
individual values not exceeding 0.14 microgram/ml. Thereafter, plasma concentrations of free
aflibercept declined to values below or close to the lower limit of quantitation generally within one
week; undetectable concentrations were reached before the next administration after 4 weeks in all
patients.

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 VIEW?2 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, in patients with DME in the
VIVID®ME study, and in patients with myopic CNV in the MYRROR 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 C..x 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 C..x 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 C,.x 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.
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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

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

Prior to usage, the unopened vial of Eylea may be stored 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 | 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 in one eye 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 ¥z inch injection needle should be used.
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Instructions for use of vial:

1. Remove the plastic cap and disinfect the outer part of
the rubber stopper of the vial.

2. Attach the 18 G, 5-micron filter needle supplied in the
carton to a 1-ml sterile, Luer-lock syringe. ,
N \j : l

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.
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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 onto the Luer-lock syringe tip. ,

8.  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.

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

) ) expelling air bubbles
Dosing Line and excess drug
for 0.05 ml

I

Flat
Plunger
Edge

\ Solution after
—

|

|

ey A

-

10. The vial is for single use only. Extraction of multiple doses from a single vial may increase the risk
of contamination and subsequent infection.
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Bayer AG

51368 Leverkusen
Germany
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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

Date of latest renewal: 13 July 2017

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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523 B T4 FFHE Dtreat-and-extendBE D BE DR SJIL, X—RA T A4 L L0 84ALFHM LT
DIZKRE L, QBB OFIEE T V—T1F, XR—RA T4 > LY P T.OLTFHM LT, SCFITH

T DLSEIZEAE (95%IEHEX ) :-0.4(-3.8,3.0), ANCOVA]L5CFLL ERIAMET LTV 720
BEOEIGIX, 2BEMTHEEL L T, QERFREZ L —7796.7%., 4HMRFHE 7 v—7
T95.9%) 52 H T153CF LA L LI BE OB X 2B OFHEE 7 N—TFT32.5%TH Y |
AR OFEE 7 —T7"T309% Th - 70, HGMBEE 1280, LR U2 BF OFIE X, 28
DOFETN—TTR3%THY | 4HMOFRIE T V—T"T49.6% ThH -7z, HIZ, 4HEMEDOH
T N—T"T40.7% D EFE D G-RIFEZ 1600 £ TIEE L7z, S2HAT0 &M T, 28 &
OB OFRIE T V—7"T, ZNEN56. 7% V57.8% D EEDROEG- £ TORLMIEM, 12
BRI EThoTm, IBERNEHIZOWNWTOREME T 1 7 7 4 )UiE, VIEW 1348k & VIEW 23t
BRCBlE S e EFERL L T,
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CRVOIZ1F 5 BB FHE

CRVOIZff 5 BB E A k5 L L2 DL, SiiskdeR ., &\, > v L0
e BEEBR  (COPERNICUS }2 (RGALILEO) (ZBW\T, AHFIDZe4M: M O 0 2 554 L .
358 B (RAERG1321761) 2385 K OF 2 DR 252 ) 72, BE OFERIT2255% 0> 5 895
W¥J645% Tl o 72, CRVORBRIZIBWNN T, AFIBECIEIER TV 117 S B3 DFI52%
(112217%1) 265l b, F728918% (38/217) NTISELLETH -7-, FlBRIZBW T, &
FII3 20BN E TAERmgE 14 A Z & G5T 58 2Q4) XTI v AiERZI HZ &I
BG5S DR ZE ) M bz (WREE bEtellks) |

1y A Z & ofeh zEkienl s T 7% FrlCBE SN TV D R G REL G- LT BE O
WCARKNIO$E G- %217 > 7253, GALILEOD X FREETIXS2M H &£ TH & He & v v AEH OGN
Ttz GRHRBE—XIREE) o 520 H LARE I, FRNICEBUE Shi- iR 5 RE A 7o LT B
DETINAKFN OG- %25 1T 7=,

T RRER DA M O FEEFMIE B 1L, 241 B2 17 5BCVARR— AT A L L g L TI5 30T
DL ESGE LT-BEOEIS S U, £ 7-WRBROA LMD B REEME B 1%, 248 B I2B1T 5
—ATA LR NEILELE LT,

WTNORBRIZBWTH ., ZFOREMZED D ABI OG22 BB R Sz, #5375 A
BICHRDUBI IR KRICEL., T0#%65 HH £ THIMROCRTIXZE L=, AFIOREHIAE
BTS2 H £ CHERF S,

Wk BR O OF ST R OFEMZ . LT ORFIZRT,
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F3:24HE, 52, KOVT6/100 ¥ HIZH T 2 H MRS (COPERNICUS J% Of GALILEO 5-%%) (FAS. LOCF®)
M DR T COPERNICUS GALILEO
24 18 52 100 24 52 76
Control Eylea Control® Eylea Control ®F) | 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)
N2 T A U5 15T
D1 R U B OH A 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
ﬁ?fﬁ@@%#’j é?LE ’Eﬁ? 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
T2 OREMZE AP D (95% (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3, 42.6)
o))
p fiE p <0.0001 p =0.0006 p=0.0003 p <0.0001 p = 0.0004 p=0.0004
ETDRSOLF A 2 712
5N__;;i Vﬁ)ﬁ)(@i 4.0 17.3 3.8 16.2 1.5 13.0 3.3 18.0 38 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
BCVAOT-H 5L B (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)
LSEREH O RER 52 A C 21.7 12.7 11.8 14.7 13.2 7.6
D.E) (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 1 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070

N RERAZEIIAH] 2 mg Q4 BE— I REEL 95,
B BEMZEKOMEEXRE (CD 1T H (COPERNICUS Tidk[E vs & DOfiitilsi, GALILEO TIZ EUvs 77 /83 7 4 v 7)) BOW—R T A ZEBI1T 5 BCVA BT 2 Y — (>20/200 X

8=20/200) %J& & L. Cochran-Mantel-Haenszel (CMH) D 7% VW CHRH

© BCVA: fifEIER S

ETDRS: Bl bR I M RE P TR 5k
LOCF: ffBlsdmic X 2 Mizels

SD: V(R 7=

LS: ANCOVA (GE3#nHr) X v o/ R EY

D LS (/3R EEORERZE L OMEEKE (CD) 1%, #58, il (COPERNICUS : K[E vs. = Ok, GALILEO : EUvs. 77
AT 2 Y — (>20/200 8 <20/200) % EEDF L L= ANCOVA EF /LIS,

F) COPERNICUS #ABRICIV T, *HREEE 24~52 A HICAKIO PRN 5.4 4 AT L ICZIT B2 N TE R, KRIF4 BT L L,
B COPERNICUS #ERIZFVN T, RFHREE K ORAI 2mg BEIE 52~96 i HIZAAID PRN #8542 4 T L 102175 2 L3 C& 7z, 128 (Quarterly) T & OXRPia MHE T H0RMEITETT
4T EDORPEL AR TH o7,

9 GALILEO #RBRIZISUN T, 52~68 1 H ORFIT R HREE - A4 2mg BEL HITAAID PRN 52 8 T LITZITH 2 ENTE, 8 IEDRra vz L Lz,

15/56

XU T 4w 7) ROR—Z T A4 BCVA




COPERNICUS

201 ]
+17.3
2z - '
2 15 :
< , +13.0
T i
] 1
s 10 [ i
£ g fixed monthly 1 PRN with monthly
%E dosing | monitoring intervals
Z s :
U [
5 : +1.5
= 0 L L B 1 1 1.1
1
_ X -4.0
-50 4 312162‘03142832364[}44435256606468?2?682&5889296100
Weeks
GALILEO

20r
£
g 15
< +13.7
-]
Z_
3: £ 10 fixed monthly
‘s £ dosing
g= +6.2
ﬁ 5
c
g

n i Il Il

Weeks

——i—— EYLEA 2 mg ——@—— Control Group

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

2: 76/100 i H 23T DIEWBER DOX—2 T A 92D O S22 k& (COPERNICUS &
O GALILEO #8%)  (FAS)

GALILEOFBRIZ BT, R— R T A VEFDIEE MAICRVOERFE DEIE 13, AHKIEET86.4% (89
Bl . v DEETT9.4% (5441) Th o7z, 24 B Tl AFIBETI8% (89%1]) . v L
FET85.5% (471)) T -7~ FEEIMILEIXT6HE H £ THERF 1. AFIRET84.3% (7561) .
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v LRET84.0% (4268]) TH 7=,

COPERNICUSEERIZI N T, _X—R T A VIFOIEEMBICRVORBH OEFIGIL, AAIRET
67.5% (7761) . ¥ % LEET68.5% (50f) T -o7=, 248 H Tl AAIRET87.4% (9061) |
T ARETS8.6% (3445]) Th o 70, FEMEMCRAEIX 1003 B F CHERF Zdu, AAFIRETT76.8% (76
) . ¥ LARETTIS% (39f)) Thoto, vv AREOEF T4 B UK, AFFEGHAE L
776

N R T A CREMAL & IR M & O BF IR ORI I\ T ATEHEREIC /4~ D AAl
HOFRAMITLED Lo 1o, FRlBRICET DRHMIATRER &Y 7 7 v—7 (4, MRl A
Tl f\~z74’ NG YN CRVOODP%%E;@FEJ) OFEFTRERIT, BREIC I 2 TR & B
gﬁz L/t_o

GALILEO K ()COPERNICUSHRER O OF St 7 — 2 Tlk, FRIZER SN H 2 MEDORIKTY
FHfIE H T & HNEI VFQ-251238 W\ T, AFNZ K 5= T A Al0 & ORRIKRIIC

R ENTZ, TNHELEORE X, T TICAEIN T HRERER & R T, BCVA
BT D 153CF MR T 55D ThH o7z,

BRVOIZ1¥ 5 A1 ZHE

PAHEPEARPAZEE (HRVO) % & 1eBRVOIZHE ) HBLFIEERHT 2 x4 & L= BIEAL, £
MR ALE, CEMERL. EIREEER (VIBRANT) 2B\ T, KEIODL M M O itk & 3
i L7z, &5 K OE IO %25 10 72 B 1X1816]  (AANIRE1T91641]) Tho7=, BED
FEIBIT4255%7° D94k, 65 Tdh > 7-o BRVORER TlE, AFIBEICEMEL BN S- B
DFI58% (53/9161) 65l by 23% (21/9141) 2375l ETH - 72, ARBRIZEBW T,
B 10FIG TARAR2mgZ 4 Z L 6[RIE 5%, AH2mg4 8l Z & 1259 2 B X E~
— AT A URFICHEBE L — Y —RE T A R 5T AR (L — W —IBWREE) (CEEAISHIY T
BTz, L— RO RF X, 1218 B o BINEEOEEE L — — ke (L—%—
DVAF2—ipK) 2% 752 ENTE, HEMRETDR EBRERE SN, VAT 2
—EEICAE LA, 24 A NG, AFR2mga 4 Z L 3E, ZD%IE8HE I L IciRE &
iz,

KRB OFRNMED FEFAMIE H (X, 24 BBV T, BCVALFE TR—Z T4 1515
WFELL EOWRITSEEN SN EBEOEE TH Y 24 H OFRIEIL L — P —IBERE L i
L CARAKIE G CEEEEZ R LT,

AR O HZNEDBIRGEAGTE B 13243 H BT 2BCVALFEDR— AT A b DEAL
BTHH, L—%— %fﬁé:ttéi L CAANE GREDOF G e R Sz, 7=, 1D
WEITRE T, &E3» ABICRKIZEL., &EIX12y H £ TR SN,

L= —JRIRBED67HI232480 A IZ b A% = —ipR & L TAARmgk 545 ) #H17)1324~52
HEIZRBWTSFLL RUEE LT,

VIBRANTRRER G R OFEM 2, LT DOXFRIZRT,
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7 4 : VIBRANT FABRICH51T 2 24 3 H O 52 3 B oA EDR5 R (FAS, LOCF)

ERMEORER VIBRANT
24 52 ¥
Eylea 2mg Q4 Active Control Eylea 2mg Q8 Active Control
(N=91) (laser) (N = 91)» (laser)/Eylea
(N = 90) 2mg®
(N =90)
R—ZAF5 405 15 52.7% 26.7% 57.1% 41.1%
SCFLL EEEA L 72 B
B OEIE (%)
S . ,B) %
EZ»H%HF&%?B 26.6% 16.2%
(%) (2.0, 30.5)
(95% CD (13.0, 40.1) p=0.0296
p i p=0.0003
ETDRS A #£IZ & 170 6.9 17.1 12.2 (11.9)
DRN=ATA NG ’ (12.9) (13.1)
® BCVA ¥ b & (11.9)
(FEHER 22)
/N RO 10.5 5.2
e ZE AC (7.1, 14.0) (1.7, 8.7
(95% CI) p<0.0001 p=0.0035F
p &
A) FERAZEIL, AFIP 5B — < BEEE (L—F—F) |
B) FERIZE L OB (CD % #ilk Bk vs BAR) BRUOWR—R T 4 IZBIF5BCVAL T I —
(>20/200 T8=20/200) %)= & L. Cochran-Mantel-Haenszel (CMH) D E A% FWCHEH
o LS (B/h3R) FHMEOREMZER EEXE (CD 1. &5/, #il dek vs BAR) RO—

A5 A4 VBCVAAT A — (>20200% T <20200) ZEEZEL L, X—R2F 1 BCVA%Y

L L7ZANCOVAE T /L HES L,

D) AHIBEEREOWERE TIT, 4B B FETHH T L IcHE L, Z0%48HE £ T8H T LIS LT,
E) L—P—IREHEOWHRE T, 4B BV AF 2 —HEICABE LSS, AFIERG T 52 LN
T&7, L—F RO FH6THIN24B EIZ L A% o —1BE A ST 7=, BEDO A - BAETIER

A2mgZ 48 = L \Z3[E G- L, EO®KIE8E Z LTk b L,

B 4 H LopfE
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VIBRANT

20 ~
2 +17.0
g +17.1
I
© 15 I
a |
< : O +12.2
£ g 10 I
52 +6.9
§ &
U 5 |
< I
(18}
o] I
= I
0 L L 'l L ' ' 'l 'l 'l 'l 'l L 1
4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
—A— EyleaZmg —()— Laser Control Group

3: VIBRANT 5BRIZ351F % 52 it H o ETDRS ) FRIZ KL 5 X—R T A > 725 0> BCVA %8
b=

R—=RA T A VIR 5 ABIE 5RO —— IO JEE A EE OBIG X ZEh
60% M 168% TdH > 7=, 241 H TlIZNLI80% K% 167% T - 1=, AAFZGEEDHRE TIX
523 H F CIEBIMIRREZHERF L7224 END DL AF 2 — A E L2 HED L —F —
TBRBEOBE B W T, FEERIMBEE OFIAIT52H H £ TIZ78% (N L7,

DME/&##

DMERBE Z x5 & L2 oD BIEL(, SZhaakdtE, — i, oo st (VIVIDPME
K OVISTAPME) (26T, ARFIO LR R O M2 5540 L7z, 35 & O 2o FEm %
AT T2 BBE 862051 T, STOBIDBAFIBE G RETEI VO (T b, BE OFRIT23~87, 163
% Cdh o7z, DMERERClX, AAIBEICH/EL R S B8 OK47% (268/57611) 73655
PLE. 9% (52/57651) H375mLA ECoh o7z, WatBRo BEH O RZEII2RBERE T > 72,
HERBRICBNT, BEIILLTFO3SOHEGHEC] - 1 1O TEEZIZE 1T 6z,
DAAKRmgZ 15 A Z LIz kesmEE L, ZO%II8H T L iz#& 5 (Eylea2Q8)
D)ARFKI2mgE4 T L 12#E (Eylea 2Q4)

3)EEBE L — W — HERE I 2 S (3K HRAE)

2438 H LARR I, AR GRETBINERO KM A B LIS, L — —FIRR ItV L
— IR AT o T2, ARREHTBNINAIR O FEMEICE VAR 5 21T - 72,

HWEO EEFHMIE B X, S2BEBIZBIT D REBIERITOR—AF 4 o nbOE{bfEE L,
2Q4 K ORQ8REII R AL & LE N THREFFEMIICHE TH V , BEEPEN R ST, AF%MEIX100
B HE CHEFFS LT,

VIVIDPME K ONISTAPMED FEAM 72 AT ik B 2 LA F O F IR,
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# 5 VIVID™E J Ot VISTAMESRBRIZ 51T % 52 K TN 100 3 H OFZNHERE R (LOCF 1512 X D« e RO fHT x5 4E )

A O R VIVIDDME VISTADME
52 100 52 18 100
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
2mg Q84 [2mgQ4 Control [2mgQ84 2 mg Q4 Control 2mgQ84 [2mgQ4 Control [2mgQ84 2 mg Q4 Control
(N=135) | (N=136) | (laser) |(N=135) [(N=136) (laser) (N=151) | N=154) | (laser) (N=151) | (N=154) | (laser)
(N=132) (N=132) (N =154 (N=154)

ETDRSE i /1%
k=27
A4 ¥ b D107 10.5 1.2 9.4 11.4 0.7 10.7 12.5 0.2 11.1 11.5 0.9
BCVA F¥%2: 4k
B
B/ RO
BERH 3 BOE 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
(97.5% CI (6.3,11.8) | (6.5,12.0) (52,11.3) | (7.6,13.8) (7.7,13.2) | (9.4, 15.0) (7.0,13.3) | (7.1,14.2)
WA T A2
5 15 CFLL R
L 7= B o 33% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
e
HAOAEHEME
D,C,E 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
(97.5% CI) (13.5, 34.9) | (12.6, 33.9) (8.0,29.9) | (14.8,37.5) (13.5,33.1) | (24.1, 44.4) (9.6,30.6) | (15.1,36.6)
A BAIOSENTARM Z L o5
B) N—RF A VBCVAR a7 % 8%, BEHAZERE LIZANCOVAET /M S /b ZHR P KR OCL, & 512, VIVIDPMET IHllg (BRIN/A—Z ~Z Y

Tvs. HA) ZERE LT, EVISTAPMETIROLAFEZE LY (UL MEZEFOBEEREZER E L TET MIEDT,
o RERIZEIR, AR SR —xIRRE (L——Fp)
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D)

E)

VIVIDPMEGiI it (BRM/A— A2 R Z U Tvs. AAR) gL LT, F£7VISTAPMET L OMBAEZE X I3 2A T O BEFEE % 8 & L C Cochran-Mantel-Haenszel? o> 5
B HONCTHE L REZELE, Z0C,

BCVA : S fHIER )

ETDRS : # RIS IEAE B 5 AR

LOCF : Last Observation Carried Forward (Fx#&5 — # |2 X A 4fi58)
LS : ANCOVA (GEopiant) \2X 0 G ok ¥y

CI : {5 X[
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&
|
s
=
o

o

(letters)

(¥y]

Mean Change in Visual Acuity

+11.5
+11.1

Mean Change in Visual Acuity

Weeks

—l—Eylea 2mg Q8 weeks —a—Eylea 2mg Q4 weeks
—@— Active Control (laser)

4: 10038 HiZ31F 5 ETDRS A RIZ K D=2 T A )25 @ BOVA )2 L& (VIVIDME
B O VISTAMESKER)  (FAS)

KB L OV kB DO OFA AT I T 5. & CORHMEAIRE 7R B DY 7 7 v — TRt
(45l MERI, ANFE, _X—2ZF A > OHbAlc, —A T A DS, HFLIVEGFDHITER 2 L)

1. EHEERTELNTE R M — L1,

VIVIDPME K INWISTAPMERRER |2 35U T, ZALE 4136 (9%) K TN97 (43%) B3 HLVEGFDHIA

WA 2T TRY ., AAIBGBLAE T3 AL EOREM 2515 7=, HIVEGFORITEH %

AT - BB BT B EHI T RE AR A S E D W T 7 — FIEM RS Rl HIVEGFDRNEE 2#5% 17

TWRWEFE & FRIBEORE RN R STz,

FERIAS AR & W L7- 356, MIRICIEEX R E R DB A AT 5 BEIXHIVEGFDIEE 2%

iTAHZ & & L7z, VISTAPMEERERIZEBUN T, 1008 H £ TARAIRET217 (70.7%) Fl75 il iR 5-
%31 F, VIVIDPMERER 23T, AFIBETIT (35.8%) BIATRBRGRIRIZHIDOHFIVEGFDIE
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Ay -

N7 U7z ik itikBh (DRCR.net Protocol T) Tld. B 72OCT K ORI X 5 Fk 5-HLvE
WCHESSEBEG L A URHWSL N, S2BEOT 7 U ~)Lbt 7 MERGEE (224%1) (2B T,
BEIIARL Y A N K D8 5% 19215 1, VIVIDPME K INWVISTAPMERER T D AFI2Q8 %
B L FREOBERE L 72D . F7-Protocol TTOT 7 1V ~Lt 7 NEEREORBRARNE
ILVIVIDPME Jz TRVISTAPMEE R D AAK2Q84% 5-8F & [F1% & 72 > 7=, Protocol TTIEN—RA T A
VB ISLF LA ORI OUGER T 5V T242% O BH TEHI13 3L FOUENRD Hiviz,
RE R OLeMET a7 7 A4V (ATEZETe) [LVIVIDPMERL TNVISTAPMEEER L [Fk CTH

277,

PMIZF517 SCNVEE

HIBR 22T TN T U7 AOPMIZE T ACNVEE x5 & LI EA4n, Sl dtlE

THEHOER, v AT REBRIZ IV T RFIOZ MR OFEIIERI G S e, 121610

BENAIEOF 2521 72 ORI 5139001) . & OFEIT27% 0 5 835k, 585 T
o 7=, PMIZHEIT HCNVRERIZ I T, AHIREL EW%%DHTémt E DHI36% (33/91
Bl) A6smELl b, F728910% (9/9141) 2375 LA ECTH 7=,

e AE $ﬁmg®@%%%ﬁ&5?éﬁﬂiykbﬁﬁ%mﬁﬁﬁéﬁ;31@%AT
B ) BTz, RO F TN AN GE . EEFHMEE A %:*ﬁn#f%)%L H*
TIX, 1 A Z L 1EIOBENES 25105 2 &ﬁf%ﬂwmﬁﬁﬂ%/kAﬁﬁﬁ VRS ED)
SN HBEIIARK G ZBRGT D5 ENTE T, 0%, RO £ fdiﬁ%é‘ﬁi%k iz
B, MEE ICEBNRG 2252 ENTET,

T OREMZENS, R—=AT A Ll U248 B TEEFMEE A (BCVAOLE(LE) K OH
NMEDREFRIREHEE H (BCVASLTFIL TR— 2T A B 15307, EORATSEER I 5
N FBE OEIE) [TV TARAIRE CREGH 22 EBIMES R S 7e, MREmE B (2360 2 st
HEAIT48HH £ CHERF S v 7=,

MYRRORRER DFENTHRE R OFEMZ . UL TOXRFIZRT,

# 6 : MYRROR FABRIC 51T 2 24 1 B (F2Effbr) MM 48  H oFAZMEDRER (LOCF 1412
% R OEHTHRIGAE P )

Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/ Eylea
(IN=90) N=31) (N=90) 2mg (N =31)
ETDRSIZ L 5 X—XZ
255 OBCVA PO 12.1 2.0 13.5 3.9
P2 (SD)P) (8.3) 9.7 (8.8) (14.3)
LS DRER3£0.D, 14.1 9.5
B (95% CI) (10.8, 17.4) (5.4,13.7)
NR—=2F A 0NBH153L
FLLESI L2 B35 o 38.9% 9.7% 50.0% 29.0%
#E(%)

23156




T} x FERHZEDP 29.2% 21.0%
(95% CI) (14.4, 44.0) (1.9,40.1)

A LOCF: FféBlEfiic X o H5eik

B BCVA: &ISFEIEIR S
ETDRS: BRI REIE F R AR
SD: 1R &

O LS 3¥): ANCOVA (FLorom#n) 12X v b/

D CL: {ZHH X[

LS (/b3 FHMEOBEMZER O CLIZ, #58., B (HiEE) ZEEDRE L. X—2 71 BCVA &4 m L
L 7= ANCOVA EF /M HSL,

BT ZER N 95%IEEXME (CD 1X (Efsx) %M & L, Cochran-Mantel-Haenszel (CMH) %7€ % AV CTHEH,

15 MYRROR
: +13.5

2
= 4121
< 10 '
[} 1
2 :
> :
gl | 1
=B 5 |
52 ! +3.9
= |
S 12 16 20 24 32 36 40 44 4
% 0[ 1 L L * ¢ Il L Il '] J
] —y O v/ 28
= . %20

.- - Weeks

——EYLEA 2mg ~——@— Control Group

5: MYRROR FBR (21T D AT GHED =T A )6 48 B £ TOHRI DO EA &
(LOCF £ K % = e RO RIS

/INRAE ]
BN ESR S (EMA) 1%, BHAIAMD. CRVO. BRVO, DMEK O'PMIZEIT HCNVICEIT
B/ NRERAY N DWW T, ARFNT 63 5 Bt R o H 2 bk LT,

52 FEMEhREFRRE
AENL, W TER~NEERG T2 L1280 IRICBWTRIMIIERT %,
W 53 A

77Vt ML RIS, IR DIBRICRIN S TEFTERICBITL., 28
PBRERIM T CIXFICVEGE L A LI RNEMETRE LI-EAIRE LTHZE S D, NRM
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VEGF L fE &N A[REZR DI THFEERL T 7 U ~tv 7 b OATH D,

YEHRERBROY 7 2 %5 ¢ (66]) ICB W CIKRE A2 SEEERR Lz & 2 A, IR T —
Ut 7 b O ETRE (28 Cre) (FEL< | 2mgZ i F AN 5% B2 630
H OFEIEI3£90.02pg/mL (0~0.054pg/mL) CTh-o7-, FEHAHMBZICIE, FEALED
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5. HEBEEAORRME

5.1 HI R

AN PHA - IRBA i A S

ATC=— F : SOILAO5

77 Vbt ML B FVEGFZ FR R OROMIfEst B A A ik % & R lgGl OFciEikiz
e LI e - A8 Th D,

77 VLt M, BRI TCTF vy A =— X LA Z—FIHE (CHO) KI
HRNTEASN S,
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T 7V NI T a4 ZREE LTER L, AROZAEERL Y & EWEFET
VEGF-A L PIGFIZFEA T 5, T OfER. 25 BT 5 VEGF BIRDHRE & L OV AL % [
DI LBRTE D,

1ERBT

ME N EEEFER7-A (VEGF-A) M OVR#ERC R K7 (PIGF) 1%, M #ERTVEGFY 7 X
V—=DA L N—=TohV , WNEMOMEGE, Ebrk, mEERMEAMET, VEGRIIN ML
i F12 % AVEGFR-1 X O'EGFR-22 L \\\92 SDOSZEERF oL FF—E 50 L CIHH)
4%, VEGFR-1 1 fEK FIZ B FF(E L. PIGF 132 ®VEGFR-1 I[ZDOA55479 %, VEGF-A
2L D T D OZFBOERIZRIEMEAIC X 0 SR 72 8 Bkl E EiR O TLER £ U5,
PIGFIXZ 9 L7= 7' v A D2 TVEGF-AIZAEFAICIER L, A MEROIRE & O AE DO RAE
PRETHZENMBNTVD,

D SNk VUL S

BHIZAMD

BB AMDI IR 22 IR M BT 42 (CNV) 2R E 35, CNV B D IR & OB HHK O
IRHNC L0 | R IE-CREN T & ORI 235 & = S D AREER B Y | T DFER,
WALz L= 57,

ANz Be b Uiz BE Tk (A 1B E#EE3EIOFERN N HBRMA L, Z0%iZ2 s A Z &2l 5) |
B 5-BAAAEAZ IS OREBREIE[CRT]Z2NEA L, CNVIRZEME O EEMENME T Lz, Zud, 7
= EX~705mgD H1E#E G TH LT RER E—FH LT,

VIEWIRRBRIZEBW T, KT HMiERE (OCT) THIE L7-CRTIZHDNA LT ORAIR %
A ZEomgk 5RO T =B X~ 715 A Z & 0.5mgfk 5HED 5238 H OCRT O Y0800 i1
ENEI, 130K D129 7 Thote) o F-, VIEW2RERTH ., 52 HIZOCT CHIE
L7ZCRTIZHA NN (RKFR S A ZE2mgR 5L N T = XA~ 7 145 A Z & 0.5mgk
HREOCRTO I AMEIL, £ Ed, -149K 1392 7 n v Th-o72) . CNVIRE EHE &
O\CRTOWRTRRERE B 2B W T h MR S vz,

— LR S TWRWBHHRIAMD H AR N BFE CTALTAIRGRER 2 9205 L 7=, few# D3 » H
IIAK2mg % 8 H B 5%, 020 A%ZIZH1REE- Lz, ZO®%ITFEINIHE LI X
DL 2R S U< IR Z &I B ERIBR A T L, ek CLEM OMEFHEE 21T 9 ltreat and
extend] LU AL EITH I LICK Y, VIEW 1RRER & R OER G Oz, 52 B T, 2
T SO T4 R o e 5-RiRg 7 v — 71281 2 OCTHIEIC K 5 EHCRT DR 232 240,
-134.4K 12612 7 1 v Thotz, 528 BIZE I 2O0CTHIE TR OB D L/ 0 EE
DEEIE, 2 M T4 R O G-/ 7 v — 7 TENZ 6835 169.1% T - 7=,

CRVO K UBRVO (Z1E 5 B HFFZNE

CRVO X O'BRVO Tl I &K L CVEGFA i &4, M NEGHRD 2 A4 FY v
7 a VRAREEERY  HEMEEI NS, VEGFOENNC XV | i iEe R o fies
MR B D TUE, MR N O S B A A PHEE £,

1y A Z&DOARF2mgD 5% @fgiolnl =z i 7= BE 2B W T, — B L T2 B o
f 7 ReF IR A S CEEICRTOSGEIC LV HE) AT, 248 BICH
I AHCRTIL, 3iBRE TRV TRIFRRE & bhlie U CARAIREDSHE R A B 2
Z R L7z (CRVOHEE Z %4 & L 72 COPERNICUSEER TIEF AL EN-45T K =145 7 1
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>, GALILEO#E% Cl1-449 K% 1692 7 v >, BRVOHRFE x4 & L 7= VIBRANT#ER Tl
280K X128 7 1 Tho72) o« TOCRTDR—RA T A LD DHEANE, COPERNICUS
Bk, GALILEO#ER, VIBRANTHERIZE T 2N ENORERE T 010008, 761, 523 H
F THEFF ST,

DME
DMEZ, HERPHABEIS &> TAET, HHE T 2E U 5 A @itk o 7T & OB
BOHRBIZE > THEBST 5N D,

KB 2RBERIFEE CTH > AR G- %22 1= BFE BT, — & L CAEH o2
SRR AR S (CRT. DRSSOfHE) NEHZE SN,

VIVID-PME - VISTA-PMEGLER | Z 35\ N C, L—H —F5REL i L CS2l B ISR 1T 5 X—R 7
A B OCRTO VL EIL, AFIRECHGHICHE BRI B A B, AFI2Q8% H-1E T
TNEN-1924K -183.1X 7 vy, L—HF—FEHTENEN-662KLTN-733I 70 Th
7=, F£7-. VIVID-PME  VISTA-PMEEER D 10038 H 21T 5 B EIIAFRQSK 5 /HETEN
Z-195.8 % 091.13 a my, RRBECENEN-85. 7K TN-83.9 7 b THEFF S iz,

VIVID-PME  VISTA-PMEZAER (235U C, DRSSDO2EBMELL EDO s FE I >\ CEHANCHE Sz
J71E TRl 1T > 72, DRSS A =2 7%, VIVID-PMERER CT1373.7%. VISTA-PMEFER CT1398.3%
DBE N ATRETH > 7=, 5200 BTV T, DRSSH2EEPELL ik L - BE DEIS1T.
AHR2Q8F GHE TENEN2T. T U29.1%, R TENZENTSENRI43%TH -7, 1000
HIZB W T, AARQSEZ G TENEN32.6 . V37.1%, #REETENZNS 2K 5.6%T
ol

PM{Z#17 B3CNV

FEHTARIC B DRGNS (PMIZEIT HCNV) 1, IR HROR A EE 2BV TR

NEREG &R ?‘Eiﬁﬁlﬂkiﬁoﬂ\é PMIZEIFACNVIZT L 7 oWz X Al

IR T ORER L LTRIEL, FIERICB W TR bENEENTHERLE RS> TN D,

AHN %P5 LI-MYRROR#ER (EHHI A2 WIE8 5%, REROFH UIBREI B bl
AITBINEEE21T9) 1I2BWT, B 5% DCRTOZEA EIIAKIE 5HED 2400 B CUEN I 5

m (AHR2mgfk GREN O IRBECENEN-TIR -4 7 o) | 48 H £ CTHifE L 7=,

S HIZ, CNVIRZEEEDOEEE BT L7,

BRI Zh I M OVZE 4k

227 AMD

BHEIAMDIEE % k5 & LT2 oD EAEA{L, Zhaak A, — ik, FZ3c R (VIEW
1 X OWVIEW 2) 1[Z8BWT, ARAIOLREMER OEIMEEZTAR L, 2,412 6§ ORAIE51%1,817
B) OBEIEE LAMEEZ T LTz, B OFEIL495%0° H995% ., FHT6i Th o7, =
NHDORBRICIBWN T, AAIRECEMEAE D T Sz BB DK89% (1,616/1,81741) 7365k
PLET, £72863% (1,139/1,81761) MN75mLL ETH -7, %:i% IBWT, BEIIUTO
4950 ) HLWTNOADOFEREZL 10 1 1OFS TEELITE T b,

1) AF2mgZ 15 A Z L CHEF3EIE G L, ZO%IEI8H = L icks (KA 2Q8)
2) AFD2mgZ 4l Z LTk E  (AA 204)

3) AH0.5mgZ 4l = L&k E (KA 0.5Q4)

4) J=EAX<vT705mgh 4l T LicHE (T = X<70.504).
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FUBR2AE B Tl BAEII5 ] S e & RGP IR I 4 SHE A BORE 23T 7273,
P G-I AL S ORI AR RE R > HRIM L CTER L, ZO5E ., G HRILIEHR%E
MGt EEOHEIZ LV RRTI2ZEM & Lz,

WP ORBRICEB W TS AWE o B E B 1XPPSEE M (JRBR 3256 511 B ERT RS
LN W TS2E BICR 2R L QOB OEG L L, 22T fffﬁjjm&% s
NR—=RA T A NSO IE T NRISLFRFEOLHE & L,

AR 2 MERR LT B 0%
T =B X< T70.5Q48E TlH94.4% ThH > 7=,

VIEW1#BE Tlix, 28 B
jj‘ L/\

1%, AFNRQ8EETIS.1% Tdh - 72D

VIEW2iRER Cld, 52 BRI 2 #ERE U 72 B3 OEIG I IAARQ8HETI5.6% T > 7= DIZxf
L. 7= X< 705Q4ETl394.4% Th o7z, L7 -> T, WaBRIZIB W TAFIR GO
T =B X< 70.5Q4 Rk 2 IELME K OERIR B[R ZE 23R S 7=,

R BR O OF-E AT A R O FEM 2 |
F2:02HA (EZMAT) K96 HHIC

PP OXRFRITRT,
B AE5MEOHE ; VIEWT KON VIEW2 RER D

PraT—s"
BRMEORER AHl 2Q8D Ranibizumab 0.5Q4
(AF2mg 15 A Z & (7= X~<70.5mg
HR3E, 2 O%SIE T &) 4T L)
(N =607) (N =595)
523 963#) 5234 963
NR— 2T A B O 5% 7.6 11.2 12.3 16.5
P F R (5218 B 2259638 H ) 4.2 4.7
R—=A T A IE DR T RIS TF RGO BE 95.33%B) 92.42% 94.42%B) 91.60%
DEIE(PPSY)
FERI 220 0.9% 0.8%
(95% CI)® (-1.7,3.5)P (-2.3,3.8)P
ETDRS LF A A TIZEAR—AT A4 b D 8.40 7.62 8.74 7.89
BCVAND 85784 B
LSV DOREMZE(ETDRS 40 (95% CI)P) -0.32 -0.25
(-1.87,1.23) (-1.98, 1.49)
NR—=AT A P15 FL R hkE L= 30.97% 33.44% 32.44% 31.60%
BEOHE
FE 720 -1.5% 1.8%
(95% CI)® (-6.8, 3.8) (-3.5,7.1)
A) BCVA : Ik Ei%EIEALT)
ETDRS : $E Ry NEE Eﬂ;ﬁif*fﬁ“iitﬂiﬁ
LS : ANCOVA (L8t 2L v &b i/ Z5FH)

PPS : JRBR SE i mE S ﬁﬂﬁéﬁél
B) 52 HIZ
SEER (FAS) RO

BT HHED %fﬁ&ﬁ U 720 OEIG O, PPSTHENT, TV LIS OFENT T4 TRRMENT T
HEFH A 2 7 4L (LOCF) Z4EA,

B FERZEIAFB G -7 = e XA~ 7 CHI, EOMEICR256. ARIOEMITREND,
D) IERT Iz TR L 75X R (C)

) B (1 A Z 21, ‘ﬁfmlﬁl&‘“i‘?) %

F) FHEXMO TRIER-10% 2B 2 2856, AAIOT7 = A~ 71T LR EZRL TN D,
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Mean Change in Visual Acuity
(letters)
w
T
g
4

0 B 1 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 L 1 1 L 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*

BJ1: _XR—=R2F A0 b 96 H £ TOHRIOYEHELE ;
VIEW1 & VIEW2 o fFe5 —#

VIEW 1} O\VIEW2iBR DO 45— Z fifthr Tl FRNCHE LA oBIRGHETE R T6H
2 K EESZARFE I ERT D25 B 2 B 72 H HEFEREIZ DWW T D7 4 — K (NEIVFQ-25) IZ
BWT, KFNC L DRX—RT A MED L ORI HE B RENP RIS, T=EAYT LD
M, BRMOICERRZZTBO R -T2, TNHOELEOKRE S, TTIZARIN
TV DB R L R T, REBIERIBCVANIBIT D 15T T 5 b DO TH-
776

B2 HIZRBW T, ARMEIT6HE H O i A& R & THRERMERF S 4L, 2~4%DEE THEA &
ENRMETHY, 35D1I0ORETIIV 2 b1 A Z L 0oBRERNLETH ST,

MEABRIZ ISV T 2R GHE THECONVIR A I O 03780 b7z,

B BR N O R ER O PFE AT IC BT 5. BT Ot alGE/R BRI D Y7 7 v — T AT B
(FEfin, MERI, ANFE, X—A T4 O], IWEOHE, MAEOKZ I/ L) 1, EFHLK
TELNTRERE LT,

BHAAMDZ —E S 1B SN 2 & DR\ 2474 D A AR NEBE 2B W TEM S 72 ALTAIR
RERIE, ZhiskdkFE., EEAL, A—T 0 T VLR TH D, 2EHEOKRS MR QR L4
WED) 12X V%425 Ttreatand extend] L2 A 2 HAWT, A & 22220 L=,

B COREITEHAARA2mga3 H AMFE 5%, £02 AZICH1EEREG Sz, 160 HIZHE
FIXLLT O T N—7121 : WEES I3 vz, 1) 28 O A Hltreat and extend L 37 A >
T—"7" 2) 4RO AFHtreat and extend L P A v ZL—TF e 5 RIRR OEE-LEME L, W
TN—7LHI6MERRKE LT, 782 ha—/LZEHRZRSNTOWAREH LR (L) fiFH
FHHIEIZ I SO TIRE STz,

HEIMEIC féz%#ﬁ@ﬁi S2BICBITDHR—2F A IS DBCVADO L ETH - T,

R e ﬁ%&ﬁ@ﬁi\ﬂﬁa IBWT, R—RF A &l L T153CRL R
ﬁﬁﬁ?bfwﬁm%%@%@m&@9ﬁ<k%wiﬁ@ﬁﬁﬁﬁébfw5%%®%éf
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ol

523 B T4 [ HE Dtreat-and-extendFE D FBE ORI IL, X—RA T4 L LV 84LTFHEIML 7=
DIZxt L,y 2BMOFE 7 NV—T1F, XR—RAT A > LY EHTO.OLTHEM LT, [LFITH

T BLSEHZEAL (95%1EHEX M) :-0.4(-3.8,3.0), ANCOVAJI5 L F LA BRI 2ME T LT
BEOFEIGIT, 2B THEE L TWe,  QERFRE 7 Vv —7"T96.7%. 4HEFRE 7 V—7
T95.9%) 521 H C153CFLL Bk L= BE OFIGIL 2B O 7 v —7T325% TH Y |
ATEE OFIEE 77— T7"T30.9% CTh > 7, HERIFRA 12U FIER L7 BEOFIE1X, 208 M
DT N—T"T423%TH Y, 4EROFRHIE 7 /1—7"T49.6% Th -7z, HiT, 4HMOH
BT N—TT40.7%DBAEDPEG MM Z 1608 £ THER L7c, S2BATO AL T, 208 K&
V4B OFEE 7 V— 7T, ZNEI56.7K% U57.8% D BEHEDORDE G £ TORE M@, 12
B ETH Tz, IREDEHIZOWTORENET 1T 7 A ViE, VIEW 1R & VIEW 23
BRcBlst s iz et L T,
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CRVOIZ ¥ 5 BHZNE

CRVOIZf 9 B IERE 2 k5 L L2 > DEEL, SRR, —FilEk, v A%
3t EEER (COPERNICUS K O'GALILEO) 23\ T, ARE| D% M K O 28 % -
35841 (A G1X217H1) 235K OH I EDOFHE % 5 1) 7=, BE DFERBIT225 0> 5 895 .
EHJ645% T o 72, CRVORBRIZI T, AFIBRIZIEIELE D (1T S BE DKI52%
(112/217%1) 72365mi Ll B, F72518% (38/217) MN75mLl ETH -7,

FRBRIZBW T, A3 20EE TAARNgZ 1y A Z L1528 (2Q4) Ty v &
HEFZ1H A Z IR G5T 2RHCEESICE 0 AT b e (RS bEteRlRE) |

15 A Z & ofh ZEg6n 5 T 7= 1% FRlBE STV 5 i G272 LT B D &
WCARBIDE G- 54T > 7273, GALILEOD X HERECTIX52# H £ THI &t X & v AEHOE G
1Tl GRHBEE-XIIRED) o 520 B DAL, FANCHE S - B G E ML - LT B
DETHNAFN OB G %2521,

T RAER DA 20 D EEEFEMIE B X, 243 B 2317 DBCVARR— R T A > L g LTS T
PlbEdEL-RBEOEIS L LT,

F - HRER O G IEDEIREHBTE B (X, 24 B IZBIF 2 _X—A2A T4 b DR ITELE L L
7=,

WTNORBRIZIBNT S, ORI ZED D AFI O FR BN~ Sz, #5375 A
BICHRNEEFI TR KRICE L., TD%65 A B £ THAKLOCCRTIZZLE L=, AFIOKEHIA
BTS2 E £ TR SN,

WERER D PR FAT R R OFEM Z . LT DIRRITR T,
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F3:24E ., 528, KUVT6/100 # HIZI1T 2 A 2R R

(COPERNICUS % U GALILEO k)

(FAS, LOCF?)

HMEDHE T COPERNICUS GALILEO
24 18 52 100 24 52 76
Control Eylea Control® Eylea Control ®F) | 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)
N=RT A UNBR 15
TP bt L B 0% 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
/El\
LA ‘FE%‘?;Z?‘?OO 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
élgﬁ@ﬁﬁ@ﬁ% wE(95% (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0,42.7) (13.3, 42.6)
I
p it p <0.0001 p = 0.0006 p=0.0003 p <0.0001 p=0.0004 p=0.0004
ETDRSOXF A a7z k
5NE;§; ‘/75\660) 4.0 17.3 3.8 16.2 1.5 13.0 3.3 18.0 38 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
BCVACTEE (5 (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)
LSPEH DRERE A C 21.7 12.7 11.8 14.7 13.2 7.6
D.B) (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)
pfE p <0.0001 p <0.0001 p<0.0001 p <0.0001 p <0.0001 p=0.0070

A)
B)

<)

D)

E)
F)

G)

RERZ2I3AA] 2 mg Q4 BE— X HREE L 975,
RERMIZE R OMEHEIXRE (CD) 1% #I (COPERNICUS TITK[E vs Z DOffittisi, GALILEO TIXEUvs 7T NY 7 4 v 7)) FHOIR—RAF A IZEITF5H BCVA #T 2 U — (>20/200 K TN=20/200) /@& L.
Cochran-Mantel-Haenszel (CMH) HID&E A% VW THE L

BCVA: fifif&IEMR /)

ETDRS: i R i5ie e 1A e sk i
LOCF: fofélZfElc L D ffiseik

SD: 1R

LS: ANCOVA (G5 #otr) Ik v b=/ "R

LS (R/h3%) “FEIEOREE 2L OMEHEXE (CD 1%, #5548, H#ilk (COPERNICUS : K[EH vs. ZOffitllk, GALILEO : EUvs. 77 « NV 7 4 v 7)) ROWR—RAF A4 BCVA A7 2V — (>20200 LT <

20/200) % [EEZNE L Lz ANCOVA EF/MIzHS<,

COPERNICUS #ERICH W T, ML 24~52 B B ICAKIO PRN 5% 4 T LI%IT 5 2 En Tz, K4 BI L L LT,
COPERNICUS FRERIZ I T, kf B B ORI 2mg BEIE 52~96 18 HICAA O PRN 5.4 4 Z L2525 2 L3 T& 7z, 1238 (Quarterly) Z & OREEAMAH L T2 0NLEITIG U T4 I L ORBEH FRETH -

7

GALILEO #RBRIZI\N T, 52~68 il H ORI BEE - AFH 2mg BE L HITARAIO PRN #H %2 8l L1022 2 L3 T&, 8l T L kP a mHE Lz,
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COPERNICUS

20

2

E 15

< +13.0
m

8

=% 10

£5

335

5

= 5

(W]

| =

§ +1.5
= 0

0 4 8 12152‘33:42832364[}44435256606463?2?532&6889296100
Weeks

GALILEO

20

15
+13.7

10

+6.2

Mean Change in Visual Acuity
(letters)

_5 -
0o 4 8 12 162(!2:423323643444352566(:6463?2?6
Weeks
—— EYLEA 2mg ——@—— Control Group

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

2: 76/100 3 H (2B DIBIRBER DOR—2 T A s b DT )2 kR (COPERNICUS &
O GALILEO #8%)  (FAS)
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GALILEORBRIZIB T, RN—2 T 1 VO IEEMACRVOERE DOEIGIL, Kﬁ#f%4%
(89%1]) . v LEETT9.4% (54f)) Th-o7-, 24# H TiE, AFIEETIL.8% (89f1).
Aﬁ?%ﬁ%(ﬁ%)T%oko#@m%%ﬁ%ﬁﬁifﬁﬁéﬂ\ﬁﬂﬁf%ﬁ%(%
). v LEET84.0% (426) Tdh o7z,

COPERNICUSERERIZ IV T, N—R T A VEFEOIEE MBCRVOEE OEIG L, AFIEET
67.5% (7761 . > ¥ LBET68.5% (50%1) TH -7z, 24 H Tlid, AAIFET87.4% (9041) .
¥y LEETH8.6% (34f) Th o7-, FEMIMIRAEIL1008 B F CHERF S, AHFIFET76.8%
(766) . > ¥ LBETT8Y% (39]) Tho7-, v LEEDOEEIT24H B LK, AFIKE & w]
E L7,

N—R T A CHEMA L IEEIM Y & O BESER ORI W T A RHEEE IS5 2 AR #
HOHFERMIIEDL Lo Tz, £RBRICB T MR RE7e Y 7 7 v—7" (i, MR, A
%\N—X?4Vﬁﬁ\aw0®%%%%)@%m%%m\é%ﬂmxﬁé%ﬁ%%kwm
— L7,

GALILEO X ()COPERNICUSFRER O OF St — # Tlid, FRIZER SN H 2 MEORIKTY
FHTE B Td HNEI VFQ-25128 W\ T, AFNZ K D= T A Ml b OERRCH B A
bR ENTZ, THOBLEBEOKRE ST, T TICARE SN TV HRERRSE L [FE T, BCVA
BT D ISCFHENMCKIST 5 b D ThHh -7,

BRVOIZ1¥ 5 A7 ZHE

%@ﬁﬁ%%%%ﬁ(m&@)%a@mwogﬁﬁﬁﬁéﬁ$%%ﬁ%kLtﬂW%m
MaRk LR, EMEHT, FEHETHEER (VIBRANT) (28T, Kﬁ@iéé&@ﬁﬂi%&
ﬁbtoﬁﬁﬁvﬁ%i@%ﬁ%%itf%ﬂm@(ﬁﬁ&%imm)f%oto B D
FEENT4A2m% 0 D94R% . 65 Tdh o 72, BRVORBR Tl. AFIREICEIEA BN Sz B
DHI58% (53/9141]) A365m% LA L, B%(ﬂmﬁDﬁﬁﬁ%if%oto$ﬁ$K%WT\
BEITL  10EIE TAARMmg & 48 Z Lol 5% . AF2mgk 8 = &5TéﬁXiN
— AT A VRIS L — Y — AT 2 & 5T A8 (L—Y— %%ﬁ) THEVEZZEI D T
Sivlz, L—W—{REEED B X, 12i8 H 2> HIBINAR O HEBE L — Y —tkE lﬁ(v—%~
DLV AF 2 —{¥) #2152 kﬂf% BEMRIIDR< E b REME SN, LAF=
—HEIZEELTZGE. 24BN AF2mgZ 4l Z L1238, ZO%IF8E T L IckE S
i,

KB OFRNMEDO FEFHIE B (X, 248 BBV T, BCVALFE TR—AT 1 115
FL EOHNGENALNIZBEOEIETH Y 24 B OFEIEIL L — P — 185 & ik
L CARAIB G T2 R LT,

AR DA ZYMEO IR EEARTE H 132248 B (281 2BCVASLFELDR— R T A b DAL,
BETHY ., L—V—J5 L i U CRAR GO EH A R EEE N RSN, $72. 85
WEITABET, HE3» ABICRKNICEL., tGEIX12y A F TR SN,

L— W —{RERED6THI 24 HIZ L A ¥ o —{hE & U TARARmg 525217, #17/71324~52
I EIZHB W TSR Rl LT,
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VIBRANTRRER G R OFEM 2. LT DOXFRIZRT,

# 4 : VIBRANT BABRICH51T 2 24 3 H O 52 3 H o EDRE R (FAS, LOCF)

HaEORER VIBRANT
24 52 ¥
Eylea 2mg Q4 Active Control Eylea 2mg Q8 Active Control
(N=91) (laser) (N = 91)» (laser)/Eylea
(N = 90) 2mg®
(N =90)
R—=ZF A b 15 52.7% 26.7% 57.1% 41.1%
SCFLL EEEA L 72 B
B OEIA (%)
o ¢ B %
i?ﬂf’a@ﬁ}ﬁf‘%%? 926.6% 16.2%
(%) (2.0, 30.5)
(95% CI) (13.0, 40.1) p=0.0296
p & p=0.0003
ETDRS # h#ic & 170 6.9 17.1 12.2 (11.9)
DR—ATA UMD ’ (12.9) (13.1)
® BCVA ¥ b & (11.9)
(FEHER 22)
/N RS D 10.5 5.2
BER3E AO (7.1, 14.0) (1.7,8.7)
(95% CI) p<0.0001 p=0.0035F
p &
A) eI, AREERE— SRS (L—Y—F) |
B) FERIZE L OB (CD % #ilk Bk vs BAR) BRUOWR—R T 4 IZBIF5BCVAL T I —
(>20/200 1*=20/200) %) & L. Cochran-Mantel-Haenszel (CMH) %D 8 %% W CHH
© LS (B/h3R) FHEOREMZER EEXE (CD 1E. &5/, il dk vs BAR) RO—

24 BCVALT 2 Y — (>20200% T <20/200) ZEEREL L, N—RAF A1 BCVAZ L
L L7ZANCOVAE T /LT HDL,
D) AFNBEHREOWBRE TIX, 4B EFTHET LT E L, ZO%48EB £ T8l T &z 5 LT,

B L —F—IBEREOWERE Tl 24BRICV A% 2 —RIEICEH LZ5E.

ZS

Flakb4 o LR

T&7, L——{REROFH6THIN24BEIZ LV AX o —iREEZ =, HEOHE - HAETIEAR
Al2mgZ 4l = 223G L, £ O®RIT8E T LIk E L,

b 4 H EopfE

46 /56




VIBRANT

20 ~
2
§ +17.1
= 15
2
< H O +12.2
§§10
o2
c
2
] 5
c
I
]
E 0 L L 'l L ' ' 'l 'l L L 'l L 1
4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
—A— EyleaZmg —()— Laser Control Group

3: VIBRANT 5BRIZ351F % 52 i H o ETDRS ) RIZ KL 5 X—A T A > 725 0> BCVA %8
fb&

R—=2 T A VIFIZEBT D ARG O L — Y —IREREOIEE MR EBFT OEIGIZTENEh
60% M 168% TdH > 7=, 241 H TIlIZNTI80% % 1V67% T - 1=, AAIFKGEEDHRE TIX
5200 B £ CIEEMARAE A HERF L7224 B b D L A% 2 — A B L ZBED L —F —
TBRBEOBE B VT, FERIMBEE OFIEIT528 H £ TIZ78% (8N L=,

DME/&##

DMERBE Z x5 & L2 oD BIEL(, ShaakdtE, —Efc, oo st (VIVIDPME
K OWVISTAPME) (26T, ARFIO LR R O M2 5540 L7z, 35 KO 2o FEm %
AT T2 BB IT862051 T STOBIDBAFIBE G RETEI D (T b, BE OFRIT23~87, 163
% Cdr o7z, DMERERTIX, ARAIBEICH/EZL R S B8 OK47% (268/57611) 73655
PLE. 9% (52/576651) M375mLA ECoh o7z, WatBRo BEH O RZENI2RBE R T > 72,
HERBRICBNT, BEIILLTO3DOHEGHEC] - 1 1O TEEZIZE Y 1T 6z,
DAAKRmMgZ 15 A Z Ll kesmE S L, ZO%II8H L iz#& 5 (Eylea 2Q8)
D)ARFKI2mgE4 L I12#E (Eylea 2Q4)

3)ERBE L — Y — S EREIN A4 i (SEFE kT HEAE)

2438 H LAKR I, AR GRETBINERO KM A B LS, L — —FIRR I L
— IR AT o 7o, ARREHTBNINAIR O EMEICE VAR 52T - 72,

HWMEO EEFHRE B X, S2BEBICBIT D REBIERITOR—RAF 4 onbOE{bfEE L,
2Q4 K% URQSHEII R HERE & b X TG FMICAEE TH O . EEIEI R ST, KA
10038 H £ CHERF S 17,
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VIVIDPME K ONISTAPME D FEAM 72 fEAT ik B 2 LA F O F R,

# 5 VIVID™ R Ot VISTAME SKBRIC 351 5 562 KON 100 38 H A0 EAE R (LOCF 1 X% - S ROt et G4 )

B hMEOREF VIVIDDME VISTADME
52 i 100 4 52 1 100 4
Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active Eylea Eylea Active
2mg Q84 [2mg Q4 Control [2 mg Q84 |2 mg Q4 Control [2mgQ84 [2mgQ4 Control [2 mg Q84 |2 mg Q4 Control
(N =135) (N =136) (laser) (N=135) |(N=136) (laser) (N =151) (N =154) (laser) (N=151) | (N=154) (laser)
(N =132 (N =132 (N = 154) (N = 154)
ETDRSEfR /15|
EoR AT 9.4 11.4 0.7 1.1 1.5 0.9
75 » BCVA 10.7 10.5 1.2 . . . 10.7 12.5 0.2 . . .
A h
/N R DRt
B2 B.C.E 9.1 9.3 8.2 10.7 10.45 12.19 10.1 10.6
(97.5% CI) (6.3,11.8) | (6.5,12.0) (5:2,11.3) | (7.6,13.8) (7.7,13.2) | (9.4, 15.0) (7.0,133) | (7.1,14.2)
N—ATA D
15 SCFLL EHEIN | 339% 32% 9% 31.1% 38.2% 12.1% 31% 42% 8% 33.1% 38.3% 13.0%
L 7o B o EIS
AT & B A
DCE ’ 24% 23% 19.0% 26.1% 23% 34% 20.1% 25.8%
(97.5% CI) (13.5, 34.9) | (12.6, 33.9) (8.0,29.9) | (14.8,37.5) (13.5, 33.1) | (24.1, 44.4) (9.6,30.6) | (15.1,36.6)
A BAIOSENFAEE Z L D5
B) N—RA T A VBCVAA T 24258 HERA2 TR L L7ZANCOVAT T /S F/h “TEH K OCL, S 5 IZVIVIDPMEGII it (RIN/4—2% 5 Y Tvs. AAR) ZERE L
T, FEFVISTAPMETILOFFIZE R OV (IE) e ORBEEREA K & L TET VIZE DI,
o FEM 22 AR B 58 — < PR (L—W %)
D) VIVIDPMECx sk (BRMN/A—A N F U 7vs. HAR) ZJ@& LT, F72VISTAPMETIIOAFRZE X34~ OREEE % J & L CCochran-Mantel-Haenszel % 0O 8 7 & FIVNCHAHE L 7=

B L . £ 0OCL

BCVA : k@i IERL )
ETDRS : 45 /R Ipi HENAE 75 ia e sk
LOCEF : Last Observation Carried Forward (f¢#&7 —# 12 X A458) LS : ANCOVA (FL458054T) 1k v S/ Y CL: (FHEXM

E)
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< +11.5
o +11.1
i)
iy
c o
=
Lo
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C
[45]
()
s i +0.9
100

Weeks

—ll—Eylea 2mg Q8 weeks ——Eylea 2mg Q4 weeks
—@— Active Control (laser)

4: 10038 HiZ351F % ETDRS A KIC K X=X T A )25 @ BOVA )2 L& (VIVIDME
OV VISTAMESKER)  (FAS)

KRR K OB O OFEMATIC B T 5. 2T OB R REZ2 WD Y7 7 0 — T ik F
(EEHm, PERI, AR, X—ZF A L DHbAlc, X—RA T A D I1, HFIVEGFDEIER 2 )

1. EHEERTELNTE R MR — L1,

VIVIDPME J INVISTAPMEERER (2 35U\ T, 4124136 (9%) KL TM97 (43%) BIAHLVEGFDHIA

WA 2T TRY ., ARAIBGBLAE T3 AL EOREIM 257 7=, HIVEGFORITEH %

AT - BB SR BRI AT RE AR M E DY T T — TR RE %, HIVEGFDRIRR 2%

TWRWEFE & FRIEEORE R R STz,

FERIAS AR & HWT L7-356 . MIRICIEEX R E R DB E AT 5 BEIXHIVEGFDIGEE 2%
THZ L L LT-, VISTAPMEEER|ICI\ T, 1000 H £ TAFIFET217 (70.7%) FIH W IRE 5
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Z50F, VIVIDPMERERIZ I T, AFIFETIT (35.8%) BIIRERRIRIZAIDOHIVEGFDIR
WE 2T T2,

N7 U7z ikt ikBh (DRCR.net Protocol T) Tld. B 72OCT K ORI X 5 Fk 5-HLvE
WCESLEG LA UL, 2B OT 7 U~ bt 7 MEERE (22441) (2B T,

BFIIARL Y AN L D85 2149 2[RI1521F . VIVIDPME K IWVISTAPMEEER T D A A2Q84%
HREL RO EAI% L 720 . F£7-Protocol TTDT 7 V) ~ Lt 7 M&RERED MR 20
ILVIVIDPME Jz TRVISTAPMEE R D AAK2Q84% 5-8F &[R4 & 72 > 7=, Protocol TTIEN—R T A
B ISF LU ORI OUGEN T 5 IT242% D HBE TEHI 133 L FOLENRD b iz,
REOEEOLeMET a7 7 A4V (ATEZ S Tr) I[LVIVIDPMERL TNVISTAPMEEER L A4k CTH

<77,

PMIZ#5517 S5CNV /A

HIBR 22T T2 WnW T o7 ADOPMIZ iéCNV%%%‘:xT%%& L7z e, Zhaak3tE
THEMERT, v DUESREREREBR IV T, AR OREME L OEIERRE Sz, 121610
BEDHEINEOFM &2 ) 72 ORBIFE 5-1290%1) , fE %@Eﬁ“ F275% 0> 5835, IS8T
B o7, PMITH T HCNVERERIZ I T RAIREICIEAEZE 0 1T S 72 838 DKI36% (33/91
B M6sELl b F728910% (9/9161) MN75LL ETH -7z,

B IR, AFR2mgZ 1alE T ARNEEET 2R3 v 2 EF 2 1RG5 58623 . 1OEIE T

F AT DT, RO E T IXHBRA LN SGE, FEAHMATEE 25 5248 H £

TIE 1 AZEIRIOBNEE 22135 Z LN TE -, 24l AN U ¥ ABERITHI D 1T

ONTZEBEIIARRKEZBRIET D ENTE T, TO%, KEROFR ETIIFERMN A LN
&, MEEE ITENREEZ T HZ N TE T,

ZOREMENS, NR—RA T A Ll U248 H TEEFHEHE (BCVAOZELE) M OH
MO BEEEIREEHEE H (BCVASITFH TR—2 T A U5 15307 O 1N 7 5
NI B OFIE) [T W TARBIFE CHEGH BB VR S vz, WREME B2 a0
HEZAT48H B F CHEFF Sz,

MYRRORGRER DML R OFEM %2 . LT DOKFRIZRT,

# 6 : MYRROR FABRIC 51T 2 24 1 B (F2Ef#br) MM 48 1 H oA ZMEDRER (LOCF #4412
% B ROENTRGAER P )

Efficacy Outcomes MYRROR
24 Weeks 48 Weeks
Eylea 2mg Sham Eylea 2mg Sham/ Eylea
(N=90) N=31) (N =90) 2mg (N =31)
ETDRSIZ L 5 X—2F
P2 E(SD)P) (8.3) 9.7) (8.8) (14.3)
LS D RER3EC. D, 14.1 9.5
) (95% CI) (10.8,17.4) (5.4, 13.7)
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NR—=RAF A N 5153C

FLLEHM L7283 0 38.9% 9.7% 50.0% 29.0%
E|5 (%)

I X BEfH2EDD) 29.2% 21.0%

(95% CI) (14.4, 44.0) (1.9,40.1)

A LOCF: FféBlfiic X 2 H5eik

B BCVA: kG iR
ETDRS: BRI REIIE F R AR
SD: (R 2=

O LS ¥): ANCOVA (FLorom#n) 12X v &b/

D CL X

BLS (J/h3R) FEHMEORERIZE R O CLIZ, FE-#F, (EHfEE) ZEEDRE L, X—RF A BCVA & L& L
L 7= ANCOVA EF /M HSL,

BT ZER N 95%IEEXME (CD 11X (Efs&) % & L, Cochran-Mantel-Haenszel (CMH) #7E % AV CTHEH,

15— MYRIROR
: +13.5

B
=
L&)
< 10
m
a
>0
C w
= 5
2 +3.9
[ oy
[4%]
o 32 36 40 44 4
C 0[ } 7 Il 1 1 1 i |
Py o—qo—2 '/ 28
= o %20

5 b Weeks

——EYLEA 2mg ~—@— Control Group

5: MYRROR FBR (21T D AT GHED =T A 6 48 B £ TOHRIDOFEZEA &
(LOCF £ K % = e RO R REEM)

IINRAE ]
BN ES LT (EMA) 1%, BHAAMD, CRVO, BRVO, DMEX O'PMIZEIT ACNVIZE

%/ NRFR S REINZ DWW T AANI T 2 lBRiE R O H 2 bR LTz,

52 FMEhREFARE
ARANT, WFAERNEERGET 2 L2k v, IRICBOTRAICERT 5,
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W oA

77 ULt M, A ANICEESE, IR0 BRERICRIN S CEFEERICBITL, 28
PEERIM AP CIXEICVEGF & #E A LI REE T RE LIZEAKRE LTligsn s, WIRE
VEGF L fEENA[REZR DI TEEERL T 7 U~k 7 b OATH D,

HpEhieRRoOY 7 225 ¢ (66]) [T\ TIIKE 2 MEEERI L- L 2 A, IR T 7
Vvt 7 O EFRE (B Cra) 1K<, 2mga i FANEG%1H B H3H
H O FEHIEI3590.02pg/mL (0~0.054ug/mL) ThH o7z, FlofH2lMZICIE, FEAED
BEICIERER T 7 U~ Lt 7 M3 &SR otz, 77 ULt 7 M4l 2 L IR
NG L TH, MEFICERITRD bR o Tz,

WERERL T 7 U~ Lt 7 N O fgm AR O SR EIX, BT T Vv TORHE DVEGFDAEY)
TEMEE50%BHE T 2 DK ERIEBE DR L Z1/50~1/500Tdh 5, AT 7 )~k 7
D IR EE DK 0pg/mLIZEEET 2 & i EIZZ 03580 AL 23 IR K Tug/mLLL FIZ T
N5 ETTR S Tz, BE O AN 2mg % 5 L T2 REOEHF T 7 U~k 7~ OSYH)
T ME TR R RS 1, A DERERER TORE DVEGFD i K¥-HHE A% 7 7 U~ Lt
7 NORE (291ug/mL) DUVI00KHTH D LHERI SN D, Lo T, mEE(b Eey
ZHR IR A T T ATRE IRV e B X b s,

B AMD B# & [FERIZ, CRVO, BRVO, DME & UNPM IZ81F 5 CNV EFE xR L L
ToSEENREY 7 2 X T 0 ICB W T H AR T 7 U~ 7 b O Chrax D FEEIEIX 0.03
~0.05pg/mL, fEBMEIL 14pg/mL LLF CTH - 72, ZOHOMEETHEEER T 7 U~ Lt 7 F g
ik, %5 1% E TICRBRAYEAMTE TIRT L, #5 4 8% GRERSED 1234
BNZ BN TE IR FVEART & oo 70,

HE
AFNIT-AREZ TRy & T HREETH 5720, REEBRITIT-> Ty,
VBT 7 U ~ L& 7 MEIVEGF EfEA L, BE CHNEHOESREZKT 5, MOBER

VR L RIRRIC BB N OSE BT 7 ) Lt T NI X ooy B R SRS
BALERICXVBREESND EEZ LD,

R E B
B REREE B I LT A V) =7 BT 2/l slBR I T e o Tz,

VIEW 2&BR D BE D 9 H40% D ERERER S (BREE24%, HPEE15%, HE1%) 28 LT
Tme TN HRBEZ R RITEYBNEMAT 21T o772 & 2 A 40 38 Z &L I AN 5%
1T 2B OMEEEICEITRD bR o T2,

CRVO%Z%t5: & L7-GALILEO# 5k . DME % %8¢ & L 7= VIVIDPMERRER | [ O'PMIZE 1T 5 CNV
Zxtgrl LI-MYRRORERERIZEB W T H ., FEEORE RN R ENT,

53 AR ZEMET —%

FERRRBRIC BV T, KIEHREIC L 25T EFREBE ORI OLBIE SN0, Z OO
IR EIT R T EHELH T ERARE LB OE NORRKIBZRELZIZL0NC ERES EE 2
HNDZ END, BRRMEHE OREMEITIZEA L7V EOVURIE S L,

77V T B ENES L2 LB W T e FORKIEZ RS ERl> TEHIRE
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L7 AI, SHI IR B2 OONS A K ONEIE DGR b v, T 7 U~ 7 o4
E@ﬁei b MZ2mgZ i RN S L7288 O Crna NAUC D Z 23920013 12 0700
Y Lz, EomEEE (P 1i20.5mg/iR) TOEHIREEIT, ConX FAUCTENE
A5 K 56f5 T > 72,

77Vt T S OB RFNE UG IOV T ORBRIIATHOIL TR,

R X2 HNTT 7 U~ bt 7 b ik 5 (3~60mg/kg) & OV T4 5- (0.1~1mg/kg)
L7« JRIEARBRICER W T, IR « BBVEA~DF BRI BN biviz, REW o &
BHEREFZNZEN3mgkgk Rmgkeg TH 72, I - BILORKEITKT 2 WEMEEITRD S
nighnotz, 0.1mgkg% NG, R T 7 U N vt 7 o2 gigdE &I, b MI2mg
Z RN L7258 O Crax X CAUC D Z 1V E I 745 K OI1065 T - 7=,

ﬁw%ﬁV%ﬁwﬂﬁ%WW&ﬁﬁ%®*%kbf 7 7 U~k 7 k% 3mg/kg~30mg/kg
O EFH TR E Lz & & OMBEERTRE 63 2 5B A4 3 L 7z, M AR V£ o L
VDA B U 7= M H & X A RRANNE, O RS T RE S O g B D 2 (LN 2 & TR
w%mtomgm%ﬁ%ﬁ&ﬁbt&%_ﬁﬁémtﬁﬁﬂ77)mwﬁ7kmiﬁﬁ

X, B MI2mgZ i TN G L7255 D Crad X CAUC D Z 1UE FUKI490015% & DM500£% T
Hole, BRIFT TR TH -T2,

6. AN HOWTORTEFIH

6.1 WAV A K

AUV LR— R20

U UBETKFET R U T A—KF (pHAEEEH)
U E—k#FEF B Y a-EAKF (pHIFREEH))
=¥ [l VAN

F L EpE

HES K

6 2 EEHR

EMERBRIITON Tz, KRG AMOEZES ERE LN &,

6.3 AIIHR
24 ]

6.4 RIFFEDOIER

WIE CIRIFT D Z &, (2°C to 8°C).
WS AWET D 2 b,

DT DAFEIANT-EERAFETDH &,

RN, NA T RRE O EEIR (25°CULT) THRAFETE 528, 2442 20
LRI S Z L,
NATOVBRERIT, BERERMT TRIEZ TS 2L,

6.5 BasDOME K ONE

18IS E . 100uLDOEFHE N FEE SN 7= Type- 147 7 AFAL T v, G2k (=T A b~
— L) L18GT 4 /X —FFE B E,
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6.6 1A E/HEHFW EOEE
NATMEIE (FB) OROFRETDHZ L,

1A T TITHESRE B B (S0pL) BA oA &E (90uL) NFREIN TV D720, HEHNIR
RIOFWRITFEIS D Z L,

BERNCEHRICE D, BY - R RO () BES5NBLOBL 2 MRS 52 L, AiRo
WTNDDRBD ONDEE. NATIVEREETDHI L,

W AN, 30Gx 124 »F O ZHERT S Z &,

g

1. TIAF v I/-OF Y v T HETYD . NAT
VDI LEOIMAIEETET D,

2. R S T2 7 o V&2 —FF = Bt
(18G. 5 X 7 0 )& S 7= ImL /L7 — o
=RV I [ R A DR

3. B S 2 3 A T LD T LK DI, $HERASA TV DETEDOICE S £ T
LiAde,

4. EEMBIEIZLY . SA T AHOERNTRS
ThEI U U IWsT %, 73 7 IUIEIESNL
S, ERICEKREWSI LT VL I
THET B, 2V o PICEBLGBALRNE D
T B2, XA TAEEITEZEE. B
EF D ST O W 23 7 12 SRR D IRRE TR
51952 &,

54 /56



Needle Bevel
Pointing Down

Solution

FAREHIEFR N S 7w X o, 770y —na vy RaE+451258]<,

RS2 AL, YR ITIE TR 5.
EE  SRREHIE AN G L2 &,

MR AEREIC LD 306G x 172 4 »F (89 12.7
IY) OEHEELT -y s Y Y0 o
Sz Lo T Lo LiET 5,

EREO e e Eicmiy CRb, Uy
NORIEDH B fERT 5, KIEPEO 5
NS, VY v ORI TR X
[Nk BimE CBEISE S,

AL ARG AT A7, TV — DN U VD 0.05mL OIERRIZ
WEARETWH-L Y ETT Ty —5Hid,
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Solution after
. . expelling air bubbles
Dosing Line and excess drug
for 0.05 ml

Flat
Plunger

-

10.  ANATWT 1 EIOAOFEHET L L, 1 3 T OO OFERIL, 5L NZED
BORBPRED Y A7 b,
fEH U720 T2 380 e OVR B 72 &R 1, 230 Hlsk o JL | B0t - THEIET 5
e,

7. BEFESTBOKGRISHE
Bayer AG
51368 Leverkusen
Germany

8. [EHATORERRT Al 7
EU/1/12/797/002

9. HEIAZRH /AR H A
WEIA&AZEH ;- 20124E11H22H
BBTAGRE R A - 201747 H 130

10. 7% A MKETH

ARESHKLICEAT 53ROV T, YL FD EMA @ HP IZ## & TV %, http://www.ema.europa.eu.
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BAYER
R REGENERON

Company Core Data Sheet

EYLEA®

Aflibercept
40 mg / mL solution for injection
Version .

I - -o: I

For information only

< Italic text in brackets is explanatory only >
< Section numbering is optional >

*) Also marketed under the following national trade names: Eylia, Wetlia

2-140 000000000




1.7 [FAIFERZhin—Fa %k

Bayer Yakuhin, Ltd.

1.7

2019 4F 6 HBIE, /8 T Ak A e 2 2D RE -
ZEGEE LT, BHANRHBEANEZ 1L L) &9 5 200E

RIEREZm—E

Page 1 of 1

BIRETDHERMITAATIIAGE STV,

D RIZB W CRIMFEIZ G TH 5 7

= A7 (BaFH#az) ORI IEFEDORLEZRMNT 2,

Wk5e4 | TA U —T O RN TESHK 40 mg/mL Nt T ACR RN SR 10 mg/mL
TAYV 7O ANERAS Y N 40mg/ml | LBV T 0 ACE RN EREF Y R
10mg/mL
—& | TV T GG FRRZ) Fov AT (BIEfHEHZ)
StA | S VRS JISVT 4 AT 7~ RS

B HE X

O T IRASIBEET A ML 2 © ks B BEZS M

oL I IRHE EORT A2 1L 2 o T 2 B S P

IS JiE
MBI IR B 22E (T L 5 S B TR HAEER AR BA 289 (21 © S IE
AT RN 35 1T 2 JIRHE IS A2 1 R ROUT RN 35 1T 2 IR IS A2 1
BE DR IPS o X e W PR I 75 BTV il
M8 T A Sk N
w3 — 2019 45 4 A E
T




% %k 20194F 4 ACLET (451080

% 20174 4 H ST | BB RS | 871319
JiSRE
M L. B R R HEBFE | 22600AMX00565000
2~ 8T 2 IRFELAVEGF™ FHEH F AL 2014411/
-y (B MEVEGFE ./ 7 O—FILi{AFabli &) W72 R 20094 3 13
o PR ¢ BISE, WL EERSE FEI PSR A 20064F- 6 H
Sl (EE - ERS ORI L VBTS2 8) KB 20144% 2 J]

WENZFTRO I
RS 52 &

JVC T r A wFibmiEsa 10mg/mL

LUCENTIS solution for intravitreal injection 10mg/mL

S ZEX Y J (EIzTFHEERZ) HFHPESR

#1) VEGF : vascular endothelial growth factor (Ifil ARz 15l )

) NOVARTIS

(22 (ROBEICIEBE5ELEVIE)]
1. RHDBS I BRI OBEED 5 2 B
2. IR REDH . HDHVIHEREOEEV D
HoEE BARSEOEELEIEHARET 2 B2 0A
H2,)
3. BHICEEOREDD 5 HBE (SEIET 5 TRl
H2,)

(#EB% - 14IK]

h # It T 4 ZAEEFAERES I 10mg/mL

S B L7V (0.2300) HO&HE 7 2EART (RIZTFHEEZ)2.30g
) e

LEO#RGwTHA0.00LFOEHE: 7= YA~ 7 (EnFHif2)0.5ng

N LoNT— ZKFHIY 23.0mg
WO W | L-v 2 U ERRRIEARA 0.382mg
(1A T7VH) | L-e AF T ¥ 0.074ng

AR VL= F20 0.023mg

é W R~ 0T BEIUID T2 IS L7

pH 5.2~5.8

% & £ | 265~335m0sm/kg

HE2) AFNLIEGHEES REOHK L ZE L T, BETH I TV 2,

[hBER (3 %hR]
. B TR A M % 1 > MRS S
. IBREESAREAZERE (C £k > EULTAE
. TREERRIC B (T B ARG A
. BERAEYZE

HrON =

[RERUVAE]
FOE T IRIEIEETAE MR % £ 5 NS ET L HAE
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WEAT HVEGFull A HANEEZ R L7z (n vitro) o 72,
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11) Brown,D.M.et al. : Ophthalmology 116(1),57,2009 (LUCM00205)
12) Pk - ShES MM iEEtER (FVEF3192g)  (LUCU00007)
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LUCENTIS kit for intravitreal injection 10mg/mL
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#1) VEGF : vascular endothelial growth factor (Ifil Az 15l [ )
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A1)V IvR— 120 0.0165mg
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EHFHRKRET 5, RERRIE. 1 »BUEHITBHZ &,

(RERVAEICEEY 2#EA LOEE)

FOE TSR AN E % ¢ 5 MBS EREEEDSE
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2.5 LUTHER) oM Tdho7z0l2x LT, KHl
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TN BWTCVEGFIZ & 5 I &E M2 8 L 72 (i vivo) o2
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[Al—HIZIER) 1L DRROBENTFRD SN h o722

(B BT 2 E(EFHIENR)
— {4 0 T A< 7 GERIE TR R)
Ranibizumab (Genetical Recombination)
i G ¢ CossHaosoNse:OesnSiz
it #948,000
AKOBE e Mbvr Abte MIENERERAE 2 70— FOvhifk
DOFabli}r T, 445D 7 3/ WIS %2 572 ATTE
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3. #ARE - MK
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8 EELEARNIEE
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HFREIZET 2 072 mil - BB H D IRBHE O HH
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BT &, URBHTE SRANIAKE G 3 HEID
LEE#IHETRETHI L, )
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EPLFIE. WIERREAEMEICH S BHIFE. RAER
I2H T IR IEHEMLE)
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IREMERER (0. 1~1mg/ke Z 1R 1 B ~ZFBERAINIC K
TEE) 2B\, REAEE (b, AR OVE A
TE) OEEMAME SN TS, HIEYHFRITBNT,
AFI O EEENTED bz, [2.4, 9.4 5]
9.6 2317

R EOFRERORBIREOFRMEEZZBE L, ZH
O SUT P IE 2T 5 2 &, & ML ~DOBIT

IIARHTH S,

9.7/hR

INREE R E LT ERARRBRIE I L Ty,
9.8 SkE

—HRIZAEFREDMER T LTV D,

11. B4ER
WOBHERNRH HbNDZENRNHHDT, BEE 14
ATV, BENPRBO LN EAIE G2 P45
Y2 E AT O 2k

1.1 EXGEMER

1.1 1 RE=E
RANZE (0.2%) . ARIE ESH- (4.3%) . AT EIE< B
(1.2%) . #ErEAPREE (0.7%) | MEEH M (0.6%) .
MR BRIl (0.4%) | fEARHM (0.4%) | @
B < B (0.06%) . MAREZLAL (0.09%) . HEREEE E
Fix< Bt (0.03%) NHHbNDZERnHDH, [8.3,
8.4, 9.1.1 ZM]

11.1. 2 jsizedh (0. 2%)

[9.1.2, 15.1.1 &M]

1.2 ZDO D EIEA
5%
Lk

AL H afn.
(23.2

%)

1~5%

A
RS,
AR A I
*

1% it

B, A s
5. AIBTRIE,
VB A, Al ERK
. AEEEE, AR
%, HIEAAIA, Al
FEO7 VT KR
i, RERREAR R
IR, RS, T
Nb =PRI %
D i, WCEE
iR, 7 R U
%, AIEHR, WE
2%, HifE
GRERZN ) DRI RN
TR, BEBERAEIE
SHBEIERE,  BEBE T AL
. SHBEETRPR, AR
ZEME, MR,
BT BRAEAE AR
A, W -
BOIE, AN BEE
AR
PRGOS, 1
SRALALBE,  TESES
FEARIR, TESHRAL

EE‘(’D
(AiTAR
)

iRz
Uiz

EE‘(’D
(2R
)

T
(5

HRAL)

TESHEBAL
3 NI
S B




5% 1~5% 1 %A
YLk ESC
1f AR RSB RAE
o TEEHERATRAE, 7R
SHBAIERR, VRS
AN
AR | RS R EY| RAE, IRFELEE, IRZ
(2o B, IR S EERE, IR B
fih) B, VR | RS, IRARVEIE, IR
., |k, IRERYE. IR
R AR | Bage, AR & A
AP | HE, IRERER. &R
FESE, =, Rk
EOEHE, et
JE, MUEIC L DK
. KT
] Z O FEIE, ALEE
TE B e I SRS if
5
FErh SRR T
3
W L3R L
W IR AR BN PR, RS
VR I VT F =
FesE N
Z Dfh, PR, S, 3K
YrRmoE, $HRYE
) [8.3&M]

13. BERE
13. 1 fE4R
FERRBRICB W T, @D IRE AN RE ST
b, BHEREBEOBINIEWVIREN EFT5 20385,
13.2 g
REZJE L, BENFED LN EEIC T 2 E
1192 &,

4 ERALEDIE

141 REZERIOIE

1411 AANT, EHFENCEIRICRT 2 &, EIRITHKEL
ToWFEIAN 24 BERI BB AW R DI+ 5 2 &, KRB
ECEIRITHE LIRS 24 Rl 2B 2 2V IRY .
JERERATT 5 2 ENTE D08, LER/NRICED S
ze,

14.1.2 BRUC X DHERBZAT W, TEFHRICHORI -, TR
BEERROONLHBE. BalCHEIRO N5
B, RENBOONLHAITBERA L2 L,

14.2 REBEROIE

1421 AHNTRE AN OB ET 5 2 &,

14.2.230 7=V ORF S 2T 5 2 &,

14.2.31 3o 7 1 (FIR) OADERETHZ L,

15. ZDDEE

15. 1 BRERERICE D < 1E%R

15. 1.1 RFIF 512X v, &8O VEGF [LEIZR T 2 Bk
MARZERRIC BT A HE RS (DR, s, M
BAEE) NIREBT D ATREMEN B D, BRI A
P EE & G E NS CEM S 72 B IR [2 5K
BOGEEMNT (2 4M) 1 (BT 5 BhRm ke JEA B E
FROFHRIL, AFFG5REERT 3.3% (1824 il
60 i) Th 7o, MEREHLOEARPAZEEIZ Y © BB E

AT D HBE Z N RICENICIEf S 7 T RER
[273AB (76 B & 100 8) OOFEMIT] 2815
FAR AR ZE R B R DR HLR L, AR GRS T
0.6% (317 HIth 24)) Th o7, WIEEIRD L FHZEIE
WFE D B NE 2 9 5 & & X gUC BN TR X
NS IARE (1386 (52 B ] 1<k 2Bk
R REHE R ORBIRIL, AAIRGEELKT0.6%
(188 Bl 1 1) Th o7z, WAL I T DRI
BRI B & e BRI E NS T I S U7 5 A RRER
(1 3B (48:38R) 1 1281 2 EIIRIMASIE B i 5
DOFRBRIT, AFBGREEMART0.9% (116 FH 1 41)
Tholz, FERIFEMEIEL T 5 BE 2 xSRI EN
AL CHEME S BB ISR [3 Bk (14 OfFA R
Brl B 2 EhIRImAR 2R BE E R DR BRI, AH
B GRERRT2.9% (730 B 21 ) Th otz MEH
RN B RS & R RICEN TEM S N7 B IERER [2
g (3 EME 5EM) 1 kT D BhRm AR e BEE
FROFHRIF, AANFGREERT 1.5% (66 i+ 1 41

Thotz, [9.1.2, 11.1.2 ]

15. 1.2 KA G2 L0, 17 7 U~k 7 MRS
THZERH D,

15. 1. 3 REIHM & ~ LT RV 7 ¢ T K DIk )5
HEORER & bl U723 BRI E i Sh TR 59, AFl &
LT RNV T 4 RO LT A OB M OV ik
DARFBEIMIFIC LR TERL TV S EORRIISE LT
AYAJAN

15. 2 JERGPRERBRIZE D < &R
P 4 EEERRT 8 » A MR KR & 5% D%
AR ICB VT, 2 KON dng/IR$E G8E D Bk
fEE (BRI ER7) (TR ONS A UTEBE 2R
BB S S, IRIRIC LV BIE 9 5 Rl b
T o7z, 0.5mg/IREEGHEC Y AT RILRD ST,
WESHE GEEMNR) (2B 2 Mgy 7 U~
N7 OB EIT, BE T 2mg 2 TEN R ER S
L7z & DOEFIRIEIZEIT 5 Cmax LN AUC DFENZE
42 5 KOV 56 5ITHE Y LTz,

16. EYEhHE

16. 1 Mo ;EE

16. 1.1 EEIEFARNERE
SE B EAINE B PERE (6 6) (SAH] 2meg &
T ERREG L& &, EER T 7Y 7 Mgk
5% 1~3 H B IZAm mFEFRE (Cmax) (ZZE L, Cmax
DO ITA 20ng/ml (0~54ng/mL) Th-7-", L
PR T 7 U~ 7 i, 6 BT 3 BT T
OBPEFRE R CER FIRAMTH Y . £5 2 HE%IIE
FLEALDRE TR SN ehotz, BEZLOWRE
L OMmET BRI 7 U LY R EEHER M (R
WMBNRE N T A — X DEZ L TIORT,

LT

g FHENERETR=

-}
.-

AR TR = A6 el

14 L L L L L N 1 L N L L N L 1

n T
FlieaEm (0D



¥y £ R AR R

$S5 R — 1
ING A—H N/N>LLOQ ()

Cmax (ng/mL) 6/3 19. 3+22. 8%
(0-54.0)

tmax (day) 3 1.43=*1.46
(0. 253-3.07)

AUC(0~t1,s) (ng 6/3 119+ 190%2

day/mL) (0-474)

MRT (0-t1ast) (day) 6/3 1. 66+2. 37%2
(0-5. 75)

1 o HEBIE B/ U R R SR A R R AN TE R FRAE
(15. 6ng/mL) % E[A] - 7= BB A S
2 o M IR SR R R N TE B PR OYBRE & 0
& UTHH L7 oy i v 5
16.1.2 RIEMWFARNERE
HARNE ST HIHERFEIEFRRBRICRB VT, BAAK
OFME B RN s PR BB IO AH 2mg % 4 0 2
AN S LT & & #llalE s 1% o miEh
WHERL T 7 U~k 7 MBEIXZENE 2.21 £
6. 24ng/mL (#iPH : 0-19. 6ng/mL. N/N>LLOQ¥'=26/3) &
85.20+9. 32ng/mL (#iPH : 0-35. Ong/mL, N/N>LLOQ*
1=143/36) ThH-o72? . 4T LIRS L7z
LE, MIFEPTOERBIZDOONR o722, £z,
AHK 2mg % 4 W Z TR S L & 3[EH
#5438 %O MAEFEEER T 7 ) vt 7 MR T
K 27.8ng/mL (N/N>LLOQ¥'=164/2) . 13 [E X% 14 [El#%
B L7, 2fihER FRME (15. 6ng/mL) Aiili & 72 -
7= KRE SHE®R Th 7=, [9.4 ]
HARNE ST f A EREEIEFRRBIC VT, M.
FRIRPAZERE IZPE S HEERIE 2 A3 2 BE . MREIR Y
FePAZEREIC L S HERIE A2 A 3 2 BH ., FHIIiics
U B RAE ST A= I AR B O PRI BB I 2 4 5
B CAA 2mg R T RNEEG LI &, £/, HAN
FIAHRBRIC BV, MmEFAERANEL AT 5 BHEIC
A 2mg ZRFAENE G Lz & & KANTmESIck
W BRI S B M B & AR e SR BN aE 2 ok L
776
N1 BRI S/ AT R SR R B S E T FRAE
(15. 6ng/mL) % _k[al- 7= fBRE £
16. 2 IR
77 UL NI TRRAR S SN %, 2HTER
MmHZBITd 5, £, EFEERLT T, REET
LERVEGF AR E LTI L A EBTFEET D, B,
WIRIPE VEGF &3 2 o0, R T 7 ) ~rt 7 b
DHTH D,
16.3 9%
HOoHz7 70~ 0t 7 b Img (0.5mg/BR) %A
THRANEE Lic s &, T 7 )~k 7 MIEIC
T RICAFAE L, & OFEE TN R ORI IR & bb =T
B ICm Do T2, RSB 2 RmiE L 491ng/mL,
MR OIRAE IR Rz B 1T D EemiRE X, £hEh
20. 8pg/g KUV 36. 2ug/g TH-o7-, WAL T 7 )~ )1
7 N OIRANA ARSI T 2 IR X EREC 115
~132 I CTh o7, MAEH O 7 7 U~
PR IT. ARPNIERES & b THRSD TR . AT
FEDF L ZF 1000 530 1 Tho712?

17. BRER AR

171 AR VR EMICET 538
(FRIDE TARKE IRFT £ M E 214 5 ks E B )

17.1.1 BAANZECFE NHEERERER (VIEW2 HER)

BB A BE 2T, 1ERIIAAISED
L oomg B E (727U, BP0 3ENT 4 B LIckE)
ABTL 2mg ¥ H, 4T L 0.5mg 5., KO T =X
~ 7 4T L 0. 5mg B 5D 4 BT X D EAEA L Il

s AHFER 2 92k L 7=, T D% 2FEHIT, 4T LI
BHGOVEEEZFMEL, B5ERARETH 12 8%
B2k 1FEH LR UHAEEZFRERYECHE-

THY RN E LT,

FEFKIEH T 5 ETDRS RALIC LV 1 FEHITHA

DHEEFP ST T2 BB OFIE (PPS f#HT) 13, AHI 8

B & 2mg WERETIF95.6% [HAAN100%] . 7=t

A~7 4L 0. 5mg BWERETIE 94. 4% [HAN 96. 0%]
Thotz (F£EM) ., = X~70.bmg BEREL

AKI 8 Z & 2mg BeHREORERZE & # D 95. 0%{E #E X Rl
1Z-1.1% [-4.8~2.6%] TH V., [FHEXMO ERMEIE
SPEDRFE (10%) Z FEl-7=Z &b, AFISHET
L omg BHEED T =X~ 0. bmg H&HHEICKT D IE

SRR ENTY Y,

W R T A L U @R IERL ) DR T A8 15

STF-A il
A 3 A | LB 7 = EX
SLomg L 2mgl o |0 g
BeHRE | PR roges g e
52 3 H 95. 6 95.6 96. 3 94. 4
(14) |&2#HH (258 (262 (258 (254
AR A /270) | /274) /268) /269)
MERF S
T2 H A 100 100 100 96. 0
HOEE AE (24 (24 (23 (24
%) /24) /24) /23) /25)
(PPS)
52 38 H 8.9+ 7.6+ 9.7+ | 9.4+
(14F) |2£EH 14.4 12.6 14.1 13.5
TORS (306) (309) (296) (291)
FBIERR D
ZaATD
qﬁ@%ﬂza¢: 10.0+ | 8.5+ | 15.9% | 9.4+
B YR AE 11. 1 8.4 10.6 13.0
TRz (25) (26) (25) (25)
(FAS,
LOCF)
96 ¥ H 8.1 | 6.0 | 81%x | 8.5=%
(24F) |&2%EM| 15.6 14.9 15.8 15.0
TORS (306) (309) (296) (291)
BIERD
ZaATD
ﬂﬁﬁﬁﬂzaji 10.5+= | 5.3%= | 16.0%= | 7.3=%
B E e £ 13.2 15.9 11.3 18.2
TRz (25) (26) (25) (25)
(FAS,
LOCF)
1ERD | . 7.5+ | 12.2+ | 12.3%= | 12.4=%
prmg [BRE ), 2.2 2.1 1.8
EAnlca
i%ééﬁ HAN 7.7+ | 12.5%+ | 12.4%= | 12.8%
L(FAS) 4 1.2 1.3 2.1 0.8
2MEH D |24 0+1.8/3.9+11.9[4.5+2.3/4.7+£2.3
Be 5.
THREYER
%2&%3 ig& 3.4+0.7/3.1%0.7/3.8%+1.7/4.5+2. 4
IZAoT2
BHE)

() PIEEE S 15/ AP 1O R Ah 15
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= 0 B 16 2 32 40 4B 55 B4 72 B0 BE 95
| PR+ A

—— 3 2 il T b0 S A
— B — AHEM T 2mpe R
17.1. 2 5L SE T AHERER  (VIEWT 5XB%)

BB B A VB E xR, 1 HIIAA 8
Tl omg Fe G (2L, RO 3ENT 4B Lo
)Y (4B L omg&E., 4T L 0.5mg HmE, KOYT
ZERX=T 4B L 0. bmg 5D 4 FEIC L D EEAL
THEERCE AR 2 FE LT, F 0%k 24EBIT, 4
WL TR EOLEREZTM L., KRB EETDH
12 BB EBARVWE ST 14ER LR UHELFREGE
HEIZHE» THE RN G- LTz,
TEIMIEE T 5 ETDRS fRAEIC L Y 1 4ERICHN
DBHEFFE S L= B OFElE  (PPS f#HT) 13, AHI 8
WL 2mg GRETIL95. 1%, T X7 4L
0.5mg HRETIL94. 4% TH 7= (FTERBH) , 7=V
A= 0.5mg $e 5B & AKI 8 Z & 2mg H G REORER

ELZD 95 1%EHEEMIZ-0. 7% [-4.5~3.1%] THY .

FHEX MO ERMENIEL ORI ME (10%) % FE-7-
ZEMH, AFISHI L 2mg TEHEDOT =B A~T

0. 5mg WG BEHT BB RSN Y DY

¥ RN—R T A L R Ui B AR DRI 28 16 3¢

AR

AHl 8
WL
2mg %

LR

A 4 36
L 2mg
B HRE

AFH 48
Nl

0. bmg
[ i

J=r
<7
0. bmg
EE

52 I A
(147)
WA
HMERF S
TV
FOREG
(%)
(PPS)

95. 1
(252
/265)

95.1
(271
/285)

95.9
(259
/2170)

94.4
(254
/269)

52
(1 4F)
<O R
HIERS
Aa7d
TR
o
fi 22

(FAS,

LOCF)

7.9%
15. 00
(301)

10. 9+
13.77
(304)

6.9+
13.41
(301)

8.1%
15.25
(304)

96 W 1
(2 )
O
FIEL)
Aa7d
T2
i
fi

(FAS,

LOCF)

7.1%
16. 8
(301)

9.3%
15.9
(304)

5.1%
14. 6
(301)

7.3%
17.1
(304)

AH 8 | AFI4RA] T=1
| AFN 4| TR =
g | S| 0 tmg | 0 mg
5 BeHEE | B 5RE

1EHD

Be 5 m1%% Aot

AR jE 7.6+1| 12.5%+1| 12.1+2 |12.1£2

7=

(FAS)

2FEHD

&i@%

;‘%@{ﬁ 2t 4.9+ | 4.0+ 4.5+ | 4.5+

TEZEE 1.73 1.77 2.18 2.17

IZA-T2

BE)

() PR B/ AT 1 B O AT 3 5

VIEW 1 i=58#

(HE ) B R S o

0
0

B 16 2 32 40 48 56 64 T2 BO B8R

|

—— A 2

96

Pl AR

—— G S A T M T R D Sme S SR

17 1.3 RN TRES - FEMEHER 2 HBROREMH

BT

(2 &8

AENCEN Y 1T BT 1824 il (8 W Z & 2mg ¥ 5- :

610, 4T L 2mg &5 - 6134, 4T & 0. bmg #%
5. 601 ) o896 i (49.1%) IZEIWER (B5FEHIC
BT HEEESEEGT) NRO LN, TABIEM
WX, AEMEH I 480 511 (26.3%) . BRJE 158 1 (8. 7%) .
ARJE E5- 89 f5l (4.9%) Th o7z,

(MIEFFARFIZEE <+ 5 BBUFE)
17.1.4 BRAZECEMHEEREHRFER (GALILEO

SHER)
B L ERARPAZEAE (O£ O BBV RIE 2 7 3 5 B & %t
G, AHA 2mg BN OSTIBRED 2 BEIC L D HE1ES
b B L oo PR AR AR FRR 2 320 L 7=, ASH| 2mg
BRI 20 B E T4 ICE 6 ML L, FD%
IL PRN 5.5 247 —J5, RTRBHT 48 EHE ET4#
T LT Sham FES2 L. ZF D% 13 PRN £ 5.5 24T~ 7~
124 B 48 EH ETIT4WE LT, 52 @ H LK
8 = & G A HE o TARA 2mg E B 5 X
X Sham {E& 217> 7=
AR & R CALE 21T 5 28, R obY
WD RVES ) o D& R TR T CIRER (4T
LT % ik
52 BIZB WL, AR Y EMA G~ &
TRV EHIETT 258 2 R0 C, KAl 2mg D5
ITolz, £Dtk, 60EE L 68 BHIXTHEH G
HEIZHE © TAA 2mg % 531 Sham V5 24T -
7=
<FEGHEAE>
AL LSS
- OCT CrtTurEiRey) 12 &2 LR o #m
ERDDHE LB, EBIEANA T RENLE
TORBMAIT NS 5 XFULEOKT

X2

X3



< OCT 12 & & iR DS . BEHIEE O R L v
t 50um % 48 % 5 HEN
+ OCT 12 & Y M & 2 M8 0 i ST BIEME D D
I fatEZE b A UVITMEE TR, A L < D
JEAS 250um LL_E O EIEME OV E AR IE
WELESE
- IR IER A A 2 7 DSREEEER S 5 SCFLL E
o, WU OCT DL T 7 4 —L K (e
2D EFE Inm OFPH) (SRS TFAE L722 W
FEEHBIEE CTd 5 ETDRS AR LV 24 A HITHKS
FHIERL) T 16 XL OB IEN A Sz B oFl
& (FAS AT 1T, HREE 22. 1% L. AH 2mg % 5
BET60. 2%, RERTZE1T 38. 3% (95%{EHEIXR : 24. 4~
52.1%) TH V., REHERHRICENTND Z LIRS
7= [p<0.0001, Cochran-Mantel-Haenszel (CMH) #k
E] . BRANEFIZBWTS, RBEEE 12, 5%zxk L, &
7 2mg & 5-HE T 61. 5%, FEMIAIE 49. 0% (95%(FHHX
] : 3.93~80.04%) ToH-o7-, £/-62HEHTH, xR
BE 32, 4%1ZxF L. AH 2mg #5-8FC 60. 2%, BEMZEIZ
27.9% (95%ISHEIX[E @ 13.0~42.7%) THV ., AAKAE
FICBWT S, SFHRRE 25. 0%I2% L, AHK| 2mg ¥ 5-HET
69. 2%, FERIZEIX 44.2% (95%(EHE X : -1.57~77. 36%)
Tholz (FTHREBR) 9,

RHERRE ﬁﬁgg

24 B2 15 XCFLL 22.1 60. 2
ORI TEGE N I PR (15/68) (62/103)

6(%7’:%%‘@%!1/5\% AN 12.5 61.5
24 A H COREE P 3.3+14.1 [18.0£12.2
TFRHAAaTOF | T8 (68) (103)
?aﬁ“ﬁiﬂ%@% HANE| 0.6+10.9 [17.3+11.5
" (8) (13)

(LOCF, FAS)

24 B TS | 2EM 5.3+1.5 | 5.7£0.9
I 55 = B 22 AAAS 4.1%+2.1 | 6.0£0.0

(FAS)

52 38 B 1Z 15 SCFELL 32.4 60. 2
ORI IEGE IR I PR (22/68) (62/103)
LNTZBEOE L

%) AARANEl  25.0 69. 2
(LOCF. FAS) (2/8) (9/13)
52 A CORE R 3.8+418.1 |16 9+ 14,8

EfA A= 75{2 AR (68) (103)
?aﬁtgﬂ%@% AANE| 3.3+14.3 [15.9+13. 5
" 5il (8) (13)

(LOCF, FAS)

52 B TS | %M | 10.5+4.2 | 11.8+2.8
I 55 = B 22 AAAS 7.6+5.8 | 12.2+1.9

(FAS)
76 3 B 15 SCFELL 29. 4 57.3
RIS IN I PR (20/68) (59/103)

6(%7’:%%@%’1’5\ R A A 125 538
(FAS) (1/8) (7/13)
768 H COE B 6.2+17.7 |13.7=17. 8

EfA A= 75{2 AR (68) (103)
?aﬁtgﬂ%@% AANE| 4.1414.6 |14.0+17. 1
" 5il (8) (13)

(LOCF, FAS)

() PNIEEE S B/ B B 5 LR 115
X 24 B EFTICREMIF I U7z BT TFEE) L L
7=

GALILEO&E%

B 20 -

)

B

1E 15

i)

H

@ 10 -

E

51

1k

E o4

X

E _5 B 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ]

= 0 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 7
iR TR M = fEAE

—— i}

il A 2 g
AH| omg B X172 146 B (REIRE 104 1], SFBREE
42 ) w53 6 (36.3%) ICEIEA (BE5FHICERT
LHEERBEET) NRO LN, ERBEIWERIL. #&
B 20 51 (13. 7%) | BRE RS- 15 61 (10.3%) . R
i 14 1 (9.6%) . HRAIEL 8 5] (5.5%) ThHoi,

17.1.5 @5V 55 M4A5KER (COPERNICUS E:XER)

AR O FRARBAZENE (O£ 5 EBORIE 2 7 3 5 BE &%t
Gz, AH| 2mg Fr GRER O IRIED 2 BEIC K B IE1ES
b B b s sek PR A TLFEFRBR 2 3206 L 72, AH 2mg
PERT 200 B T4 LICE 6 RIBRE L, D%
WL PRN e 52170 —5, *HREEX 20 0 H &£ Tid 4
W Z & 42 Sham WSS L, ZD1%1% PRN #5655 21T - 7=,
24 H 48 B ETIZAMT &I, 52 BB LT
12 8 Z L\ HR G AT - TRA 2mg 5L
Too Eiz. B2 B LRRIX, A 2mg ZEH Uieh
ST=8A 1L, Sham ST EM L2 0v- 7=
<P GHEAE>
AL LI5S
< OCT CETHWiEIRE) 12X 2 HOMBIE o HEn
ERODLE BT, REBERNRAITHENE
TOREBAT D 5 XFLLEDIKT
< OCT I & & iR DS . BEHIEE O L v
t 50um % #8 % 5 H 0
+ OCT 12 & 0 M & 2 M8 0 i ST BIEME D D
5 a2 b & B W IERERE TR, & L < i iE
JEA 250um LA b OEIEMEOVE AR
B LA
- IRFEBIER A A 2 7 DSREEEER 5 5 SCFLL E
UE
FEFMIEE TH 5 ETDRS fRAFIC L Y 24 B BT
FEIEAR )T 16 CFLL EOMIIEN A B iz B OF|
& (FAS #AT) 13, *FPREE 12. 3% L, AH 2mg #¢ 5
FET 56, 1%, FEREIZEIT 44. 8% (95%IEMEIX R @ 33. 0~
56.6%) Th V., AFHENEEIENTND Z LBRS
7z (p<0.0001, CMHARE) ., £/ 52 A TH, xHH
FE 30, 1%L L, A 2mg & 5-HE T 55. 3%, FEfMAIT
25.9% (95%(EHEIXM : 11.8~40.1%) Tho7= (FT£EH
HE) 10) .

apapes | M ong

e
24 B 15 XXF
M@*ﬁm%“ N 12.3 56. 1
gﬁ’(%k‘%%@”” AR (9/73) (64/114)

(LOCF*2_ FAS)

24 M H CTORxEE

%gﬁ%f;g% g 01796 [17.3+12.78
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A8 A £ Co¥ | M| 4.4%+1.02% | 9.0+1.76
i@iﬁ(i%i‘%ﬁ A AN .
e 4,970, 4% 9.4*1.8
(FAS) SRH

() PRIERE Y15/ FAR 128 At 51 5%

X1 1 BEBE L — Y — LRI & F2hE




K220 MHFECA4WMTLICE 6 ML L, 24 W HLLE
1L 48 E £ T8I LIZFEF 4 FH# G-

¥3 24 W ELUEIZ VA o —JREIEMEINE S T, A
LG5 E2Z T BE (REH 6761, HARANEM :
76l ToOHRGEHK

B g _ VIBRAMT S5

.

" 554553

A 15 &——i"}_ ¥

o &

Em—fj

i’ﬁ 1

£ °

Eﬂ

T

ﬁ _5 | 1 1 1 1 1 1 1 1 | 1 1 1 ]

= T m 4 B 12 16 20 24 28 32 36 40 44 4B 52
i) FHfi £ BARIR

——

—— A D g B 6T
AFH| omg e H- S17- 168 B (AKIRE 91 B, % IRRE
67 i) a3 fl (27.2%) WCRMER (BHTFHIERT
LHEERBEET) NROONT-, ERBEIWERIL. #&
B i 26 51 (16.5%) T o7,
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B F TPRN #5217 572,
X1 4 W ETEHM ATV, BB EEEICHE o TARA
omg & ¥ 5- X% Sham 4 21T -7~
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FHEFHMEIEH T 5 ETDRS &I L 5 24 W HIZH T
LZEEBERIOR—=AF A4 D EOELE (FAS #ET)
W, A 2mg He 58 12. 1 SCRORSEICH L, kR
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F7-48 A TH. AH| 2mg T GHETIL 13,5 LTFDHEA
BT L, SREHE 3. 9 XTo%FETH Y. AARAE
Iz WTh, AH 2mg £ 58 Tl 12. 6 XF O 1k
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WNEEIZL Y . L——EEZDONRMEF A mE (CNV)
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B L ERARPAZEAE (O£ O SHBVRIE 2 7 3 5 B & %t
BT, ARA| 2mg B HRER OSRHRREED 2 BRIC L 5 B1E%
(b — i H et IR AR GABR 2 306 L 72, AF 2mg
WHBIZ20BE T4 LICE 6 EIITG L, FD%
JL PRN 5.5 247 —J5, RHRBHT 48 HHE ET4#
T LT Sham VEFP L, Z D% L PRN £ 55 2175 72,
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¥2 M RNTESR &R CALE 21T 5 8, RO Y
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52 BIZBWTIL, AR Y EMA G~ &
TRV EHETT 2858 %2R T, ARAI 2mg DL
EiTo7z, £O%, 60 A & 68 BIXFHE G
HE|ZHE > TAH| 2mg Z &5 X% Sham HEH 217>
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?gmii&@ﬁ AAANE] 0.6+10.9 [17.3+11.5
“(LOCF. FAS) (®) (13)
4B FETCO®RE | 2EHM 5.3*1.5 | 5.7£0.9
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TORBMAIT NG 5 XLFULEOKT

< OCT (Z & % DB 28 . BEHIEM DR L v
% 50um % #8 % A HEN

- OCT 12 & 0 et S D I D TR ST E D D
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36 H TV AF 2 — TR > CL—T 1R %
AT L7ze —5. SHRBEIZL A% o — 15 EYEIC e -
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o BT SVETBIE N 0 BRI R T 2B 1 87 S I i
< JRERFE G EAT O EIS K O UTAEHEEE R D2 W)
O, BENPMELEZ ONDEA
EEEHMEIEE T D ETDRS RAOFIC L 5 24 HB TR T

LHEEBERTIOR—RAF 4 b 0ZE bR (FAS fRHT)
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FEHE) D 3 FEIC L D MEAE A b EEEE gk BR AR TILAH
ARBR A SN L7z, 2408 B DRI, ARG RIEEIA
ROIEEICEH LG E. L — IR EREICE W
L—W IR E AT o7z, RHRBEITEINTRRE O FLHEICfE
WAH] 2mg %5 AW LI 5 EEE L, Z0%iL 8l
Tl E) BiToT,

TEIMIEH T % ETDRS tRA#IC XL B 52 ME IR
HEEBIERDIOR—=2AF 4 b O R (FAS fi#
M) 1k, AR 4B L 2mg L HRETIX 125 30F, K
8 & 2mg P GRETIL 10. 7 TFOH NS FE TR L
RIPREET 0.2 XFORNLHETH T (TRSH)
SERRRE L ORI, AR 4E T L 2mg B HRETIT
12.19 305 (97. 5%{EHEX M : 9.35~15.04 3LF) | A
8 =L 2mg F5HETIL 10. 45 SCF (97, BUEHEX
fil: 7.73~13. 17 30F) THYH ., KFEGHO L —F
—IBPRITR T A RSN, (RAT4 8 T8 2mg
BeHEE  p<0. 0001, AK|8 W Z & 2mg & 5-HE

p<0. 0001, A3 EAHT) 2,

Ppich ek

AH
m4gﬁ%ﬁ

AH
ms%ﬁﬁ*

52 @ H T
DI EHE
IEAR 1A
a7 O
Y v &
TREYER
(FAS,

LOCF)

52 B IT
15 XFLU
Lot
T T
L8k
B D E|

&= %)

0.2+12.53
(154)

12.5%9.54
(154)

10. 7%8. 21
(151)

7.8
(12/154)

41.6
(64/154)

31.1
(47/151)

—— A 20T R
=== 5 A BOE SR
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B8N (1 £/

AH 2mg Z¥E ST 730 il CARFIEE 650 1], it FREE
80 f51) 276 5l (37.8%) IZRNER (F5FHIZLK
THHREFELREET) NROLNZ, ERFEERIT.
FEREHIM 178 1 (24.4%) . ARJE 5161 (7.0%) . 47
IREEY) 33 51 (4.5%) TH-oi,

<Ifn & A R PE>
17.1. 11 ERE MAAGER (VEGA EER)

ARJT 2 25mmHg MO I FTAEFKNIEZ H 7 5 HARANBE
TG, ARH omg H 5 HEL O HREED 2 BEIC L D I
YEZ At — B L st PR AR RRBR 2 F20t L 7=, ASA
BRI G4, 1B ICHR GRS L
A% Sham JEH* L, 5 H & 9 # HI(Z PRN & 575 %
1To7z, XHRREI Sham FEH* 114, 18 BIC 5 L%
il LB EEARIZ 85 L, 5#E & 9B HIZ PRN
BE* 2T,
¥ R TRNTES LR CALE 24T 9 23, ER 0D Y
WD ARWER ) D% BPTRREE T CHIRER I
LT 5 ik
X2 AW T L ICEHMli A ATV, PR G EUEIC G o TARAI
2mg &5
<5 AU >
LFOFT_XC R LEEEE
- BREAS 21mmHg #8 DHE
C ACE AN OIRFES R 0 DEE
c ARANOFEENLETH D L IR ERAVHIBT L
5E
EEFNEE CTH D LHEBICBITHIRBEDN—ZXF A
D OB R (FAS fi#HT) 1%, ARAIRET-8. SmmHg,
KPR C—4. 9mmHg TH Y . HEONTIZ L D FRAEEF A
DOFEMH 72134, ImmHg & FRAE & bl U TARBIRE TR




DEN 22D, FHEHPIICHBZEDPRD bR h oz
(95%IEMEX AT : -10.2~0.3mmlg) ' , 7=, 1WHEEIC i VENERAE:

3

BT DUCE K QBB A4 A i 23 e LI o1&
1, SRR ASAFIRERN E2 o2 (FERBR) | 40 -
Sk B %1 AH| 2mg R T
XTWE? &[q—;ﬁ % 30 -
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LLOg_F;ﬁ&%ﬁ%‘@pllu (%) (FAS. (3/96) (19,/27) 0 Lo :
1 3 H (2B A AR i S e . SELAE g {2
= O 11.5 59.3 i | Pl = B {2
LLESEORE W S| G/ | _6/20) D —

() PRIFEE Y 5/ A AR 18O Al 515K
¥l Sham E%%%ﬁ’tﬁ?& 1 HIC R G AR E A7 L

AAl 2mg Z PG Shvrc 16 45 3 B (18.8%) (ZEIMEM
FEHFHICERT 2 AERR 2 G B0 LRI,

BlEAEFEZES L, ZO%IZPRN &L
X2 H aﬁﬁéﬁ[ﬁ@x a7 RIZE D 5 BRI T 1 Bt
DL ks

EARWEAIE, IR 2 4] (12.5%) Thoiz,

N3 BB A 2 7 FIC LD 5 BRI C 1 B 18. FEphIE
Dl Ltk 18. 1 E AR
) 77Uk (BB Z) 13 b b VEGF &
50 VEGARR 1 K02 DRIRBA K AL Y E b 1a6L D Fe K AS
NFEE LT 2 mhBbs 7 o B Th Y nliEk:
a0 - @Tj/l)xﬁﬁgk LU C. BN A 55 O IR
& (22 B VB A TR AT R LR B 5%
z _ T &%7_ BT VEGE-A RS T (P1GF)
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L 1 I L ;@ ZOEMEIET 5. £, WD
10 ~OBEENHE 19 K TWD VEGF-B IZ b iEaT 5,
18.2VEGF 7 7 2 1) — L DFEEH
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.| Il = B (R JONPIGF-2 1Zxt 9~ B fE A o fiflEtk (K 1%, ThE
bR AU 0.5pM, 0.36pM. 1.9pM X 39pM TdH 7= (in
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18.3 ETFILIZHI
ARFH 2 e B 5 St 50 ) CRFIRE 27 ), SeHARE 23 v??\;;g§$§ﬁ2mﬁ%@%%fwmxwf\
PI) 5129 (24, 0%) AR (87 FEACRRT S 77 Y ST N, IRAOR A BT R O
HERERGET) ﬁ??ﬂyi%?f:o ERRWEAZ, R IR OFA A HnE L7 21) -23) . PO L —F—FERNR
Hiif 3 B (6. 0%) . VESERAILTE 3 Bl (6.0%) Thol, RS AEM AT AT, 77Ut 7 O TR
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HRIE7% 25mmile @0 /8 Ak P 2 A9 H AN B4 DA S A, F BB S i O HiZE o
TR, AH 2mg DRI X B IEEAEAALIEE R SRS LT 2
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AR
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1.8.1 BHAXE (F) ORERNL

BAY 86-5321/7 7 U~ Lt K (LLF, A& 1%, b NMLENEEESEE - (VEGF) =4
& (VEGFR) s KA A > DO—i&E b MMuEr a7V (Ig) Gl OEFHEE (Fe fHEK) (/S
L7-H 2 @b 2 o R B Th D, 77 Ukt M, 2 FEDO R/ %5 VEGFR (VEGFR1 (¥
VEGFR2) Ofifiast KA A > O—f% & AT %, VEGERL [ L5 ) 7 BifntE (fRBEE%S (Kd) 1T pM
F—#—] TVEGF &#5ET DA, VEGFR2 @ VEGF (2§92 BIFMEIX VEGFRT & b~ THieD TIRL Y,
ZORHEZ Z NI EE, Ty A =— AL AZ =PI KL MlaiC L0 o, EEASHL, AiEk
VW u~ b7 7 7EEMABEDEHFIETEI L, BRI %, T ENEERICRES T
W5, ARENZ, ENT 2012 49 H 28 BIZ THULE TURKEIECETAE M 2 £ 5 IR EEBEA | 250
Be e B L L CLLFORRGEA TR TAREI L L7 0 L R vy (v b)) 8RO 2 BEN
ARSI NTz, LR, BANGhHEE - 2hR & LT M O FRIRBAZEAE I fF 5 BHBETZIE ) (2013 4 11
H 22 HA&AR) . DEATHIC T B AREE A (2014 4 9 A 19 H&R) . TEERF
DEVEIE] (2014 4F 11 A 18 HKAR) AR SNz,  THEEIR B BAZERE (S PE 5 SBEEAE ) 1%,
BEAGR O THEFE D ERIRPAZEE (2 £ O SEETTIE | & HbY 72 R THERERIRPAZEE 2 £ 5
HEBRTEME] & L C 201546 A 26 HIZAR SN,

(724 ]

NATNF T AV =T ARSI 40mg/mL

FLTZA4NRY Y (Fy b)) 8K T A Y =T AENEH A > - 40mg/mL
MAEFARENE (W6) BE 2RISR e U3 MR EEE AL — ik b FREBR  (VEGA #BR)
K OV AR FE VR 4 L IR B RE SN BR  (VENERA 3RBR) OIS & . & H ARk IE 2800
e « R E LT ER AR FEHO AT AR EZITOICHTEY ., ZNEnOMB 2 ED
WA SCEOUETER 2 ER LT,

1.8.1.1 NEEXR IR ] RUZDRTERM

1.8.1.1.1 TREX [T E

A A DGR EIE — A H RGBS IC BT 2B EE I 2 LL I TR TRT,

4. SEERIEHR (F) Orh il B TARME ST £ I & %45 5 MBS EBI 1%
OMBIEFAREIZEE 1% 5 £ M 2B
OFMIERI=H T B UM T £ M &

O RFEHZIE

O I % 7 4 kR

1.8.1.1.2 HRERA

NVG 85 255 & L7- VEGA iBR Clx, A#ME =3FMERE THh 5 1 8 B OIEBREER 5511
B DIREDR—2T A NSO OECEOR/N TN L DR ORFIRE— (A7EH
) 13—4. 9mnHg T, WA 95%EEXM (CI) 1Z—10.2~0. 3muHg T - 7=, EEEEMDOLEE
DFED 95%CT O EFRED 0 2T 0N R, AFIOBESHIIR T 2 EEMEIIREE S 2o 72,



1.8.1 WAH3E () ORERIL
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L L, AFBETIXYPOBE (—10mmHg) & —ET 2 X 9 RBETHEIRERS AL, IRIEOT
BT ATER BN T RE o7 (B EOR/DN YY) AFIEE © —9. 9mHg., {AT1ESE -
—5. 0mmHg) . VEGA FRERODIIFERMMT ORGSR, EEEDREE S N o T ERER TG D
IRIETHMEOHHATHS B2 LN, REMEIRTE FRIEOMEL PEBR U740 T CHEER
BRCd> 2D VENERA #RBRZ S L, AFIOIRE TR A RS L7-, VENERA 3Bk ClE, TZREmIR
HTHD M BHDIREDR—=RT A inb DA OFEIZE b EIL—8. 3mmHg T, Mifi] 95%CI
I£—12.2~—4. 4nmHg TH V. Wl 95%(FFHXM O LIRS FANCEHE LI2FEE (OmmHg) % FA]
0. ARNOFMEPRREES LTz (2.5.4.6) .

F7- . IRE LHOTRETH B RIS M8 OB B4 3T 2 B, 1 BEOWEH
AMEERK (WD) 7 L— RRR—R T Ll U CekdE L 084 % BIREHE B
L., 1 AEHOBAHAEMERR (NWA) L — RBRRX—RF A LR L ChE LT-ERE
DOENE | ZERFFHMEER & L CRMliL7z, 1 B NVI 7 L— RP%E L= o0& &1,
VEGA #BR CIIAKIEEN 70. 4%, BIEEEEDY 11. 5% & AFIBEDMATEREEA KX < E[AY | VENERA
A BR T B [FIBRIC 81. 3% DR E TehE N RO HT=, 1 H D NVA 7' L— RA3ekE L= wRE o
EIBIZBW T, VEGA FRBR TIIAKIEEN 59. 3%, BIEEFEN 11. 5% & AFIBENMBIEFREZ K&
< kIE1Y | VENERA FRER T 50. 0% OHRE CENRO ble (2.5.4.5.2)

PLE, REIOR RN G- OO 72 IR IE TR T K OV L& ST 2 AR ST A 1 & D iR
KRR S L=, F 7o, VEGA 3RER & N VENERA RERICEB W TARIOBARMEIZERIFTHY |
HENTEAERERRICOWVTAFIOMOBEIE TH LD D & RS REN RO b,
TR BMED ) 27 133D o7z (2.5.5.8)

1.8.1.2 DX THRICEET 5

5 MEEXIHRICEHET HEE () RERHL
(BheESE)

5.1 RFNC L DIEEEBIAT HIZEE L, KA - JiRBIC | 5.1 R RO T E LT, FFiC
L1, AFEDOTHREZR L, AHIFREOELR NVG CIIfREF L EHE CTHDH Z & DHIB
W s b, mtiz,

(HEIEREARBAZEE 1% S EBLERE)

5. 2 /R AT 72 AR B RE T8k 0D B PR A1 15 705 38
B DM D ERIRPAZEE BA ~ D G1E, BT 5
TENEELL,

(I B3 S 1R ) 5.3 BRIE L5 5 LTV Ay ik
5.3 kMRS OBHIZI T DENEROLEVTHE | 10 B c BT FiAEMS OBES
A PHEAL/NAS H i & U7=#5 VEGR Sl 734 i &
THMENDH D OO, FEUETRHERITIN
HAREOEEEE T (PRP) T&H V. VEGA 3
B )% OY VENERA 358 Tl Z 1L 5 Rilkk N
D BE DR BN CTH - T2 T2 DR E
L7,
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1.8.1.3 TRERUVAE] RUZDHRERML
1.8.1.3.1 HERUAE

6. ARERUVAE (B) (MAPEFPARBAZEE (<44 5 ABZME. WADARICE 1T 2 IREIREE
FEE &, I EHAKRE)

77V L7 N (Bl fEHz) S LT1IE®HZY 2mg
(0. 05mL) ZHETANKEEG T 5, BEMBEIE. 1 » AU LEH TS

ko
6. AERUAE () (MEFEZARE)
BEEBETHOER T7UNLF b GEEFEBZ) L LT 1A, 2mg (0.05ml) %

AN EET S, ok, WERGEIFHERETE LN, 1 h AL
LofEEHITLHZ L,

1.8.1.3.2 HRERK

NVG DORIEE « Zh AT A HE « AEICOWTIE, N6 BE 2 x4 L LB IHHERSR (VEGA &
%&@meAﬁ%)®&m \ZHDEFRIE L=, VEGA 75RO VENERA iRERD VL « AEORE
FRPLK ONNVG (2381 ) B HESER 1E - FHEZLUTFIORT,

VEGA 38R &% O} VENERA 38R D i B DR SR HL

AFNLISOFL VEGF FEDFEIRMFIRIZ I T, BRI HEEZ M (AMD) K OV .0 F AR P €
JE (CRVO) ZffE 5 HBFEE L R UHE (NN X~7 1 1.26mg, =LA~ :0.5mg) T. H
RNZEETe NVG BTk LT, AR A M58 001855 M MR E S T & G RMPEN#HRE ST b,

ZOZEND, AANTBNTHBHA AMD R0 CRVO (24 D PHBEEIE & [/ U A& T NG (24 5F
HERE BN D & &2, BRI AMD <2 CRVO IZRf ) BBHHIEOAGR AR TH 5 2mg & NVG I2B1)
L MR COMFTHELRE LT (2.7.3.4.1) |

VEGA 38R &% O} VENERA 38R D I 1 DR EARHL

WBEDOEEHRMFZEN S U VECF OH[EHF G2 LD N6 BEF 2B T 5 EIREN TN TR L.,
FEHER) I IRIE IR L R TRBAOER Z Ry hr— LT 5 Z LR Ehi, — T,
EHIR oORBEIZ N Thiuizh VEGF HORRRMFILIZB W T, RGOSR Mg A J S i, —
EROSERF CHEMEER G ST\, UlbEDZ &b%xvaﬁ%@M\ﬁﬂ%ﬁ@&5L\%%
OIERIZ X VBMEGT 215 - AERZY THL EE2, 1 HEOTEEHMA%ZIZ 4 H T LI
HWETHEET LA EEL, BREGEEZRE LTZ, 703, VENERA #RBRIT, Kﬂ@],ﬂﬁ@wr
TR EBHRET L2 ENAMNTHY, AWML RG%ZEAETCE L (2.7.3.4.2) ,

GIZRIT 2B - HE

R X 91z, NG BEZ%IG & L7 VEGA 3k & OF VENERA #RBRIZIS VT, AA| 2mg 512 &
éﬁ%#@ﬁf?hw%&oww%ﬁimﬁwﬁ%ﬁ%ﬁ%uéhfwé F=. mRBRIZEBW
TAHN D BE iaﬁf%@ ﬁiéﬂtﬁ$$%_owf$ﬁ®m®@mrfﬁ%M6%®k
%“%%Wﬁi“ RO LNT, FTEREEMED Y 27 37O LI TN,
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NVG (ZxF3 BP0 VEGF HOKENL, AMEHNCA LN D SRk T 2 RIRE TRETH 5,

VEGA FRERIZ351T DB 2 & e ARK| OB 5B
TATERTRE 20/27 f51))

. 1 [EIAS 75.9% (41/54 1 « AHKIRE 21/27 i,
. 2 [EIH 14.8% (8/54 B : AKIRE 6/27 B K OMATEREE 2/27 1)

NI REIR

1.9% (1/54 {7l : {BIESEE 1/27 f5]) &, FDIFEAEN 1 BIOHLTH -7, VEGA KBTI, B

J£. NVI KON NVA 72 EO#ERE ORERIC K 0 IGBRE(T (504H) ERIOHEC,
BHHRETENEEMTONTEY . B HHRE TR NS NVI L OYNVA 7' L— R OB ED R

B, BEGOHE AENRE STz,

LlbziiE 2, BRI ERER R
& itz
ERAR

AR (PMDA)

B, BELRGEITHREG T 505,

1.8.1.3.3 HERUVHAEICEET HFE

X AEEDOREE, NVG |
f77UNWﬁTF(EE¥ﬁ@2)&Lfltlzm(a%m)%ﬁ¥%W&5
1 » AVlEoMEEH 528 L3528 LT,

L AL ESHITTZ
LD

BT DHAEHF O H

1. RERUVAZICEHEYT 58 ()

RERHL

<)‘j]ﬁb/\]5>

1.1 WARICIR AT & 7R DIRAE DN & D% a %, mliRIA
ﬁ%ﬁwﬁﬁikﬁﬁﬁ%ﬁiuﬂﬁbtifﬁﬁ
EREGTL L, k. PIENGHRIZR T 5 MHIRE H
G, FIRTOR VA 5327 L7z BT
KR DIBEREZAT 5 Z &,

(MR FRARPAZEIE (5 BBEIE)

1. 2B 7ZEORIEIX 1L » A 1 ElE HZIZITW., FD
FER N OERE OIRREZ kI L, AFIRE O
BERIZOWTEEIZHET 5 Z &,

1.3 &EBImtE, HANLKETLHETIE, 1 » AT
MG ENEE LY,
REBERICE 1T D AR IRFT £ M E)

1.4 EHICHRAFEZNE L. £ OREREOEE DR
BaBE L. AHRGOES N5 2 &,

75%*®E%ﬁéﬁﬂﬁé%ﬁ(ﬁﬁ FEREFHIPT
) Z)ﬁmu?ff)%j’bt i&5T6 EMEFE L
l/ Y,

(I B #r & R AFE)

1.6 AANC X 2 I6H X RTAR R AR i 12 K D IR 5
IZX T o xERIECTH D Z LICET D L,
7=, EHRIRIEEBICH T > UIEER I B E
EOPHZEEETHZ L,

1.7 AR 553 E B IRE S 2 5 fi L, JREBDIE
kAR HET A (BIRESHT A M EIC & HIRE E
A5E) DR LN EE, AFN O HEE 2 Ed
L2 &,

7.6 RN ORI, JRERTEHR %
FEhid 52 L THY, NG TILEKT
& D MEMEHE M| % L C PRP AMEHETRIR
LLTHEBMENTWS, £z, NVGIT
KDY R 7 B@mnizeh, HEZET
1L PRP & 31T L CBEAFOIRIE FREIEIC
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F1.8-1: BHEMEEMZEM (AD) | HWBIEGOFRIKEAZEMEICHE S ERFE (CRV0) . MAAMRIZHE T HARBIESEMLE (MCNV) | #ERA
HPLEE DME) . MARERARDBPAEAE (BRV0O) RUMEHEHZNE (NVG) DFEMMAHAR 11 HEBTORIERDFKRHIH R UFHER
SE (GBI C & D)
RIVEMARBRGIE GEESEE) AMD 896/1, 824 #il (49.1%) . CRVO 117/317 %1 (36.9%) . mCNV 25/116 f5 (21.6%) . DME 276/730 ] (37.8%) .
BRVO 43/158 f5i] (27.2%) . NVG 15/66 (22.7%)
AMD CRVO mCNV DME BRVO NVG
VIEW 1 BU GALILEO | COPERNICUS MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
REU VIVID-J S
BlfER4 FEBEREE | FFARSEE | FFRSEE | FRBREEE | FRBR52EHE AEIBEEE BARARFIRS B AR ANRE|I% (zﬁr
pa (5% BAA] [5%BAA] [5%BAA] B 58%E -
(0-96 58) (0-76 58) (0-100 58) (0-4858) (0-5258) (0-5258) (13 18) (538)
N=116 N=158
_ B _ o N=730 (100%) o N=50 N=16 —
N=1,824 N=146 N=171 (100%) _ (100%) N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | [BAA N=85 [E'Z(ﬁéoo%fza [B4 A N=18] (100%) (100%) (100%)
(100%)] ? (100%)
MR BIRIE R 1( <0.1%) 1 ( <0.1%)
L L [11 (( 8332] 1 ( <0.1%)
e s 1 ( 0.1%) o
e I P L 8 R [1( 0.8%)] 1 ( <0.1%)
DR 1( <0.1%) 1 ( <0.1%)
A5 R 1. 1( 2.0%) 1 ( <0.1%)
e 1 ( 0.9%) .
SRR [1( 12%)] 1 ( <0.1%)
[RI#E D FU 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
AR 0 B2 % ik 4( 02%)" 1( 0.1%) 5 ( 0.2%)
FAZERE M Fk P B 1( <0.1%) 1 ( <0.1%)
HiT5 P AR 6( 0.3%) 1( 0.1%) 7 ( 0.2%)
HIEO7LT 5( 0.3%) 1( 0.1%) 6 ( 0.2%)
RIEDRIE 1 ( 0.1%) 1 ( <0.1%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
) AU VIVID-) FHBSEE

ElER% AARESRE | AHBSEE | ARESEE | ANBRSRE | AARSBEGS | SNESEE | ARASHES [ ARARAR &

e [O5HEAA] [D5EAA] [D5EAA] B2E 58&

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=r30 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

R g 3( 0.2%) 2 ( 0.3%) 5( 02%)
AR i it 1( <0.1%) 1 ( <0.1%)
21 1( <0.1%) 1 ( <0.1%)
— B 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
JTIHA 1( 0.1%) 1 ( <0.1%)
B2 14( 0.8%) 2( 12%) 3( 0.4%) 19 ( 0.6%)
BB FIEE 2 2 ( 0.3%) 2 ( <0.1%)
Btk A pE 2 4( 0.2%) 4 ( 0.1%)
FTFHEARE? 5( 0.3%) 1( 0.7%) 1 ( 0.1%) 7 ( 0.2%)
IRER=L 2T 00— LILHEE 1(<0.1%) ? 1 ( <0.1%)
FRMIR A I 2 44 1( <0.1%) 1 ( <0.1%)
EHUE 1( <0.1%) 1 ( <0.1%)
B3 a5 1( <0.1%)" 1 ( <0.1%)
EAEFIM 1(<0.1%) ¥ 1 ( <0.1%)
N 308 e 1( 0.7%) 1 ( <0.1%)
Fs R 1f 480 ( 26.3%) 20 ( 13.7%) | 29( 17.0%) [ig (( 1?;%’))] Eg ((1?61/2/;]) 26 ( 16.5%) 3 ( 6.0%) 746 ( 23.2%)
FE N 1. 19( 1.0%) 1( 0.7%) 1( 0.6%) [71 (( g'.%‘:(};))] 28 ( 0.9%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 RU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
BU VIVID-J
ElERA% FEBREEE | FEREEE | FEBRSEE | FFBREEE | AFREEEHRE | FRBRSESE BARAXREIRE | BARAAXAE $§l:?§jr;%%
pa CEEEEIN [55B&A] [55B&A] BE 58% ;
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=116 _ o N=158
woaoraprvozto | N | he | e | oo | e |0 G| d | ey
(100%)] ’ (100%)
FE A 6( 0.3%) 1( 0.6%) 1 ( 0.1%) 8 ( 02%)
FE N i 7( 0.4%) 7 ( 0.2%)
T F— PSR 2( 0.1%) 2 ( 0.3%) 4 ( 0.1%)
S NG AN N T 1( <0.1%) 1 ( <0.1%)
FAfR AR 1 ( <0.1%) 1 ( <0.1%)
14 N64% LA 1 ( 0.1%) 1 ( <0.1%)
A 3( 0.2%) 1( 0.7%) 2 ( 0.3%) 6 ( 0.2%)
A R R AR 11( 0.6%) [ 12(( 0%?,2/;‘]) 1( 0.6%) 14 ( 0.4%)
ARG A 12( 0.7%) 2( 1.4%) 1( 0.6%) [11 E ﬁ;Z‘;)] 5( 0.7%) 21 ( 0.7%)
A RIS 1( 0.1%) 1 ( <0.1%)
14 5 28 1( 0.7%) 1 ( <0.1%)
£ N I 14 ( 0.8%) 1 ( 0.1%) 15 ( 0.5%)
14 IRV 1 ( 0.1%) 1 ( <0.1%)
e £ 3 1 Bz e 1( <0.1%) 1 ( <0.1%)
BRI M N 1 ( 0.1%) 1 ( <0.1%)
A 1 ( <0.1%) 1 ( <0.1%)
LM B B 2 M 2( 0.1%)° 2 ( <0.1%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
) AU VIVID-) AAE S B

ElER% AARESRE | AHBSEE | ARESEE | ANBRSRE | AARSBEGS | SNESEE | ARASHES [ ARARAR &

e [O5HEAA] [D5EAA] [D5EAA] B2E 58%

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

MR HzI5 10 ( 0.5%) 1 ( 0.1%) 11 ( 0.3%)
ARG 2 1 ( 0.1%) 1 ( <0.1%)
bR 1( <0.1%) 1 ( <0.1%)
AR A 11( 0.6%) 1( 0.7%) 1( 0.1%) 13 ( 0.4%)
AR DARIE [21 (( %%(:,//?)] 2 ( <0.1%)
R 42( 23%) 8( 5.5%) 7( 41%) [2‘1(( 3;:2’))] 6 ( 3.8%) 87 ( 2.7%)
R 158 ( 8.7%) 14( 9.6%) | 17( 9.9%) [(;(( 1522;/:))] [512(( 172://;‘))] [51(( 5362://:))] 2( 12.5%) 253 ( 7.9%)
ARZDHEIE 9( 0.5%) 1( 0.7%) 4 ( 0.5%) 2 ( 1.3%) 1( 6.3%) 17 ( 0.5%)
R B A AR 6( 0.3%) 2( 1.4%) 37( 0.4%) 11 ( 03%)
AR g £ i 1( 0.7%) 1 ( <0.1%)
AR gt 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
MR Hgin K2 6( 0.3%) 1 ( 0.1%) 1 ( 0.6%) 8 ( 02%)
NRAG AR © 16 ( 0.9%) 3( 0.4%) 19 ( 0.6%)
AR Mg v e ® 4( 0.2%) 1( 0.6%) 1 ( 0.6%) 6 ( 0.2%)
ARG 5( 0.3%) 1( 0.6%) 6 ( 0.2%)
ARG S 3 P o 1( <0.1%) 1 ( <0.1%)
R A E D FESE 1( <0.1%) 1 ( <0.1%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 RU GALILEO | COPERNICUS MYRROR VISTA-DME. VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
RUVIVID-J AEEEEE
B4 FEIRERE | AMBSRE | FHRERE | AARSEE | AARSBEHS | FARESHE | BRARARSE | BAAFHB ( ;Jr;“‘
g (5% BAA] [5%BAA] [5%BAA] BE 58% oF
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | (A& A N=85 [Eﬁéoaj]128 [BAA N=1g] (100%) (100%) (100%)
(100%)] (100%)
AR > B4k 53( 2.9%) 7( 4.8%) 4( 2.3%) 16 ( 2.2%) 3( 1.9%) 83 ( 2.6%)
o] 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
IS H 1. 1( <0.1%) 1( 2.0%) 2 ( <0.1%)
KR BRI 1( <0.1%) 1( 0.7%) 2 (03%) 4 ( 01%)
K5y M 1( <0.1%) 1 (<0.1%)
LA/ 1 ( 0.1%) 1 ( <0.1%)
s 3( 0.2%) [112 ﬁ;;f‘;)] 1( 0.1%) 5 (02%)
14 5 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
e H 1. 1( <0.1%) 1 ( <0.1%)
PRI 41 ( 2.2%) 5( 3.4%) 8( 4.7%) 16 ( 2.2%) 2 ( 1.3%) 72 ( 22%)
JIL (=] Z/0 i 4] 170 [1(0‘8%)] D70 270
K R TR 2 2( 0.1%) 2 ( <0.1%)
HBEA 12( 0.7%)% 12 ( 0.4%)
PEERRAESE 10 5( 0.3%) 1( 0.6%) 1 ( 0.1%) 7 ( 0.2%)
N . . 1 ( 0.9%) .
BHEL [ L 3( 0.2%) 1( 0.6%) (1 12%)] 5( 0.2%)
PEBERE i 1( 0.7%) 1 ( <0.1%)
BRI 4( 0.2%) 1( 0.7%) 5( 0.2%)
B4 AL 1( <0.1%) 1 ( <0.1%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
_ RO VIVID-) AHEEEE

BlER% AR EE | ARESRE | AMRESEE | AABERE | ARESBEMNE | FABSEE | BAARAES | BRAKHSR &

#eE [35BAA] [35BAA] [35BAA] BE sgE

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (00%) | (mxAN=gs | FEEICZ | maa N=18] (100%) (100%) (100%)

(100%)] (100%)

BT E AR 2( 0.1%) 2 ( <0.1%)
PHEEAE 1 ( 0.1%) 1 ( <0.1%)
ZEBUE 5( 03%) 5( 0.2%)
SR I A e B 25 1 3( 02%)° 3 ( <0.1%)
AR A I 24( 1.3%)" 6( 3.5%) 1 ( 0.9%) 1 ( 0.1%) 32 ( 1.0%)
AR 7 i 52( 2.9%) 7( 4.8%) 5( 2.9%) 2 ( 1.7%) 18 ( 2.5%) 1( 0.6%) 85 ( 2.6%)
R ESE 6( 0.3%) 3( 2.1%) 9 ( 12%) 18 ( 0.6%)
TR ZEHE 1 ( 0.1%) 1 ( <0.1%)
HiahieFLEA H M 1( <0.1%) 1 ( <0.1%)
e L S 5 1( <0.1%) 2 ( 03%) 3 ( <0.1%)
AR e 5] P Ve 1( <0.1%) 1 ( <0.1%)
A 7( 0.4%) 1( 0.7%) 2( 1.2%) 1( 0.9%) 6 ( 0.8%) 17 ( 0.5%)
FEARSE 3( 0.2%) 3 ( <0.1%)
P FELRIR 2( 0.1%) 1 ( 0.1%) 3 ( <0.1%)
SRS 15( 0.8%) 1O 07%) | 3( 18%) [77(( ggf//:))] [93(( 1223‘:,//‘;))] 1 2.0%) 36 ( 1.1%)
NGB IR P 2E 1( 0.6%) 1 ( <0.1%)
AR A 3( 0.2%) 3 ( <0.1%)
FENEESITES 2( 0.1%)" 2 ( <0.1%)
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AMD CRVO mCNV DME BRVO NVG
VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
) AU VIVID-) AAE S B

BlfER& AEREEE | FEREEE | FHRERSE ZKFIJ?QE},%%‘ Zkﬁlljﬁff,%%‘{#é Zifﬂ?ﬁ%%%‘ BARAXREIRE | BARAAXAE (&5

e [O5HEAA] [D5EAA] [D5EAA] B2E 58%

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

Wik NN e 1( <0.1%)" 1 ( <0.1%)
HHE NS e 1 ( 0.1%) 1 ( <0.1%)
S 1 s 1 (<0.1%)
HENSE L 16 ( 0.9%) [21(( %’%‘;/2))] 1( 20%) 19 ( 0.6%)
HHENSER 2( 0.1%) 2 ( <0.1%)
Ml bR AL 13( 0.7%) 13 ( 0.4%)
AN A 3R b BE 1( <0.1%) 1( 0.7%) 2 ( <0.1%)
AN L 1( 0.7%) 1 ( 0.9%) 1 ( 0.1%) 3 ( <0.1%)
FHENGE . A P 1( <0.1%) 1 ( 0.1%) 1 ( 0.6%) 3 ( <0.1%)
NGy BERE 1( <0.1%) 1( 0.7%) 1 ( 0.9%) 3 ( <0.1%)
SRS i 1 ( 0.6%) 1 ( <0.1%)
HENR T BRAEE 3( 0.2%) 3 ( <0.1%)
AN TR 2( 0.1%)™ 2 ( <0.1%)
USTWINEES 1( 0.7%) 1 ( <0.1%)
P ERR 1( <0.1%) 1 ( <0.1%)
TP A B 1( <0.1%) 1 ( <0.1%)
SEINES 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
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VIEW 1 BU GALILEO | COPERNICUS MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
RU VIVID-J
5 n n n n o e o n KEIZEEE
ElfER4 AEHERE | AFREERE | AFREERE | FRBREEE | ARBREREHS | FBHBRS5EE | BFAAKRFIERE | BRAXRHE (&)
g (5% BAA] [5%BAA] [5%BAA] BE 58% o
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | (A& A N=85 [Eﬁéoaj]128 [BAA N=1g] (100%) (100%) (100%)
(100%)] (100%)
FH 29 ( 1.6%) 1( 0.7%) 1( 0.6%) 10 ( 1.4%) 41 ( 1.3%)
HEIET 18 ( 1.0 %)™ 49 0.5%) 22 ( 0.7%)
s 11( 0.6%)" 2( 1.4%) 4 0.5%) 1 ( 2.0%) 18 ( 0.6%)
fiF A 8( 0.4%) 1 ( 0.1%) 9 ( 0.3%)
Tl A0 G 1( <0.1%) 1 ( <0.1%)
Tl AR M 1( <0.1%) 1 ( <0.1%)
Bl e 28 ( 1.5%) 2( 1.4%) 3( 1.8%) 5( 0.7%) 2 ( 1.3%) 40 ( 1.2%)
e RN 1( <0.1%) 1 ( <0.1%)
T 0 0 0 33 (1 45%) 0 0
R UNESILY] 74( 4.1%) 4( 2.7%) 6( 3.5%) (1 08%)] 2 ( 1.3%) 119 ( 3.7%)
A7 H 1. 5( 0.3%) 1( 0.7%) 1( 0.9%) 4 ( 0.5%) 1 ( 0.6%) 12 ( 0.4%)
i FRA~AX 2( 1.2%)" 2 ( <0.1%)
IER LNz 8( 0.4%) 1 ( 0.1%) 9 ( 0.3%)
ERREN/S 1( <0.1%) 1 (1 <0.1%)
N 1( <0.1%) 1 ( <0.1%)
A RS 1( <0.1%) 1 ( <0.1%)
i 2( 0.1%) 2 ( <0.1%)
T PR L AR 1 ( 0.1%) 1 ( <0.1%)
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VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
~ RU VIVID-J AEEEEE

BlER% AARESRE | AHBSEE | ARESEE | ANBRSRE | AARSBEGS | SNESEE | ARASHES [ ARARAR &

e [O5HEAA] [D5EAA] [D5EAA] B2E 58%

(0-96 58) (0-76 58) (0-100 38) (0-4858) (0-5258) (0-5258) (13 38) (5 38)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) (’\1‘;2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

TR 2( 0.1%) 2 ( <0.1%)
PH R 1 ( 0.1%) 1 ( <0.1%)
W7 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
HTIEE 1( <0.1%) 1 ( <0.1%)
TESFHIAL S WA 1( <0.1%) 1 ( <0.1%)
TSN AR 2( 0.1%) 1( 0.6%) 1 ( 0.1%) 4 ( 0.1%)
TSR AL HL 2( 0.1%) 2 ( <0.1%)
TSR ALEE 3( 0.2%) 1( 0.7%) 4 ( 0.1%)
TSR AL i 1( <0.1%) 1( 0.7%) 2 ( <0.1%)
TSR H 35( 1.9%) 5( 3.4%) 2 ( 0.3%) 42 ( 1.3%)
TSR AT 2( 0.1%) 2 ( <0.1%)
TSR ALAR 5 1( <0.1%) 1 ( 0.1%) 2 (<0.1%)
past o VA IS ¥ 9( 0.5%) 1( 0.6%) 2 ( 0.3%) 12 ( 0.4%)
TSR ALV 2( 0.1%) 2 ( <0.1%)
e ShRL S 63( 3.5%) 5( 3.4%) 4( 23%) [“] (( 585;/;’))] 1 ( 0.6%) 3 ( 6.0%) 87 ( 2.7%)
VRSO PR 1( <0.1%) 1 ( <0.1%)
TSR ALIEAR 1( <0.1%) 1( 0.7%) 2 ( <0.1%)
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VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
) AU VIVID-) FHBSEE

ElER% AARESRE | AHBSEE | ARESEE | ANBRSRE | AARSBEGS | SNESEE | ARASHES [ ARARAR &

e [O5HEAA] [D5EAA] [D5EAA] B2E 58%

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

[y 1( <0.1%) 1 ( <0.1%)
Y RUE 4( 0.2%) 1( 0.7%) 5( 0.2%)
NS 5( 0.3%) 3 ( 0.4%) 8 ( 02%)
I A o B e R 1( <0.1%) 1 ( <0.1%)
AR 2% 6( 0.3%) 1( 0.6%) 7 ( 0.2%)
AL 1( <0.1%) 1 ( <0.1%)
_-MAER S 2 ( 0.3%) 2 ( <0.1%)
SMENE N 2 1 ( 0.6%) 1 ( <0.1%)
14 R 5 15( 0.8%) 1( 0.7%) 4( 23%) 7 ( 1.0%) 1 ( 0.6%) 1( 2.0%) 29 ( 0.9%)
RS 1(<0.1%) 9 1 ( <0.1%)
ARALIE & D 1 ( 0.1%) 1 ( <0.1%)
RPN 47 1( <0.1%) 1 ( <0.1%)
R 17 3( 0.2%) 3 ( <0.1%)
AR 8 ) A o e 1( <0.1%) 1 ( <0.1%)
Frfoetd N Rz k48 1( 0.6%)"® 1 ( <0.1%)
SR 1 AN R IR 1( <0.1%) 1 ( <0.1%)
LB A% i A 1( <0.1%) 1 ( <0.1%)
JLE H T 1( <0.1%) 1 ( <0.1%)
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VIEW 1 BU GALILEO | COPERNICUS MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
RUVIVID-J ppa——
ElfER4& AEIBRERE | FEBRERE | AFRSEE | ABFREERE | ARREREHE | FFBREEE BAAREIRS | BERARHFH ( 2- Jr;”
pa (5% BAA] [5%BAA] [5%BAA] BE 58% o
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=116 N=158
- _ - 0 N=730 (100%) 0 N=50 N=16 -
N=1,824 N=146 N=171 (100%) ~ (100%) N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | (A& A N=85 [E"(ﬁ&)y;fzs [BAA N=1g] (100%) (100%) (100%)
(100%)] ’ (100%)
WL\ L DS 7( 0.4%) 2 ( 0.3%) 9 ( 0.3%)
FoN—r 1( <0.1%) 1 ( <0.1%)
Rz 7F =0 1 ( <0.1%) 1 ( 0.1%) 1 ( 0.6%) 3 ( <0.1%)
i HR B U S HE N 1 ( 0.1%) 1 ( <0.1%)
i JE b5 1 ( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
A I L 3( 0.2%) 3 ( <0.1%)
1 ( 0.6%) 0
PR i B [1( 56%) 1 ( <0.1%)
AR EREE N 1( <0.1%) 1 ( <0.1%)
e 1 ( 0.6%) .
PR R b [1( 56%) 1 (<0.1%)
1 ( 0.9%) .
IR [1(12%)] 1 ( <0.1%)
o . 15 . 26 ( 3.6%) 4 ( 25%) ) o
ARIE 5 89 ( 4.9%) ( 103%) 3( 1.8%) (3 ( 23%)] [1( 56%) 1( 2.0%) 138 ( 4.3%)
PRV E Btk 1( <0.1%) 1 ( <0.1%)
ot 1 ( 0.1%) .
haR=2 1 HN [1( 0.8%)] 1 ( <0.1%)
PR N ARG 1 ( 0.1%) 1 ( <0.1%)
R EH . 5 0
AP 1( <0.1%) 1( 0.6%) 2 ( <0.1%)
HEfERZ 1( <0.1%) 1 ( <0.1%)
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VIEW 1 BU GALILEO | COPERNICUS | MYRROR VISTA-DME, VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
) AU VIVID-) FHBSEE

ElER% AARESRE | AHBSEE | ARESEE | ANBRSRE | AARSBEGS | SNESEE | ARASHES [ ARARAR &

e [O5HEAA] [D5EAA] [D5EAA] B2E 58&

(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=r30 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (0o%) | EAAN=gs | FEEIZ | azn N=18] (100%) (100%) (100%)

(100%)] (100%)

5809 1( <0.1%) 1 ( <0.1%)
A REHE 1( <0.1%) 1 ( <0.1%)
AR e L B e 1( <0.1%) 1 ( <0.1%)
i 1fn. A 6 1) 4( 0.2%) 4 ( 0.1%)
FEMED FU 1 ( 0.1%) 1 ( <0.1%)
TR R 1( <0.1%) 1( 0.1%) 2 ( <0.1%)
GIEbR 2( 0.1%) 2 ( 0.3%) 1( 2.0%) 1 ( 63%) 6 ( 0.2%)
TR R 1( <0.1%) 1 ( <0.1%)
i AL P 27 1) 1( <0.1%) 1 ( 0.1%) 2 ( <0.1%)
52 F g 19 1( <0.1%) 1 ( <0.1%)
DEhEE 2( 0.1%) 2 ( <0.1%)
— IR R AR 1 1( <0.1%) 1 ( <0.1%)
L R A8 1( 0.7%) 1 ( 0.1%) 2 ( <0.1%)
BRI 2( 0.1%)» 2 ( <0.1%)
TRIRAE 1( <0.1%) 1 ( <0.1%)
RS L 1( <0.1%) 1 ( <0.1%)
PE IR I PE B AE [11 (( %.g,//?)] 1 ( <0.1%)
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VIEW 1 &U GALILEO | COPERNICUS | MYRROR VISTA-DME. VIBRANT VEGA VENERA
VIEW 2 VIVID-DME,
RUVIVID-J ppa——
LR AREEBE | AMBSRE | AMRSBE | ANRSBE | ANBSBEHS | AMRSEE | BAARARS | BEAKHS o5
pa (5% BAA] [5%BAA] [5%BAA] BE 58% o
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 58) (538)
N=1,824 N=146 N=171 (TSSJ/S N=730 (100%) ('\1];2)38) N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | (A& A N=85 [E"(ﬁ&%fZB [BAA N=1g] (100%) (100%) (100%)
(100%)] (100%)
RE) 2( 0.1%) [11 (( (5)2023] 3 ( <0.1%)
R 1( 0.1%) R
R4 1( <0.1%) 1 08%)] 2 ( <0.1%)
Wb 1 b 1(<0.1%)
T LV — L 1( <0.1%) 1 ( <0.1%)
N 1( 0.1%) )
i 12 [1( 08%)] 1 ( <0.1%)
M ik 1( <0.1%) 1 ( <0.1%)
st i 2( 0.1%) 2 ( <0.1%)
£ 1( <0.1%) 1 ( <0.1%)
R 1( <0.1%) 2 ( 0.3%) 3 ( <0.1%)
() 1( <0.1%) 1 ( <0.1%)
$es 1( <0.1%) 1 ( <0.1%)
$THE 1( <0.1%) 1( 0.7%) 2 ( <0.1%)
ERERR A LIE 1( <0.1%) 1 ( <0.1%)
PR 4( 02%) 4 ( 0.1%)
T —PEZHFEAE 1( <0.1%) 1 ( <0.1%)
Rep5 1( <0.1%) 1 ( <0.1%)
TG 1( <0.1%) 1 ( <0.1%)
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VIEW 1 &U GALILEO | coperNICUS | MYRROR VISTA-DME. VIBRANT VEGA VENERA
VIEW 2 VIVID-DME.
RUVIVID-J ppa——
BIER4 AEIEEEE | FFBREEE | FARBREEE | FARERESEE | ARBRSBEHE XEIBEEE BARAREIEZRE B AR ANRFI 2§+;u
s [35A%A] [55BAA] [55BAA] BE S5gE o
(0-96 &) (0-76 58) (0-100 i) (0-4858) (0-52 i) (0-52 i) (13 18) (58)
N=1.824 N=146 N=171 (ng;g N=730 (100%) 2383% N=50 N=16 N= 3,211
MedDRA PT ver.21.0 (100%) (100%) (100%) | (A& A N=85 [Eﬁ&;?% [BAA N=1g] (100%) (100%) (100%)
(100%)] (100%)
RN TES 17 6( 0.3%) 1( 0.7%) 1( 0.1%) 8 ( 02%)
- R 2 ( 17%) 3( 04%) ) )
& I E 7( 0.4%) (2 24%)] D2 L6%)] 2 ( 1.3%) 14 ( 0.4%)
e 1 ( 0.1%) R
A B REAZE IR R [1°( 08%)] 1 ( <0.1%)

V) 4538 i F FGEBF CTD D MedDRA PT ver. 1Z¥RD &30 : AMD(14.0), CRVO(14.1), mCNV(16.0), DME, BRVO(17.0)

)[R T4 E] : AMD, CRVO, mCNV. DME. BRVO CTD OEIVER —& 3 TIL.

i,

2) [HWRE, FEANE, EEANE, T AaNE, KERRE]

2 OfNMEESROZ L,

3) [EREk= L 271 —Aya5aE] - AMD, CRVO M TR mCNV CTD D EIER —E 2 T,
4) [ 3R] AMD, CRVO XU mCNV CTD OEIWEH—EETIX &85 .

BRI,

5) [FEAEFEIM] : AMD K& TY CRVO CTD D EIVEH —%& 2% Ti.

POBEPEmAR ) & STz,

MR e & STz,

MROEFRL] THEEINTWZ8HID S B, AMD @ 3 Fi2Y TR & LTH%E

MEYERRE] UL TANEE] OFLE TE LD TE Lz, EiHFECOVWTIE, £ 1.8

DME, BRVO CTD BMEH—HEZR TIE TBREG ) THEIN TV AMD O 1 F5 TR 3

6)  [ELMEINENEEBEZS M, BT AE M DI EEBEZEME] © AMD, CRVO. mCNV, DME. BRVO CTD BIfEF—E 3 I TINEEEIZANE ] LI N TV 56D 5 b, 2 F2s T

PEMERAEBEAME ) | 3 B2 DHrAEmE st Loz, ARIOBISIED 9> B, AD OFRA (ElbEde) & L,
) [ARHEPAEAR] : AMD, CRVO, mCNV, DME, BRVO CTD DEIfEH—HE K TiL.
8) [MRMVHIE. NRWIENE] : AMD, CRVO. mCNV. DME, BRVO CTD DEI/EH—%E 3 Tl
Too WRASCEOZE OMOEIER TIX,

-3

MRAREAE ] & U TR,

9)  [EBEAME] : ARIOBEIIED 5> B, AMD OJFHEE (B b &) & L,

10)  [PHEEBRKEAE] : AMD CTD OEMWEM—FaR T THEBHAE] LI TV, IR CEDOZ DM ORITEN T,
1) [ EEB] : AMD CTD OFRMWEM —B &R Tk THEIRANE) LS h T, IRISGEDZ OMOEITER TIX,

[EEEIER | THE I TV DME @ 1 623 TIREEE) oo Sy,
MR CHfEEIN Tz 25805 B 19 FIA TIRBIEE] (CHfES

MBHBERRAEAE ) & L CRiil.
iamstasg iz & L Chdl,
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12) A PEMERSERIBE] - AMD, CRVO, mCNV, DME, BRVO CTD OREIWEA—ER Tix, [MERHEE CTHBEIN Tz 2B H, AMD 0 1 1A THERMMEEREE & L
THEESNT, WMNCEOERZRER T, THEEREE & Ui,

13)  [MEBTHE] : AMD & TN CRVO CTD DEIWEM —8aZ&k TId Ml E] &I Tz 2 5123, mCNV CTD OEIWEH —8&R TIk TMERERIEE) oI T, i
MXEOZFOMOBEWEMR T, THEBEEE & LTEH#H,

14) [HAET. FARE] © AMD, CRVO, mCNV, DME, BRVO CTD OEIEA—EHR TIL. MEIET) THEINTWE 25605 H, AMD @ 2 Bl X ONDME @ 1 Bl T8
HREE] L LUTHAE ST,

15) (A&~ K] : AMD, CRVO, mCNV DME, BRVO CTD D@IfEH—EFE Cix T IRREE) & IN Tz 2 B0 TR IR~A X & LTHEENT, BIIED
ZOMOBIWER I, ThRE®) & L it

16) [AR¥445] - AMD, CRVO CTD OEWEMH —%3 i TIREEPHMAE] . mCNV, DME X OVBRVO CTD OFIWEH —%E2R Tk TIREE MG CToI Tz 1 FIAS R
B LT ENT,

17) LBEES., BNEH] : EAEOEE] OBIOE TR L,

18) [Hkehtfis Lz k48] : AMD, CRVO, mCNV, DME, BRVO CTD DEMEM —EX TIT [AKOBA] EABESH TV 1412 THEgrEmB LR k48] L LTHESH
72

19) [MmEFIE, BIMPERMZES, T 7 %, —@ENENRBEIZ2E L DT MHEd ] OF54 TEFL (0.2% @ F1/3,2114)) ) | ERZRWERICFH L,

20) [VEFHRYUA] : AMD, CRVO ZO¥mCNV CTD OEIEH —ER TIE T#-M ) L0 IN T, IR SCEDZOMOBIER TIX. T8 & L Ciodl,
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ERERZEBLEE EHBE) M1, 372/3, 21161 (42.7%)

(MedDRA ver. 21.0)
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HBRTRELE-AERO—E

HA NS 103/38945] (26.5%)

B4 ($ERE) B4 ($ERE)
ElERA £5£MH SHERARAN ElERA £5£MH SEEAAN
MedDRA ver. 21.0 '\(173020/:; ('\1'3833 MedDRA ver. 21.0 '\(173020/:; ('\1'3833
[DMEREE] 5( 0.2%) 3 ( 0.8%) A {4 H 1 12 ( 0.4%)
S BRI i 1 ( <0.1%) AR iz 45k 11 ( 0.3%)
MR LA E 1 ( <0.1%) 1 ( 03%) AR EBAEAR © 11 ( 03%)
vEn LD R 1 ( <0.1%) 1( 03%) fil AR 9 ( 0.3%)
DA 2E 1 ( <0.1%) YRR E D 9 ( 0.3%) 1 ( 03%)
D R 1. 1 ( <0.1%) 1 ( 03%) FE A 8 ( 0.2%)
[BEELUVARBRIEE] 3 ( <0.1%) 1 ( 03%) AR B i 5 8 ( 0.2%)
[El#EPED FU 2 ( <0.1%) il P 7 ( 0.2%)
HET 1 ( <0.1%) 1 ( 03%) FETANEY 7 ( 0.2%)
[ERFEE] 1210 ( 37.7%) | 82 ( 21.1%) FE N i 7 ( 0.2%)
N 1. 746 ( 23.2%) | 53 ( 13.6%) EBEARHEAE © 7 ( 0.2%)
{555 253 ( 7.9%) | 10 ( 2.6%) fiEO7LT 6 ( 0.2%)
R R UNESiL7)] 119 ( 3.7%) 4 ( 1.0%) £ 6 ( 0.2%)
AR sfIlE 87 ( 2.7%) 1 ( 03%) AR A ¥ 6 ( 0.2%)
AR 75 fL 85 ( 2.6%) | 2 ( 0.5%) MR AR 6 ( 02%)
AR ZL 7% 83 ( 2.6%) 1 ( 0.3%) MR o> $ 5 Jek V) 5( 02%) 1 ( 03%)
FEIFHEN 72 ( 22%) 1( 03%) MR A 2% 5( 02%)
T 41 ( 1.3%) R 5( 02%) 1 ( 03%)
Tl - AR R 40 ( 1.2%) BEBE AL 5( 0.2%) 1 ( 03%)
JRN ]S 36 (1.1%) | 15 ( 3.9%) e 5 ( 0.2%)
AREB A gk © 32 ( 1.0%) LERURE 5 ( 0.2%)
MBS I, 28 (- 0.9%) 1 ( 03%) M RS Y 4 ( 0.1%)
BAET 2 22 (1 0.7%) T LR — MRS 4 ( 0.1%)
AP A 21 ( 0.7%) 2 ( 0.5%) LR ST NS 4 ( 0.1%)
N 19 ( 0.6%) 1 ( 03%) A LA N BB A 3 ( <0.1%)
HANEE S i 19 ( 0.6%) 3 ( 0.8%) e L S 5 3 (<0.1%)
ARG AR © 19 (' 0.6%) SeAE 3 ( <0.1%)
e AR FEAE 18 ( 0.6%) 1 ( 03%) HAEIRE 3 ( <0.1%)
vl 18 ( 0.6%) 1 ( 03%) HERRZS 3(<01%) | 2( 05%)
MRZ D3 17 ( 0.5%) 1 ( 0.3%) HeB AL AL 3 ( <0.1%)
=M 17 ( 0.5%) B 4 e 3 ( <0.1%)
14 N il 15 ( 0.5%) 1 ( 03%) NGS5 BEE 3 ( <0.1%) 1 ( 03%)
R E R R 14 (1 0.4%) 1 ( 03%) HERE T MAEE 3 ( <0.1%)
ARAR 13 ( 0.4%) — it S 2 ( <0.1%)
MR R L 13 ( 0.4%) 1 ( 03%) BB AR 2 (<0.1%)
HEHAME 12 ( 0.4%) 1 ( 03%) B B A © 2 ( <0.1%)
AR DR AE 2 ( <0.1%) 1 ( 03%)
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BI%5 (S ) BI%5 (S )
BlERE =35 SHLEAA BlERE =35 SHEARA
MedDRA ver. 21.0 oo C1o0%) MedDRA ver. 21.0 oo Nooee

AR gt i 2 ( <0.1%) 5B A AL 1 ( <0.1%)

Tk PN B 2 ( <0.1%) BEBEE 1 ( <0.1%)

4 IBE 2 ( <0.1%) TR R 1 ( <0.1%)

KA IRIRE Y 2 ( <0.1%) Mt L H i 1 ( <0.1%)

BTSSR 2 ( <0.1%) AR 5 ) D e 1 ( <0.1%)

MR 1O 2 ( <0.1%) HEEB IR PH 28 1 ( <0.1%)

ARGV ek 2 ( <0.1%) S s e 1) 1 ( <0.1%)

MMt b EE 2 ( <0.1%) MLz Hid 1 ( <0.1%) 1 ( 03%)

AN T Y 2 ( <0.1%) RS 1 ( <0.1%)

SEINESE 2 ( <0.1%) HEE PRI B 1) 1 ( <0.1%)

W TR ~A XD 2 ( <0.1%) N IWIREFS 1 ( <0.1%)

PAZE R A RN B 1 ( <0.1%) R IR 1 ( <0.1%)

A D RAE 1 ( <0.1%) TR A % 1 ( <0.1%)

AR B i 1 (<0.1%) TP A 1 ( <0.1%)

W 1 ( <0.1%) 28 1 ( <0.1%)

Jr I 1 ( <0.1%) GRRENEES 1 ( <0.1%)

Ej%%‘;’;jrf“*” 1 ( <0.1%) AT % 1 ( <0.1%)

A S 25 1 ( <0.1%) LLLL 4 ( 01%)

o 1 ( <0.1%) Bl 2 (<0.1%)

EREFS M 1Y 1 ( <0.1%) A I (<0.1%)

i B 308 e 1 ( <0.1%) R LR 1 (<0.1%)

- [—HE- 2 BEESLUE ) .

SN AN TN i 1 ( <0.1%) B8R DIREE] 152 ( 4.7%) 4 ( 1.0%)

A IR 1 ( <0.1%) TSRS 87 ( 2.7%) | 4 ( 1.0%)

4 RN 1 ( <0.1%) TEGHERAT H i 42 ( 1.3%)

FalA 1 (<0.1%) VS 12 ( 04%)

Fh ML 1 (<0.1%) VERHBL AU 4.( 0.1%)

IR LRI 1 (<0.1%) PESHIBAATEE 4( 0.1%)

B DR 9o PR N 1 ( <0.1%) TR 2 (<0.1%)

L 1 ( <0.1%) o 2 (<0.1%)

i3OI 1 (<0.1%) VS L 2 2 (<01%)

IR 2 1 (<0.1%) PESHIB{L L 2 (<0.1%)

RIS ML 1 (<0.1%) R SO 2 ( <0.1%)

Hihg HH it 1 ( <0.1%) TERHIOCAA LS 2 (<0.1%)

IR e 1 (<0.1%) PRS2 AT 2 (<0.1%)

MR 2 S PRI 1 ( <0.1%) TSI R 2 ( <0.1%)

KLR 53 B 1 (<0.1%) 3 P G 1 (<0.1%)

REPS 1 ( <0.1%) TR 1 ( <0.1%)

AR LAY 1 ( <0.1%) ATREE 1 ( <0.1%)

R i 1 (<0.1%) AL I 1 ( <0.1%)

LI L 1 (<0.1%) FESHIB T2 PER 1 (<0.1%)
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% (BB EE) % (BB EE)
EfER2 === 5| SH5HAA EfER2 === 5| SH5EAA
MedDRA ver. 21.0 '\(l1=302°/:)1 ('\1';833 MedDRA ver. 21.0 '\(l1=302°/:)1 ("1';833
li=9=:3 1 ( <0.1%) WEfERZ 1 ( <0.1%)
[(REREE 5 (02%) *{gfﬁﬁgm“ﬁ@ 2 (<0.1%)
HEW R EOE 5( 02%) - 1 (<0.1%)
[BRIESFUFERE] 18 ( 0.6%) 1( 0.3%) P 1 ( <0.1%)
GBS 8 ( 0.2%) 1 ( 03%) _[am EBEMRLV
AT 2 (<01%) IR LI 1 ( <01%)
VAR AR P e 1 (<0.1%) (R REE 19 ( 06%) | 2( 0.5%)
A 1 (<0.1%) R 6 ( 02%) | 2( 05%)
fﬁiﬁ%m“mg S1( 16%) | 2( 05%) T 5 1 1 4( 01%)
10 [ 29 ( 0.9%) | 1( 03%) TR R 2 (<0.1%)
WU L DYENE 9 ( 03%) R i 2 v 19 2 ( <0.1%)
@Ry 51 3 ( <0.1%) DA 2 (<0.1%)
i 52 L 1. 2 (<0.1%) | 1( 03%) HLBFRAR 2 (<0.1%)
IMEME N D 1 ( <0.1%) FEIMED FN 1 ( <0.1%)
MR AL B 1 ( <0.1%) ey 1 ( <0.1%)
RN 1 ( <0.1%) )R 1 ( <0.1%)
AR 10 1 ( <0.1%) — AR I 1 1 1 ( <0.1%)
BRI 1 A 1 1 ( <0.1%) [FEIEE] 4 ( 0.1%)
ML 25, 2 7 e 1 ( <0.1%) TR 20 2 ( <0.1%)
RLLIE 1% AL 1 ( <0.1%) RE 1 ( <0.1%)
RLE 1% 16 e 1 ( <0.1%) R 1 ( <0.1%)
S 1% 1 ( <0.1%) [BHLUREEE] 6 ( 02%) | 4 ( 1.0%)
PrN—r 1 ( <0.1%) EHIR 3 ( <0.1%) 2 ( 0.5%)
[ERERIRZE] 153 ( 48%) | 9 ( 23%) LR 2 (<01%) | 1( 03%)
T L5 138 ( 43%) | 6 ( 1.5%) BERIFEEE 1(<01%) | 1( 03%)
UL -5 3 ( <0.1%) [;ﬁ:;ﬁéﬁi%g}%&uﬂﬁ 1 ( <o.1:A)) 1 ( 0.3?)
[ SV e SENZ: ) i 3 ( <0.1%) B 8( 02%) | 2( 05%)
M 5 2 ( <0.1%) =0 3 ( <0.1%)
?iEE/m/T?: 2 (<0.1%) Bt 2 (<01%) | 1( 03%)
1A A0 1 ( <0.1%) TN R 1 (<0.1%)
J o B 1(<01%) | 1( 03%) i 1 (<01%) | 1 03%)
L RREREHE N 1 ( <0.1%) K 1 (<01%)
REET 1 (<01%) | 1( 03%) ol L (<0.1%)
— 1 Wi 1 ( <0.1%)
JRAFT R 1 ( <0.1%) ( 03%) (RRP LR T 0 o
JRYVER A 1 ( <0.1%) EE) =
o= TR 1(<01%) | 1( 03%) EORIE 4 (0.1%)
JR A N A 1 ( <0.1%) ALBE 2 (<0.1%)
(RBB LU ERREE 1 ( <0.1%) i 1 (<0.1%)
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Bl %k (SR ) Bl %k (SR )
ElERA £5£MH SEEAAN ElERA £5£MH SEEAAN
MedDRA ver. 21.0 '\(l1=802°/:)1 ('\1';333 MedDRA ver. 21.0 '\(l1=802°/:)1 ('\1';333
B LIE 1 ( <0.1%) ERIELIREE R 1 ( <0.1%) 1 ( 03%)
T U — D FEIE 1 ( <0.1%)
B 1 ( <0.1%)
B SEIRZE 1 ( <0.1%)
HEBITRBLE] 8 ( 02%) 1 ( 03%)
AR PN 19 8 ( 0.2%) 1 ( 03%)
[MEREE] 15 ( 0.5%) 5( 1.3%)
/& I 14 ( 0.4%) 4 ( 1.0%)

) RIBIGHERERCTDOMedDRA PT ver. [(FRDEFHY : AWD(14.0),

CRVO(14.1), mCNV(16.0), DME, BRVO(17.0)

1) [ARooFEEE] : AMD, CRVO, mCNV, DME, BRVO CTD ®ORMWEM —EFHR TiE MEORFER] THEINTUV= 8 4
DH B, AMD O 3B TIRERAPIE ) & LTS,

2)  [HMETF, $LFEEF] : AMD, CRVO, mCNV, DME, BRVO CTD D@EIEMH —%i# TIZ,

W= 25 1D 9 B AMD @ 2 Bl ONDME O 1 IR TS & LTI n,

3) TAWRE] |

TR AW

MR |

[ Nk

KRR E) 27 —71{b L,

KT THaaEnT

PRCIRE '3

5FEE ORRBEENTETE RVAEFEESR (BB & ORRABEREIMDORY) | 2 BMEEaWE] oF

B4 T,

DHEZHATE L O TEF L, ERREEM L ZoMORIERICEEhitH L,

WFIZEL T D &8

M2 5-Fi & ORRBMRITGE TE 2RI L ORRBERITEE TCERWEEFRS] & TANE]

EEtani®wgsn || SMEE R — e | KR e
B, [ PN - BB AN | BEANE | ETAaNE - &t
AR 13 1 2 3 3 2 23
(3, 211 ) (0. 4%) (0. 1%) (0. 1%) (0. 1%) (0. 1%) (€0.1%) (0. 7%)
=N N [
PHERERPSIE AAA 1 0 0 0 0 0 1
(389 i) (0. 3%) (0.3%)
AR 6 0 0 1 4 0
- (3, 211 #i)) (0.2%) (0. 1%) (0. 1%) (0. 3%)
- HARN 0 0 0 0 0 0
(389 #i])
4)  [IRWEAE, IRBBEAE] : AMD, CRVO, mCNV. DME. BRVO CTD MEIWWER —&FR i, [IRMEE] oI T

5)
6)

7

8)

9)

W25 Bl 5B, 19 FilY TIRIGIEIR) ICaB STz, IR SIEOZ OMoOREITER T,
Aok,

[FEBEZME] - AFIOBISIED 55, AMD OJFEEAR (Bl bEaTy) & LT,

[AREBAEAR] © AMD, CRVO, mCNV, DME, BRVO CTD MENWEH—HR TiX, [HEMEIR] T/HEIN Tz DME ©
1A TERERIERR ) s i,

(RS TR ~A R, RYT-AIRE] - AMD, CRVO, mCNV, DME, BRVO CTD ORIVER —EE Tl My TIRIRE] &0
STV 2 BIA TR FAA~A X L LTS, IMISCEOZOMOBEWERTIE., YT RRE®E] &
L CRi#,

[BEBEMRHERE] © AMD CTD ORIWEA —ER CIE IBEBE] i sh Tz, ISCEOZOMORIER TIit,
[BEBOIHERE | & L CRik,

(RPN R B 2SR . T2 A5 NS EE BEZS ]« AMD, CRVO, mCNV, DME. BRVO CTD DEIfEM—EZF i [k
FBIAME ] LR INTW 5B S B 2 612 TREMENEREEBEANE ) | 3 B2 DHiAf & s s BE &£ M )
ELTHHENTZ, RBOBISED > H, AMD OFESE (BlbbEdy) & L,

MHRAREAE) & LT

10) [MEBEEFBA] - AMD CTD OEIEM —FER T THEEANE ) Lafish T, BMISCEOZ OfmoRITER

TiE, THERREEFEDL) & L TR,
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11)
12)

13)
14)

15)
16)
17)
18)
19)

20)

(WM T : AMD K& OY CRVO CTD OEIWEA—% 2 Tix THEIERIE) & 0B I TuWz 2 623, mCNV CTD Ol
ER—ERTIX MERHEE oS Wz, IRNCEOZOMOBIER CIX, HERZE & U Rl
[IREk = L AT m— Lyba50E] « AMD, CRVO & TN mCNV CTD D EIWEH—% 3 <13 TRIEMEREAZ) & ST
72

[(BEkFEM] : AMD B T CRVO CTD ORIWEA —ER Tk Malmisai LB T,

[HH 3 5] : AMD, CRVO X O'mCNV CTD ORIEA —E&ER TIL 5] . DME, BRVO CTD BWEA —E&R TiX
[ B | CHESI T AMD O 112 THEM 3 @) [ohEsh,

(BRI AR MEENEHIEE] © AMD, CRVO, mCNV, DME, BRVO CTD ORIVER —EE ClE. [HEEFIEE <o
INTWz 2605 6, AD O 1 HIA DEEREREEERIEE & L oS, RN CEOERZENER T,
CERsskIAE ) & L CRidt,

DEERE, IRWNES] . TR EoEE] oRoE TR#E L,

(ER#4:(5] - AMD Jx TR CRVO CTD DFIVEA —H& < TIREEPHMmME] . mCNV, DME X OYBRVO CTD OFIEH—
EETIE TIREFEFEEE] EOEIN Tz 1 HI TIREEE ] & L ThEENn=,

[FrePE MM ERZ 8] © AMD, CRVO, mCNV, DME, BRVO CTD ®EMEM—ERTIX TAKOHA) IR T
W 1 BIS TREgEMEAIE B RHB) & LTS,

Uil & 56 4E, Ml tEizad, &7 FH%E, —BMEME I RIEl 2 £ L o T TMEFR) oFR4 THEFL

(0.2% (8i/3,211 %) ) . ERZBIEAICEH L7,

[EGRL] : AMD, CRVO KT mCNV CTD ORIWEH—ER Tix T8+24YH ) LI Tz, IREXEDOZOM
ORIWEA <Tix, T#RUWE) &5
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1.10 BE - BEFOREEREEHOFT LD [3T]

b%4 - B4 77T ML, BRSSO ETHY . 1~102 FH
b A NN SRR 1 OF 2 Ig RAA v, 1056~205 F HILE
I N HEGEIR 52 IR 2 D 3 1g KA A V. £72220~432 FHiTt b
16l D Fec RAAL bbb, 77V~ b7 ME, F¥ A4 =—ZA AR
Z—PNBEHIRRIC LW EEASND, T 7 ULt M, 432 7 3 B A
DbV T 2=y N2 T ORERINOHEY VR E (&K
115,000) Th D,

TI2URNLETrOT 2/ BEJIRVDRILT 4 FHEE

SDTGRPFVEM
LKKFPLDTLI
ATVNGHLYKT

VLN?TARTEL

YSEIPEITHM

PDGKRTIWDS

NYLTHRQTNT

NVGIDFNWEY

TEGRELVIPC

RKGF I ISNAT

I IDVVLSPSH

PSSKHQHKKL

SEMKKFLSTL
RVHEKDKTHT

TPEVT?VVVD

TIDGVTRSDQ

CPPCPAPELL

VSHEDPEVKF

I
GLYTCAASSG
GGPSVFLFPP

NWYVDGVEVH

YNSTYRVVSV

ISKAKGQPRE

DIAVEWESNG

LTVLHQDWLN

PQVYTLPPSR

QPENNYKTTP

|
GKEYKCKVSN
DELTKNQVSL

PVLDSDGSFF

RVTSPNITVT

YKEIGLLTCE

GIELSVGEKL

VNRDLKTQSG

LMTKKNSTFV

KPKDTLMISR

NAKTKPREEQ

KALPAPIEKT

TCLVKGFYPS
L

LYSKLTVDKS

|
RWQQGNVFSC

SVMHEALHNH

YTQKSLSLSP

GK

N36, N68, N123, N196, N282 : MEEHFLES ; K432 : #imyr vy v 7
C211-C211, C214-C214 : 7= "ET AL T 1 KiEE
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IS
(Fi )

TI2URNILET FOELGREEOHTEEE

N123, N196 :
Gal-GlcNAc—Man
NeuAc,_, Man-G1lcNAc-GleNAc
Gal-GlcNAc—Man
N36, N68 :
Gal-GlcNAc—Man Fuc
I
NeuAc,_, Man-GlcNAc-GlcNAc
Gal-GlcNAc—Man
N282 :
GleNAc—Man Fue
[
Gal,, Man—-GlcNAc-GleNAc

GlcNAe—Man

LR T IRAE ISR A M 2 £ S s s BEZE 1
MG R P ZEIE (P B BETR I
TR F 1T 2 JIRAS IR A

Bl PR s D T A

A - HE [0S T WRASIEET A .55 2 £F 5 DN T B 25 ]
77V (Es B z) & LT 2mg (0.05mL) 2145 HZkiC1
[, a#fe 3 [l CEAH) M EN&EET 5, ZO%OHERHIZ W T,
WHE, 24 T8 1EL, RN 5, B, IERICK Y &5HEE
WWERMH TN, 1y AU ESITDZ &,
[HAMBSE ARPAZEE I 5 SRBEFAE ., TR AT AR 35 1T 2 AIHS T A= 1ifn /& ]
77V GEln i z) L LT 1EBZY 2mg (0.05ml) ZAYT
KNEG5T 2, EMEIX. 1 2 AU EHITHZ L,
[HHE R 75 5 B Y e
77V GEl i z) LU T2mg (0.05mL) Z1 v HZ&IT1
B, 8HE 5 [ AN 5, TO%IE, @, 25 2 &1 E, M
KNEEET 5, 7ok, JERICK Y REMELZEEREGT 255, 1 » AU LD
AL,

BB DI E JEAA ISR

B R, B I,
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ik K Y

A - R

Bk : 77 Ut N GEE L Z)

A

23 T VI

W54 T AV —T W FARPNTESHE 40mg/mL

BAy - E 1 Blo# 55 (0.05mL) o,
77V N GEEBEELZ) omg
12347V (0.278mL) 1.,
77V N GEE B Z) 11 12mg

& LA

544 T AV =T WA ENES % > b 40mg/mL

D=y 1 Eo$5& (0.05mL) o,

77Vt N GERIBTHEELZ) 2mg

1+ U (0.165mL) H,
77V ET L SR R) 6. 6mg
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Mk ok
g OBIEHE (mg/kg) w0 iy & e RN
Fv - - - »500
? - - >500
[(iSY s
EUL7kc R R il Beh B5E #mE LA
R &
W=7 133 i 0.05, 0.5  0.05LIL : IRD—i@M iR J¢
AY (LE/4E) R 0. 25, SE (FTEHIL M O TR o
0.5 BREEHINS) <tk &S
(mg/evye) EN-NY -2 VD
H=2 13@ W 1, 2 4 1 1 LR IR —@ Mk D fE I
A P (1 [a1/ KN (mg/eye) (AT R K OV - (A oD g
43 9 JEWEINSE) <k & I3
- 2mg/eye 0 1 %5l CHL VEGF Trap $T
e PRPEA Je ORR O TLHE O JE
EE OB
H=r 4 & 1.5, 5, <1.5 Lb5LIE: FRiEkE, ~~ b7
AP (3E/E) 15 Uy REONEZ 1 e 0l
(mg/kg) m, B GRERIE A ¥ A
FEH) ROEIE GO
R ZE R e s ) DFRREERZE
it
5L E : KERE (RERER) &
OBPEE (RREAIPRE - FERL AN
- SRR OBRY) O
24k
H=2 138 T 1.5, 5, <1.5 L5ELE: Rifngkdk, ~~ ~2
A¥ (2 E/E) 15, 30 Uy FROANEZ B E O
(mg/kg) m, B GRERIE A ¥ A

SR . BIE CRORA
ZERATERRIRA) . KB (kR
HEE) S OWRE (RREAINAE «
SERIISSAIA - FRsSHI A D si))
DR TFHIZAL

15 LUk (RERAD, AR
A fE RS- ()
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i
(

i

=

f

7
l

]

=

M

&)

Hart (e)

CIL7E N v | | k5 E5&E E ERPTR
PR P
H=r 4 AR 2, 10, <9 200 E  RiERE, ~~ Uy
AP (1 E/E) wN 30 FROANEZ B E O, B
(mg/kg) il GRERIR A B0 N
L R CGROR A 22 fa
) R OKERE (A
) ORI
10 LAk o i 7= A A&, BUN
W, SR A B, NE (B
RIfEHIRD - AR OIAL) D
FERR PR L
H=2 13 R 3, 10, <3 SULE : ML, RS, ZRiM
AHL (1 E/E) ] 30 B, ~~ h27 Uy BRUANE
(mg/kg) o, Bigk ChEkE
AV UX T LG | EIE
CROPR A i A 22 R i)
B (BERER) . IR (B
JRRaDWA - FIROWR) | Fh
s o M (MER) OFMHT:
IZEAk
10 DL b RS EE, KELY
IRTEIGINEJREA) . EAH B
DoRIEAME 27T AT
CHEIN, BREE (PERINCHIAD -
JEAIIB DY) DFRREAIZE L
2
EIL7E N v | | h5 g5 WE ERPTR
TR P
H=2 8#»AH W+ 0.5, 2, 0.5  0.5L0E : IRO—iEM: DR HRIE
AFn m/4E RN 4 (1T 53 A0 e B OV - A 00 e oD 8
(mg/eve) BEINEE) 35 &g
200 E : SRR ERE OO A
gy
=7 6nA ik 3, 10, <3 3P (REHREAD . AENL - BB
AP (sEETIE W 30 B, B, RimEkEk, ~~ 7
1@/3@\ D (mg/kg) U D4 }‘&U/\:E7D E‘\/@igjjﬂ\

%o 12 8
1[8]/238)

T4 7Y = U, G-k
7= A EEE, fiRAELF T A —
2N (2L AFa—1L, vy
GTP, ALT, AST, ALP) . JR7=A
SIINE/ = B Ny | N
fze - g (Ee, SR OZEH;E -
W, RIE. bR oZEME - BA,
M%) | HE (FeE s iE
%) | BE (BmiREEEE
2) . BE CRERIEA Y X A
EHME) | B GRORE MR
2R R) o OB (kAT
e o BERIAEAMAE - ZERAMAE O P
By L TE (NI - i OZERE)
LM
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fill {1

[HpDa s T RS BT AR 1M 22 2 1F O DN s B ]

[E N4 C 3N S AL 7o SR 2 b EBH S AR (= BRI L R R AR RS (VIEW 1 3%
B OV VIEW 2 388R) D OFA AT RS F

[BIVER™ : 5% EaRmR (24H) o BRRBRAEMERE 5% EaRnR (1
FEHOFE A ET) ]

YRR SUT IR B L OB B D E S

BIVE A Bl == 896/1824=49. 1% ke A A A i

B O pr Gemay o EELERE O P e

e . 480 {4l (26. 3%) M7 Kbk 411/1465 f3i] (28. 1%)

AR 158 fi (8.7%) WRE LT/ LTF =M 79/554 {7 (14. 3%)
TR 146/1628 #1 (9.0%)
BUN 136/1671 41 (8.1%)
A Bk AL 102/1660 451 (6.1%)
ALT 90/1646 il ( 5. 5%)
SEH AR ERA 90/1635 4| ( 5.5%)
mHrvrF=yr 92/1674 f3i] ( 5. 5%)
FRY T 85/1674 f3il ( 5.1%)

RHOFRBRIT, BRMAMR R 2R LIl i/ ~— 2
T A THEEM ERUT OREBRESL ) 277

S ORI mr o)
S = 70/796 {7 (8.8%)
HLEREK 145/1661 {4 ( 8.7%)
AR BREL 124/1660 {51 (7.5%)
FHFRMER~E 7 7 ey 113/1642 {51 ( 6.9%)
~v k27U v b 111/1658 43 (6.7%)
TIT5—F 98/1553 {4 ( 6.3%)
U 2 oSERER 102/1659 1 ( 6.1%)
M7 Kbk 93/1723 f3il ( 5. 4%)

KB ORIRE, BRRAMERE 2R LIlRE i/ ~— 2
T A CHAEE TR EO#BRE L %) 277,
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mIEH [HER O FRARPAZESE LSO 5 DBV E ]
() FEINASCIEHE S 47 EVE 2 b — FHERR 2 TURE [ S [ e PR B

(COPERNTICUS 35 & T) GALTLEO 3XBR) DA fibT it 5
[RIVERR" : 5%LL EA R (76 £721% 100 HRE) |, EEEBRAMEEST  5%LL
FEFR Q4EOFEMET) ]

*IBBRHOUTER T4 & OBEMER H DB HEFL

RIERFEBLR 117/317=36. 9% Rl A A i

B O i Gemay i L B EE)

e . 49 1 (15. 5%) SR AR I ERAS 28/171 {51 (16. 4%)

AR 3141 (19.8%) A~ 77Uy b 15/194 #i (7.7%)

ARIE 5 18 441 (5.7%) ALT 10/194 #i ( 5.2%)
77— 5/87 {3l ( 5.7%)
7 m—) 10/201 {3 ( 5.0%)
M7 vrF=m 12/85 51 (14. 1%)
i 7 R 19/84 51 (22. 6%)
7 ks 17/81 51 (21. 0%)
WRE 7 )7 LT F = 6/71 1 (8.5%)
WRE T/ 7 LT F = 5/65 f3i] (7.7%)

*1 : COPERNICUS it

*2 : GALILEO 3Bk

KPP OFERIL, FEARMAGIR T 2R Lo ~— 2
T A CHAEE ERRLA T OERE S (%) ERT,

Rk b Ao o oo
R ER 11/191 fi ( 5.8%)
SEHIFRMERA~T 7 1 B e fiE 25/158 15 (15. 8%)
ARILER 8/93 {4l (8.6%)
AR IMLER 13/75 (17. 3%)
~~ k27U v b 16/190 % ( 8.4%)
~NEZ B 14/180 B (7.8%)
BBk 15/181 i ( 8.3%)
TIZ7—F (HEARH) 7 8/97 45l ( 8.2%)
JLTF= 6/95 {4 ( 6.3%)
7 R g 6/107 {51 ( 5.6%)

*1 : COPERNICUS it

*2 : GALILEO 3Bk

R OFERIL, FEARMAGIR T 2R Lo ~— 2
T A L CHME FIRCL EoBRE S ) ZoRT,
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fill {1
(Fi )

DRI 381 D RS T AR L4 ]

[EI NS T2k & 7o SR 2y b B HS TR [ R L R B AR AR (MYRROR X

BR) LR

[RIWEA" : 5%LL EAFRR (48 38H) . BRIRMRAEMEY 5% E&FRoR
(24 WO EEFAfE T) ]

*IBBRHOUTER T4 & OBEMER H DB HEFL

BIVE S8 2R 25/116=21. 6% e A A A i

= . y . SLAEE R bl 7 y -
RIMEH o Bil%  (GEHE) N Bk (FEHIFR)
B i 10 3 (8.6%) M7 R g 10/36 i (27. 8%)
FURAA R SE 7 41 ( 6.0%) U v RER/ AR 5/89 fi| ( 5.6%)
AR 6 il ( 5.2%) AST 6/83 {3l (7.2%

KB ORIRE, BRRAMERE 2R LIlRE i/ ~— 2
T A THEE EIRAT ORBRES () 277,

R e A pg o)
4 1. Bk 8/85 #l (19.4%)
IR 8/85 {4 (9. 4%)
FRIER 6/75 # ( 8.0%)
~NES Ry 5/82 fl ( 6.1%)

KB ORBRE, BRRAMERE 2R LIglRE i/ ~— 2
T A v THYEE T IRU_EOWEREL (B 277,
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RIVEFR DB R 93 25 BV A ]
() [N C M & 7= B (b — T A LA [E B L R B AR 38R (VISTA-DME

Bk, VIVID-DME 5BR) OOFSMENTHE M OFEN THEM S N H—HEA— 7
> T VARG R ER (VIVID-Japan 38BR) D #E55F
[RIVEH™ : VISTA-DME #%%B%. VIVID-DME 3Bk, MK XN VIVID-Japan Bk COA
B G517 2 PREMNT L. 5%UL EaFor (52 #H) . BARAMAR
VISTA-DME 5888 &% TN VIVID-DME #k8& O AR % 5L O OF & fENT, I TN VIVID
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5.3.5.1.1 A randomized, double-masked, and PH-39021 2015. 04 — EWN FEAT & R =HH Y

controlled phase 3 study to evaluate the 2016. 09

efficacy, safety, and tolerability of

intravitreal administration of

aflibercept in Japanese patients with

neovascular glaucoma
5.3.5.1.2 17584_adhoc_Week 1_odd 20160901 17584_add1 — EH FEAT ZHH
5.3.5.1.3 17584_jctd 17584_add2 — ESER] FEAT & R ZHH Y
5.3.5.1.4 17584_adhoc_Week 1_odd_20160907 17584_add3 — ELa] FEAT & R #=HH Y
5.3.5.1.5 17584 _adhoc_20160927_odd 17584_add4 — ESER] FEAT & R #=HH Y
5.3.5.1.6 17584_pmda_inquiry_20160905_jizenmendan |17584_add5 — ELa] FEAT & R ZHH Y
5.3.5.1.7 17584_inquiry_may2019 17584_add6 — ESER] FEAT & R #=HH Y
5.3.5.2.1 A single—arm, non-randomized and open— |PH-40459 2018.10 — EWN ST E R [raskol)

label phase 3 study evaluating the 2019. 3

efficacy, safety and tolerability of

intravitreal aflibercept in Japanese

patients with neovascular glaucoma (NVG)
5.3.5.3.1 PK Integrated Analysis — i HEZ TR AL
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5.3.6.1 PERTODIC BENEFIT-RISK EVALUATION REPORT [PBRER — 2017/12-2018/11|# 4k — HEZ TR TR L
5.3.6.2 F100m] 22 E s LEVEE W — 2017/12-2018/11|EHN — SEE L HHARL
5.3.7.2 Fhe SN 7= 2 TORRKRRERICB W CRIER N |8 EFLEN —& — — ELa] — ST A & —
B SnERID 5
5.3.7.3 Eii SN2 COBRKRRICBWCEEAF |EEAE TS % — — [N — ST R —
ERGNEEINTIEG O —EE
5.3.7.4 Fiti S 7= 2T ORRKFRBRIZ B\ TR AR B (55 I M 5L 8 e (1] — — — ELa] — ST A & —
ERFEEHPBE S NTIEF O —EFE
5.4.1 Pharmacology/toxicology review and Pharmacology/toxicology [Genentech, Inc. |— - Center for Drug BEZER) —
evaluation. review and evaluation. Evaluation and
BLA Application number Research
125156 (Drug name
Lucentis TM,
ranibizumab), 2.6.2.2
Primary
pharmacodynamics:8-10
5.4.2 Neovascular glaucoma. Etiologic Brown GC et al., Brown GC — 1ok Ophthalmology HEZ TR —
considerations. Ophthalmology 1984:91:315-320
1984:91:315-320
5.4.3 Increased level of vascular endothelial |Tripathi RC et al., Tripathi RC — 1ok Ophthalmology HEZ TR —
growth factor in aqueous humor of Ophthalmology 1998:105:232-237
patients with neovascular glaucoma. 1998:105:232-237
5. 4.4 5. L BT AE Rk FE. HIFIRE, IR 2009:63: |MHIFHEE — ELa] FEAR  2009:63:351-355 |[BE &G R} —
0787387 AR ok PR e 0D TR 7 B 351-355
5.4.5 17 5 A= Rk N B L %t 5 BLVEGFTRYR JNEART S, Hi2 5 LWIIR |SE A — =N H=H LWIRE 2012: |[BE &R —

Bl 2012:29:1217-1221

29:1217-1221
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5.4.6 PR A A BT A 2 FHAR HRFBEL. BAEZRY |[BRF5E — ELa] MNEZRETA 74 (25 E8 —

A RKZ7A i N ‘
AR, AARREANRE S 2 BAMR, A ARRRANRE L
018:5-53 2018:5-53
5.4.7 A& FAERENIEILZ 5763 HHAHE., 726 LWIRR [RHEHAE — &[N Hi=H LWIER 2009: [&E&EE —
2009:26:323-329 26:323-329
5.4.8 6. I8 B A Ak P WHME., IR 2008:50: [HHMIE — EH IREL 2008:50:1729- [BEEE} —
1729-1737 1737
5.4.9 W3 DR /E 1A EMRE, IRE T 200901 [F bk E — A R T 2009:11:116 [BZ &k} —
1:1167-1170 7-1170
5.4.10 Ranibizumab as adjuvant in the treatment|Ltike J et al., Graefes Like J et al — ok Graefes Arch Clin Exp [B&&E+ —
of rubeosis iridis and neovascular Arch Clin Exp Ophthalmol Ophthalmol
glaucoma-results from a prospective 2013:251:2403-2413 2013:251:2403-2413
interventional case series.
5.4.11 Intravitreal bevacizumab to treat iris [Wakabayashi T et al., Wakabayashi T — EN Ophthalmology B EZEL) —
neovascularization and neovascular Ophthalmology 2008:115:1571-1580. el
glaucoma secondary to ischemic retinal [2008:115:1571-1580.el1-3 3
diseases in 41 consecutive cases.
5.4.12 Combined intravitreal bevacizumab and Takihara Y et al., J Takihara Y — EWN J Glaucoma BEE R -
trabeculectomy with mitomycin C versus |Glaucoma 2011:20:196-201 2011:20:196-201
trabeculectomy with mitomycin C alone
for neovascular glaucoma.
5.4.13 Clinical factors related to recurrence |[Saito Y et al., Am J Saito Y — EWN Am J Opthalmol BE G R —

of anterior segment neovascularization
after treatment including intravitreal
bevacizumab.

Opthalmol 2010:149:964-
972

2010:149:964-972
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5.4.14 Panretinal photocoagulation with Tatsumi T et al., Tatsumi T — EWN Graefes Arch Clin Exp [B&&E+ —
simultaneous cryoretinopexy or Graefes Arch Clin Exp Opthalmol
intravitreal bevacizumab for neovascular|Opthalmol 2013:251:1355— 2013:251:1355-1360
glaucoma. 1360
5.4.15 TRk 1 L4E (1999) A A JEA ST ERRLLAE (199 [JEAET7 @A — EWN SEARLLAR (1999) BB |BE &k —
9) BE WA B
5.4.16 k264 (2014) BEFHA JEA T . FRk264 (201 (BAE 7 — ELa] k264 (2014) BEFR  [ZEER —
4) BERA 15 715
5.4.17 UNILIRTES ZHER, Hi2b LWIRE |22 5 — EH b= LWIRE 2011: [BE&R —
2011:28:25-29 28:25-29
5.4.18 ICILIET IR SE ZHER, 720 LWIRE |Z2HER — EH b= LWIRE 2016: (BE& kR —
2016:33:1247-1251 33:1247-1251
5.4.19 44 HRBHE BT BHBERE > 5 20 LA Bl L T2 |IUATRAE D, H72 b LWIR | L4 F4AE — [E[N Hi=H LWIER 2013 [BE&EE —
2 LT 2 BERIE B OMEIBDEETT & )0 |BF 2013:30:1451-1455 30:1451-1455
FEORKA
5. 4. 20 WERFIR G OHE OB R R L 2H K1 MRS . HERSEE 19 [ — EH AIREEE  1993:97:947{& & &k —
93:97:947-954 954
5.4.21 TR 294F (2017) FHRAE A JEA ST ER294F (201 (JEAE 7 @A — EWN SERK294F (2017) FBEF | BB E R —
7) BEHA 15 #:15
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5.4.22 Combination intravitreal Ehlers JP et al., Retina |Ehlers JP — Tz Retina 2008:28:696- [Z&&HE —
bevacizumab/panretinal photocoagulation [2008:28:696-702 702
versus panretinal photocoagulation alone
in the treatment of neovascular
glaucoma.
5.4.23 A8 B AE Rk BE & HLVEGFIR R ARG, IR 2011:6 [7EAEAER — EH FEAR  2011:65:233-237 [BEGE} —
5:233-237
5.4.24 PERBERRFIZBIT 2 MEH ERENBEDOIEH | RHE LS, H72b LWIIR |ZRFHZF — EHWN Bz 6 LWIRE 2007: [BE & —
A A 2007:24:947-951 24:947-951
5.4.25 Intravitreal bevacizumab (Avastin) in Iliev ME et al., Am J Iliev ME — WAk Am J Ophthalmol SE G R -
the treatment of neovascular glaucoma. Ophthalmol 2006:142:1054+ 2006:142:1054-1056
1056
5.4. 26 Regression of retinal and iris Avery RL, Retina Avery RL — v Retina 2006:26:352— HEZ TR —
neovascularization after intravitreal 2006:26:352-354 354
bevacizumab (Avastin) treatment.
5.4.27 Regression of iris neovascularization Oshima Y et al., Am J Oshima Y — EHN Am J Ophthalmol G —
after intravitreal injection of Ophthalmol 2006:142:155- 2006:142:155-157
bevacizumab in patients with 157
proliferative diabetic retinopathy.
5.4.28 Beneficial effects of preoperative Saito Y et al., Acta Saito Y — EWN Acta Ophthalmol ZEE R —
intravitreal bevacizumab on Ophthalmol 2010:88:96— 2010:88:96-102
trabeculectomy outcomes in neovascular [102
glaucoma.
5.4.29 Intravitreal bevacizumab in refractory [|Kotecha A et al., Arch Kotecha A — 1ok Arch Ophthalmol S E G R -

neovascular glaucoma: a prospective,
observational case series.

Ophthalmol 2011:129:145-
150

2011:129:145-150
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production rates of VEGF, providing a
biomarker for predicting efficacious
angiogenic blockade.

Natl Acad Sci U S A
2007:104:18363-18370

S A 2007:104:18363-
18370
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5.4.30 Intravitreal bevacizumab (Avastin) Costagliola C et al., Br |Costagliola C — 1ok Br J Clin Pharmacol HEZ TR —
injection for neovascular glaucoma: a J Clin Pharmacol 2008:66:667-673
survey on 23 cases throughout 12-month [2008:66:667-673
follow—up.
5.4.31 FENIEZIRE T A R7 A > HIN HIR— 5, SNEZET A [FER— — &[N BANEZETA K74 [5Es —
NV v
W3, BARRRNETS 2 H3R. B ARRENERS
012:59-63 2012:59-63
5.4.32 Levels of erythropoietin and vascular Zhou M et al., Invest Zhou M — Mi%aS Invest Ophthalmol Vis |[BE & —
endothelial growth factor in surgery- Ophthalmol Vis Sci Sci 2013:54:3874-3879
required advanced neovascular glaucoma |2013:54:3874-3879
eyes before and after intravitreal
injection of bevacizumab.
5.4.33 Clinical outcomes and changes in aqueous|Sasamoto Y et al., J Sasamoto Y — EWN J Ocul Pharmacol Ther |&&&E} —
vascular endothelial growth factor Ocul Pharmacol Ther 2012:28:41-48
levels after intravitreal bevacizumab 2012:28:41-48
for iris neovascularization and
neovascular glaucoma: a retrospective
two—dose comparative study.
5.4.34 Intravitreal bevacizumab for neovascular|Yazdani S et al., J Yazdani S — sk J Glaucoma BEER —
glaucoma: a randomized controlled trial. |Glaucoma 2009:18:632-637 2009:18:632-637
5.4.35 LA B AERRNBRIZ 69 D bevacizumabfi -8 [ILAERZ S, IRE 2010:5 [[LAERS — EH IREL 2010:52:1853- [BEEGE} —
P 2:1853-1860 1860
5.4.36 VEGF Trap complex formation measures Rudge JS et al., Proc Rudge JS — T2 Proc Natl Acad Sci U [B&E&E} —
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5.4.37 A mechanism—based model for the Thai HT et al., Br J Thai HT — 1ok Br J Clin Pharmacol HEZ TR —
population pharmacokinetics of free and [Clin Pharmacol 2011:72:402-414
bound aflibercept in healthy subjects. 2011:72:402-414

5.4.38 Neofibrovascularization of iris and Weiss DI et al., Ann Weiss DI — 5k Ann Ophthalmol P —
anterior chamber angle: a clinical Ophthalmol 1978:10:488- 1978:10:488-491
classification. 491

5.4.39 A grading system for iris Teich SA et al., Teich SA — i Ophthalmology HEE R —
neovascularization. Prognostic Ophthalmology 1981:88:1102-1106
implications for treatment. 1981:88:1102-1106

5. 4. 40 8. fkPNBEEE — R i K SR RESR [ E 3K — WA, BE7Z 77 ¢ A [#RAM — [EIN RE 72 77 4 223, |BEGEHE —

23, XJtE 2008:519-520 SCYEE 2008:519-520
5.4.41 TEHY T I RONMR - ERIC L AHEEREFEHFE, H726 LOIRE (R — EH o7z H LWIRF ZE LR —

TERIZ2SWT

2015:32:985-986
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