T A ) —T7HEFAERESE 40 mg/mL
EU
74 ) —T7HEFERTEFRAFY b 40 mg/mL
[CRET &

AEMICHEBF SNEFRICRIENRVABTORRER.
NAILEGHEASHIZHY T, SZREROEBEIEFEH
DS OEFBRMICAEMZFIRIT S LETEEEA,

N TIILEGHEKX S
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1.5 ERXZEROERE URREDER

1.5.1 ERX IR 0ORZE

77V N (%4 aflibercept (INN) /77U~ v 7~ GEF#EHLZ)  (JAN) |
PR, ARICEHCTIL VEGF Trap & FEFd) 13, HHOMAE N HESEIR 1 (Vascular Endothelial
Growth Factor) PHZEIK (LLF. $HL VEGF 3K) THY., b MufE s/ a7 ) v Ig6l ® Fc KAA 12

t b VEGF %% {K (VEGFR) DOMifst RA AL v 2 A LMz @E-AAETH D
(1.5~ 1) ,

a b c

VEGFR-1 VEGFR-2 VEGF Trap

1 1
2 2
2 2
- - N B
% % IgG1 Fc
& €
a @

SN _

1.5- 1 VEGF Trap d#i&

VEGFR-1 (a) M UNVEGFR-2 (b) 1%, HEfRAAD 75D Ig FAA AN DOTF r L X F—B RAL VbR D%
KK TH 5D, VEGFR-1 (a) D2 1g NAA | VEGFR-2 (b) D3 Ig RAA UKW Ig6l D Fe RAA bbb
VEGF Trap (c) 1L, ¥ A =— A NAAX—FIH (CHO) MIIRIC LV pib7-AAE E LCEASND, VEGF Trap
3. RO AAEE LTHEEL, RARERS O T81% 97 kDa, IREE DRSS %250 5 L1
3 115 kDa TH D GBHANESEBEEME O AFBHFEERMEFR 2.3.S. 1.2, 2.6.1.2 &) |

VEGF Trap I%. VEGF Zz%5fA& 1 (VEGFR-1) & VEGF %Kk 2 (VEGFR-2) TENZEND U H v Rih
BIWCEHER RAA U EME LTI T a4 28K E LT, BHANIMSEIEEA S OIRE R
B 272 mEFH AR O ERHBICEET 2 EE 250 TWS VEGF-A K& OVE B 5l [ 1
(Placental Growth Factor : PIGF) [ZARDOZEFIALL D & @ W B TS L. VEGF-A K&
PIGF ZRNEMALESEHZ & T, ZOEHZET S, £70. FRRIZIREE~DOBEE R #HE I T
W5 VEGF-B IZHAEA L, REM LS ® 5, AFEDE b VEGF-Aes, VEGF-Ap, VEGF-B &KUY P1GF-2
2kt D REEER (Kp) 1. ZF2UFH 0. 5pM, 0. 36pM, 1. 9pM M2 R 39pM T - 7= (32 RN o Bt
ZENVEDAGRHEEIRME R (LUF. AMD CTD)  2.6.2.2. 1. 1 &)
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TRIR OFERIFARE C & 2 MM ORAS T < CHAIOIERIRE Z Rk bmd, £ 0O — 5 TRy RE
i/ NRIZT D721, VEGF Trap (Z/RATHREG- & L, 1AW (Intravitreal : IVT) $5-H I8
Ffk L7z, VEGF Trap #f| (VEGF Trap—Eye (BATF., AAD ) (%, FIIZ IVT EHAHICHE LR
FaEmz, FEREIN TS, AFNE, HEEGERAE LTS TARBFK RIS L7 0 KUY
> (PFS) BUHKIABEFE Sz (AMD CTD 2.5.1.3.1 &) .

1.5.2 WRBERICE 1T DI EDE (CNV) DOFR

1.5.2.1 mCNV [SD VT

JEROUTAR &1, IRER2SEEICIERTA Z LIk v, BITRENEEICRD T TideL, 1
e sE B OFEEALL R, T vy TIEOWIEA (lacquer crack) | NRASHESHT I (Choroidal
neovascularization : CNV) | M Hi il j OSENRKE IR ZERE D K O 7229 B RO 2 b & £ 9 I
2D, WHERIC O W T OEBAICH — SN2 R I, BATIIEAYE (BUE4S
B8) R e BRI A SR A A SE e 2N, SR URHTE-6D (T 4 A7 % —) M (AR
FUTRELS K QLR AL R ES) ) O LEEREEEZ S bOZRMaH e LT, [
JE-8D MTHEIEM S 0.6 LAF (9 bl b)) | ZIRMITHOBKEEL LT (2.5.1.1.1 BR) |

IR IITRIZ B D IREEESF A% (Myopic choroidal neovascularization : mCNV) (%, HRERD
W 7R RICLE D 7Ly T EO BB 22 W T L 0 FRIE L. RS B AR R ORI 1158 o> JE 7
(EOWiE 72 I K - TA U DRI A LN, mMEFELRET L EE2 6 TnD, 2D CNV
IZERER /NG EDIF & A EPNEKIRIEME &R (Fluorescein Angiography : FA) CHrAME
DI - Z VR TE S classic B THD, mONV [TFEREZE D K LR /R L2 ITIEEIMIIE T L.
% < OIEFNTINT NV AT OE ERIC L DBVIARE R, ARIEEERT DT v 7 R
BEEIRHIZNDIRAE L 70D, RIREIZ mONV & PEIC 1IN ARAS IR A3k 2 WO FIE L, RREERICHE R T D
ZEiky, REMICO0EAMET T 2RK E 22D, nONV 1, HFELUEDOMRIAWFER D B 2o
FTHUTHIIE L. HAARRIE TITIIER 10 £ THRE D 96. 3% LS 20/200 (0.1) LLTFIZES
CoWENHS (2.5.1.1.1, 2.5.1.1.3, 2.5.1.1.4, 2.5.1. 1.5 &8)

mCNV (23175 CNV OJEEhM: k ONEE OB L OHIWr 21X, e T W =5 (Optical Coherence
Tomography : OCT) fRENHNTH D, OCT MAED I L DHESKRELGAIT, IREFRICZEL D
HM -SRI L OV FA IZ K B ERICHETT 25 (2.5.1. 1.5 &)

JEUTRIE, KENCBWTRIICELHEN 7 HHICZWEETH S, I—1 v/ STORMIT
HOFRRFEIL 0.5% THY, THRO 2% % 5D EHEINTND, FHETOar— MFFETIE,
-6D LL_E DS R O 5 E TR O 5 HREIEE DR AN 56. 1%, BABEIHZAN 11. 3% 5
Nzt WEINTWD, BHARTOERNSR—ZADOEFIIETH 2 A LETHFTE TSR A0 H
REFE LI L A, WHNER, TRMERERZE ., Tl EEENE Aflickse&EZbND
CNV XUIHBHREE R & BEICH 3 5) OFRENZTNLI, 5.7%. 5.1%., 0.3% Th-o7z L
ENTWD, mCNV OFFFRE T L2 i3 aunas, BARN TRITR 25-8D LI EORAITH 218
B 325 IRZ %R L LTI AN & ak— MFEIZBWT, 3EME CEERaEEI 2N 130.2 » H)
PmBIE LR, 10.2% 23 mCNV Z2RJE L7z S Tunsd (2.5.1. 1.1 &H)
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1.5.2.2 mCNV o & iti%

mCNV DIEREEE L TULT RV T ¢ N2 K 568057915 (Photodynamic therapy : PDT) 73,
Mok, FE (FEsate) . Yo AR— 0, BB, BER ETERBINTVDER, HARTIIHAR
ENTNRVY, "R A TRT = A~ 7 Lo -5 VEGF O ANEEIZ LD mCNV ~D
R R D BRI e RS SN TE 728, = X< 7%, nONV BEICx L TR
AMD & LA U 0.5mg O & TOMRAERER NS EH X4, 2013 4 7 HIZEKM# A (European
Union : EU) . E72[F4E 8 HIZIZAARIZEBWT nCNV OEMNZIEE « 2B TORBERS LI, 20D
m\X?m4%&5\ BEL —V—E AR TR SR AEL N TV DR, WD TERITH
V. EYEFIE TR STV RV (2.5 1.2 &)

1.5.3 PR DER

Regeneron Pharmaceuticals Inc. (LLF. Regeneron 1) (%. 200 4522 A0 5 B 228 1k
(Age-related Macular Degeneration : AMD) % i@ iiE & L C VEGF Trap DOBIFRICEFE L=, 201
4 7 (21X, Bayer HealthCare (LLF Bayer HealthCare £f) 73 VEGF Trap ORRF}ENE D M) E
IZ 2T Regeneron £ & HFRIBAFEA 2 4AE L. FBIAREGRREROFE L 0 2@ LUz, Wiz
AL AMD B3 A x5 & U CHR ARG R SR 2 3B %4 51l L, VGFT-0D-0605 (VIEW 1) BRI EIC
KD BF 2t G E i S 4L, 311523 (VIEW 2) RBRIZ I —m v/, A= T U7 ke
EHROT o7 CEMES N, BARAOBHE AD £E T 200 F WA L0 VIEV 2 REBRICHA AN
Siufz (AMD CTD 1.5 &)

INHORERIZHE DX, Fﬁim%%&5<ﬁﬁﬂ)m#ﬁﬁﬁij®% c HRIZBWNTK
[ET 2011 4 2 HITIRMIOARHGFE 2TV, LR, 3—1 v "2 FZ 0 itfSETHFEZIT 7,
2011 4E 11 A *l\%mﬁinﬂ EU TG S, HRFETEKR SN TS, £/, ok
mzhig - RO N, 200 F B ABAE. TS LEIRPAZERE (Central retinal vein
occlusion : CRVO) Zff 5 BEBEVRE ) 13KE, EU %E&)T%.’Cﬁ( S o2oH Y, 6T THER
R BET#E (Diabetic macular edema : DME) | IZ2OW T HKELERNaa 7 TEREINT,
. O
W cERFEETTH D,

HARTIZ 2011 6 A 24 BIZ 74 U —T i FRNTESIR 40mg/mL)  [7 A4 U —7 4 T IRNTES
M b 40mg/mL] DORGEARFEATRHEE 21T/, 2012 4E 9 H 28 FIZ [0 RS IS A i 5
D IR EEBEANE ) Z2%0HE - R & L OKRE N7z, Fiz, TR .OEFIRPAZEE I fE 5 95T
THIE | ZBINEE - W3 & LT, 2012 4F 12 H 26 HIC/ARFIE A FEHFEZITV, 2013 45 11
A 22 BIZAGR STz, AGRFHOMME 23R 1.5- LUIRT,
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®1.5- 1 REOKBERME

X5y £ 958 A = 3K 0
W54 T AV —T i IRNTESHR 40mg/mL (3o 7 L EIH])
TA V=T IENERHS > b 40mg/mL (PFS $4A1)
— 4, aflibercept (INN) /7 7 VU~Lt 7  (GBIETM#HEZ)  (JAN)

e - ZhR HROLNER T RS RESET A L A8 2 £ 5 I s B8 P

Ak - A& L E TAREIEFANE 244 5 MEENEHE

T7VLe T bk GE ) & LT 2mg(0.05mL) & 1 » A 221 1 (4],
Hige 3 [ CEAE) M FIERNKRET 5. FOH%OMEEIICBWTIL, @,
2y AZLIZ 1 |, W ENEET D, B, BRI X &5 Z
T 5.

RO ERAREAZEAE (24 5 FBLFE, RANAERIZH 1T S IREIEFHFEME
77T NGB Z) S LT 1 RBHZY 2mg (0. 05mL) Z iR
B59%. ML 13 AUEHITHZ L.

B 7 15 M OV | JREE - B L, -80°CCT 36 » HIH
H2h I fE (XA TV, PFS) :MEYL, WRSAMET, 2~8CT24 » HIM

1.5.3.1 mCNV % &S 5E & 3 5D

Regeneron fhid, AFIOMEIIE & L TBHA AMD, DME, CRVO |ZE 9 Wi BEEIE o F PR BH S ) |2
RUNTC, Bayer HealthCare fi: & #:(Z mONV (Z%F9- B EGIRBAFE 25t L, SEhi L7z, [JRRTRICE
T D WRASIESET A AT (mONY) ) ooiEhnshie - 2Rz >k, 20l 1 5 <R OBl
Bl cHEsh, AKRHGETTH D,

BAFE ORAERZ K 1.5~ 2127, i, DRI EH AT T V2 8 LIRNIME T AEDE T VI
B DAKN O R VB3 T 5 IRy Eh R, BHER AD OFEERHIBWTRLEZER
DCHY (AMD CTD 2.6.2.2 K 1N2.6.4 M) | TOMOIERERHABRIZOWTEH, BHA AMD O
BRFIZEEH U7 BR GE IS 72 BT 2  Did 722 BIF ORFERIZITFEH Lo 72,

1.5.3.1.1 EEAFILUD & OHEBOBR

Regeneron f &% O" Bayer HealthCare 1. mCNV #E %2 x4 & L < |G
|
|
R

ME WA (2 S E e e A (DA) & oo 7 % 7 -
7= |
LS RHEIZ SV THIB AT, PYDA 0 Tk A7, £7-. I
WO E e,

L L.
e
e
.
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(2.5.1.6 &) .

2%, mCNV OBINZNEE « hH &+ HERIERBIFE OBMBICH -0 . KOk TIIEHNRY B & Of#IX
17> TV,

1.5.3.1.2 ERERBASE

1.5.3.1.2.1 mCNV 885 &x& & L= SHI4BRRERELER (MYRROR BLER (15170) )

mCNV BEF Z2xfG b LB IAREARBR E L TREAZELT VT 5 » HOEELFERERE CTH D
MYRROR #BR 235 &, 205 WA (S OIEFI 3B GER S iz, Z ORBRIT, mCNV BEITAHA
2mg (VEGF Trap & LT 2mg, DAF. [kE) % IVT H[E# 544, 4 2 & ICHE GRSV L
\ZI U CRERF (pro re nata : PRN) &5 %2175 BROBF MM, ZEMER ORBMEIC OV TR
% WA 2o A R RERBR CTH D | RRBIEE TH H1AES (Sham) (23T D AHKIE G OF
A RFET A2 Z L2 HAE LZ (2.5.1.4.3. 1 )

MYRROR 7B H &1L, B8 AMD B3 & DME BE THEE S CWaARIOHESEAE L R U&=
TEE SN 7-, BHA AD BE A %% L L7 VGFT-0D-0508 (508) FABRICIVT, AHK 0.5 me, 2
mg N 4 mga EZNEI 1 BlEE L 12 B TOMI 27l L7oER, 4 ng 5Tl 0.5 mef b
BN O 2 mgfk 5% LRI DR NSGERRITZRD e o 7=, £7-. DME BF & %5 & L7z VGFT-
0D-0706 (706) FRBROFERTIZ, 2 mg Z 4 BT LITHRE L72REL 0. 5mg & 4 T L 12& 5 L7=R/f
WCEHERTH A E R ONHOHEIEE (Central Retinal Thickness : CRT) 2B W TCEMEMIZ EE S
AER AR L2, PUVEGF 2D IVT FAT# G K 2 IRNENREIX, HERIC K> TREL B b
DRBENTEY ., B AMD & FUHAEZ nONV B350 IVT #5. U= ERIRRFZE T b BAF 2 B2
K OV RPN A ST e, HU VEGE FEI M A5 8 A= 01 P 2540 C d 2 MM Ml <0 HH i oD J [R] &
72 HIMEHEBEMEDOTLHEZLET D Z LD, AFNTOWTHIBHA AMD <° DME OH#ESEHE L LT
HeE S N7z 2mg (BRI TIEB AL AMD CTOAGRAE) 23, mCNV THAERAE L2055 L5 %
LT,

mCNV B 2%t 5 & L7-Ht VEGF JEDERRIFSE (N ANV X< 7 1Img) IZHBWT, 4 {2 & (T 3
B 5 L7211 PRN #6595 flik & HE#% 5441 PRN #5425 ik & ORI dERh R T
LR ETEO LT, ELL L EEEND 3, 6, 12 s ARORNIIAERICKE L LHES
NTW5b, £/, BT VEGF # (NN X< 7 1.26mg) O ARNEEIEGIC L > TEEE#EZ5
mCNV HE CHRKEICH A M (CNV) DOFFZE (FA ICBWTARIRHEAHE) NRD Sz E DR
DENTND, LoT, BB L TIE, HERGREZIC 4 B LITHREZITV, ONV OFEMEL
DB LR TPRN & 527325 Z &N Thsr EHE LT,

ZIUB A E X . MYRROR 3BR CIXARA] 2mg & BRI H5-%1C PRN & 595 HiL - AES®RIRE
7= (2.5.4B8) .
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MYRROR FRBRO#EHE . FEIMEL THD 24 MHEIBIT S BCVA (Best corrected visual
acuity) XFHDR—RT A B OELE] IZB W TAFIEERED Sham BEI 4 HERME (K
FIPEHRE - 12. 1 X7, Sham £ : -2.0 X7, FEHE FHECEORERZ 14.1 (95%FHE X 10. 8
~17.4) 35 (p <0.0001) )] 2R &Eni-, £/, BIRGHEEE THD 24 HBIZR—AT A
N 15 XFL EORDWENRRE LN HERE DEE] T, AFERGEE (38.9%) A Sham ¥
(9.7%) % EEIDHERTH-T- (2.5.4.2.2, 2.5.4.2.3BH) |

ﬁwiwﬁim@af@54s HT@BWAi%ﬁ@A~X74/#E@ﬁME;OWT EN
FIEGHETIL 24 LA S 4 0 2 L ICH&R G IEMEIZHEV PRN 852kt L7265, b3 7deEn
%@%n\%@&%ﬁ4%@ﬁifﬁ%énto—ﬁ?\%wﬁﬂnﬂﬁat¢$HMg%1E&ﬁ
%, 44 HF T 40T L ICHEBRGIEMEICHE > TRA| 2mg 2 PRN #&5-L 7= (Sham+VIE B &V 9H)

D, ARENBEHEE E OUGEITRD bR o T URAIFRGHE  13.5 357, Sham+VTE # : 3.9 305,
R A B ORI 22 9.5 (95% (5 HEX M 5. 4~13.7) (5] (2.5.4.2.4 /) |

mCNV FEZZ 12k LT, AR O BB SN BAF T, 48 HMHZ4 B U TR EEMETn T 7 4
w%vbt(z55ﬁ%)oﬁﬂ&5ﬁ IBWT 24 A ETICRE LIBOEE A EHRITH
%ém@motowu%®ﬁ%ﬁﬁ%$ﬁﬁsm(%%@ﬂmﬁﬁ&@%%ﬁ\%mm\50
) THU ., WTILHARF R OVER FH & OFEME TS E SN, /o, 24 BHLUE 48 HHE £ T
Lﬁt ﬁiéhtwwiﬁﬁﬁiiﬁi%wmﬁZE&UW%Eﬁimﬁ1@J . IRUMSh O E
BRAEERGIIETT 7B TEEMEN 1 flThoTe, TNHDI B, EMH%@1W@@#%%
1\E%%&&U%%%@&@%Lﬁﬂ%é&éhtoit\%tW148HW%LLT$iéM
7o ts (2.5.5.4, 2.5.5.5, 2.7.4.2. 1.4. 1 &) . BHA AD EBE COHEMAHRER (VGFT-0D-
0605 (VIEW 1) #BRM ON 311523 (VIEW 2) 3Bk (W Fhud 52 M) ] . KON CRVO [ ZFE 5 BB
JEA2 AT 25HBETOHEMFMERE [VGFT-0D-0819 (COPERNICUS) 7Bk K& O 14130 (GALILEO) 7B
(W3 52 J8E) ) & MYRROR #BR (48 H[H]) & OB CAHEFG AL L=, MEERRIC K
DREMT T T 7 A NI REX B WNIRD b o7 (2.5.5.8, 2.5.5.10 &8R)

MYRROR FE& 235U T HARNEMIZ T 5 G 30 O EVE O 8 TR 51X, e &
m@tr%\%Kiﬁéﬁﬁmﬁ%hﬁ#ot_k#%\i%%l®F%iH$A%l 8 A
HRETHD LML (2.5.4.3, 2.5.5. 10 &)

Fo, BAREEIRGFHIB W TEH, mCNV B CORFRIEYEIRE & O SO 32 A AMD &
<2 CRVO | ﬁo%ﬁ@@%ﬁ#éﬁﬁkﬂﬁwﬁﬁﬁ O LNTZZ LD, wmmmm%@mr
& LT ARGR R EE R U 7o BRRSR BRI B9~ A2 R ONREm2Y mONV BEIC B iR Th D & B %
EMK(zaaziﬁ)o

1.5.3.1.2.2 T DD BT RIS DESAEICBIT SRR IRIR
AFNCEI L TiE, BEARTEEAGROBHA AMD K& O CRVO (Z4E 5 SEBEFEIEDOMIZ, Regeneron L&

Bayer HealthCare #:03:[EIBAZEIC L W . DME OV I = &) E & 5 2 EBRA 72 i
RERFE DN HED HIL TV D
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®1.5- 2 FOMOBEGEICEIY SERRRARRR

S SE PRFERDL

ol +=l7 Ly, = . B O°H AT DME B A
S L U EBESLRBE IARRAR AR Z it Th 5, £72. AAAN DE B&HZ 5L
U 72 2B OB a2 et 2 Rk 2 e, 20MlAE I 12#& T Lz,

[55] 57H [) 65 T A B PR R 2 i T %,

DME
Il ES RSN Ve e [GIE 3B
I
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Bayer Yakuhin, Ltd

WEILFHEE
RERER R -HBRAE
J5E
RE MR HWE (L))
HEN (AT IL)
55 1 HEEER (BFRALA) / PDY6655
BRERatER [ 1 1REHER (BERLA) / PDY6656

% 1 #85KER(AMD) / VGFT-0D-0502 (502 5%ER)

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

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

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

% 11 85ER(AMD) / VGFT-0OD-0508 (508 SXER)

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

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

EAAEER(AMD) / 311523 (VIEW 2 SER)

F AR RS ER(AMD) / VGFT-0D-0910

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

% M 48548% (CRVO) / VGFT-0D-0819 (COPERNICS5#E%)

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

% 1 #85X8%(DME) / VGFT-0D-0512

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

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

% 11 4858 ER(DME) / 91745 (VIVID-DME#ER)

% 11 #3EKER(DME) / 15657 (VIVID-JapanzitB&)

% 11 4858ER(DME) / VGFT-0OD-1009 (VISTA-DMEZKER)

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

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

% I 18 5 S

1.5- 2 VEGF Trap-Eye BAFD#ZHRE
(JF) KNOETIL, Kklk - FE0BtEA KO T A 2R L, BREEROLE 1395 E O 0B A & O & KBbE A 2R,

Page

9 of

11
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1.5.4 HEICH T HBMRAE - ROBEH - KEBRR

A AMD, CRVO (21 2 BEpbiE, DME KO I > 75 - KGRIk (2014 AR
THBUE) 1.6, (1.6 W) |

1.5.5 mCNV Z;BNZNRE - R & T S NERFTRBERO—BEERER N

1.5.5.1 A#F|D mCNV =33 2 FAKIZDOT
mCNV 5 2 x4 & L7z MYRROR FREROFE RN D | MERR I NT=AFIOF A2 LT ICREdT 5,

o 24 HHEOEEFMIZIHBNT, KK 2mg BeGREOZAIEST (Sham) BRI 2 EBMEN RS
=2 &M D . AFNIO mCONV (25T 2 HIEN R ST,

o KA 2mg Al G -0 I TH IR OO FEREFLIEAL O BIF 72 GBS DAL DR i
— T, N—=RA T A HFIZ ONV JFZE T A XD K E WHERE Tl L 0 a7 BN G0N %3 T
HHBEMB A LN, ZOZ LD, AH 2mg 2 HEEG%, BEOERIC X VBN s %2
1THZEMBHTHLEEZLND,

e MYRROR FRERIZI W T SN ZAMEICBET 5 F5%, B8 AMD B3 & O CRVO I1ZFE 9
WMMREEA AT HREE NG L LEBERR O PRI SN Z#HO LD TH Y . AFIDOBE
PITBREIC BEF T -T2, £7-. mONV BE TORKIHE 2 TIL, BHEA AMD B
ICBWTHE LN EREEICET A2 EL RN EA TE 2 EnrRaEnk, Lo T,
mCNV BB 12 6h L CHRERIICZ 2D ETHEEZET 5 b DT3RO SR h-o 1=,

VLB, mCNV BE ISR DAH OGN & ZaENHRR SN Z &b, TEAEHICE
WRAS BT AR I ) 2 AFIOBINRNEE - 2R & L CRIEMGEAGRFH O — AT FFEL21T 9 =
RUTHD LMLz,

(B
Eix
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+1.5- 3 AEBHOWBE (FHidahfic L 28mEms)

11

R RS A, R RE R 3

O T IIRASIEEET AL I 2 £ 5 s B BEZE 1,
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use EYLEA
safely and effectively. See full prescribing information for EYLEA.

EYLEA® (aflibercept) Injection
For Intravitreal Injection
Initial U.S. Approval: 2011

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

EYLEA is indicated for the treatment of patients with:

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

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

. Diabetic Macular Edema (DME) (1.3)

DOSAGE AND ADMINISTRATION
For ophthalmic intravitreal injection. (2.1)

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

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

. Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(monthly), additional efficacy was not demonstrated when EYLEA was
dosed every 4 weeks compared to every 8 weeks. (2.2)

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

Diabetic Macular Edema (DME)

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

. Although EYLEA may be dosed as frequently as 2 mg every 4 weeks
(monthly), additional efficacy was not demonstrated when EYLEA was
dosed every 4 weeks compared to every 8 weeks. (2.4)

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

CONTRAINDICATIONS
. Ocular or periocular infection (4.1)

. Active intraocular inflammation (4.2)

. Hypersensitivity (4.3)

WARNINGS AND PRECAUTIONS

. Endophthalmitis and retinal detachments may occur following
intravitreal injections. Patients should be instructed to report any
symptoms suggestive of endophthalmitis or retinal detachment without
delay and should be managed appropriately. (5.1)

. Increases in intraocular pressure have been seen within 60 minutes of an
intravitreal injection. (5.2)

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

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

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

See 17 for PATIENT COUNSELING INFORMATION
Revised: 7/2014

FULL PRESCRIBING INFORMATION: CONTENTS*
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1.3 Diabetic Macular Edema (DME)
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2.1  General Dosing Information
2.2 Neovascular (Wet) Age-Related Macular Degeneration (AMD)
2.3 Macular Edema Following Central Retinal Vein Occlusion
(CRVO)
2.4  Diabetic Macular Edema (DME)
2.5  Preparation for Administration
2.6 Administration
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
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*Sections or subsections omitted from the full prescribing information
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

EYLEA is indicated for the treatment of patients with:

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

1.2 Macular Edema Following Central Retinal Vein Occlusion (CRVO)

1.3 Diabetic Macular Edema (DME)

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Information

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

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

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (monthly) for the first 12 weeks (3 months), followed by

2 mg (0.05 mL) via intravitreal injection once every 8 weeks (2 months). Although EYLEA may
be dosed as frequently as 2 mg every 4 weeks (monthly), additional efficacy was not
demonstrated when EYLEA was dosed every 4 weeks compared to every 8 weeks

[see Clinical Studies (14.1)].

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

2.4 Diabetic Macular Edema (DME)

The recommended dose for EYLEA is 2 mg (0.05 mL or 50 microliters) administered by
intravitreal injection every 4 weeks (monthly) for the first 5 injections, followed by 2 mg

(0.05 mL) via intravitreal injection once every 8 weeks (2 months). Although EYLEA may be
dosed as frequently as 2 mg every 4 weeks (monthly), additional efficacy was not demonstrated
when EYLEA was dosed every 4 weeks compared to every 8 weeks [see Clinical Studies (14.3)].

2.5 Preparation for Administration

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

Using aseptic technique, the intravitreal injection should be performed with a 30-gauge x '2-inch
injection needle.
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Vial
The glass vial is for single use only.
1. Remove the protective plastic cap from the vial (see Figure 1).

Figure 1:

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

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

Page 3 of 22



Figure 3:

4. Push the filter needle into the center of the vial stopper until the needle is completely inserted
into the vial and the tip touches the bottom or bottom edge of the vial.

5. Using aseptic technique withdraw all of the EYLEA vial contents into the syringe, keeping
the vial in an upright position, slightly inclined to ease complete withdrawal. To deter the
introduction of air, ensure the bevel of the filter needle is submerged into the liquid. Continue
to tilt the vial during withdrawal keeping the bevel of the filter needle submerged in the
liquid (see Figures 4a and 4b).

Figure 4a: Figure 4b:

Needle Bevel
Pointing Down

Solution

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

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

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

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

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

Figure 6:

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

Figure 7a: Figure 7b:

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05ml __

Flat Plunger
d
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2.6 Administration

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

Immediately following the intravitreal injection, patients should be monitored for elevation in
intraocular pressure. Appropriate monitoring may consist of a check for perfusion of the optic
nerve head or tonometry. If required, a sterile paracentesis needle should be available.

Following intravitreal injection, patients should be instructed to report any symptoms suggestive
of endophthalmitis or retinal detachment (e.g., eye pain, redness of the eye, photophobia,
blurring of vision) without delay [see Patient Counseling Information (17)].

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

After injection, any unused product must be discarded.

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

3 DOSAGE FORMS AND STRENGTHS

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

4 CONTRAINDICATIONS

4.1 Ocular or Periocular Infections

EYLEA is contraindicated in patients with ocular or periocular infections.

4.2 Active Intraocular Inflammation

EYLEA is contraindicated in patients with active intraocular inflammation.

4.3 Hypersensitivity

EYLEA is contraindicated in patients with known hypersensitivity to aflibercept or any of the
excipients in EYLEA. Hypersensitivity reactions may manifest as severe intraocular
inflammation.
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5 WARNINGS AND PRECAUTIONS

5.1 Endophthalmitis and Retinal Detachments

Intravitreal injections, including those with EYLEA, have been associated with endophthalmitis
and retinal detachments [see Adverse Reactions (6.1)]. Proper aseptic injection technique must
always be used when administering EYLEA. Patients should be instructed to report any
symptoms suggestive of endophthalmitis or retinal detachment without delay and should be
managed appropriately [see Dosage and Administration (2.6) and Patient Counseling
Information (17)].

5.2 Increase in Intraocular Pressure

Acute increases in intraocular pressure have been seen within 60 minutes of intravitreal injection,
including with EYLEA [see Adverse Reactions (6.1)]. Sustained increases in intraocular pressure
have also been reported after repeated intravitreal dosing with VEGF inhibitors. Intraocular
pressure and the perfusion of the optic nerve head should be monitored and managed
appropriately [see Dosage and Administration (2.6)].

5.3 Thromboembolic Events

There is a potential risk of arterial thromboembolic events (ATEs) following intravitreal use of
VEGEF inhibitors, including EYLEA. ATEs are defined as nonfatal stroke, nonfatal myocardial
infarction, or vascular death (including deaths of unknown cause). The incidence in the VIEW1
and VIEW2 wet AMD studies during the first year was 1.8% (32 out of 1824) in the combined
group of patients treated with EYLEA [see Clinical Studies (14.1)]. The incidence in the
COPERNICUS and GALILEO CRVO studies during the first 6 months was 0% (0/218) in
patients treated with EYLEA 2 mg every 4 weeks compared with 1.4% (2/142) in patients
receiving sham treatment [see Clinical Studies (14.2)]. The incidence in the VIVID and VISTA
DME studies during the 52 weeks was 3.3% (19 out of 578) in the combined group of patients
treated with EYLEA compared with 2.8% (8 out of 287) in the control group [see Clinical
Studies (14.3)].

6 ADVERSE REACTIONS

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

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

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

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

6.2 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in other clinical trials
of the same or another drug and may not reflect the rates observed in practice.

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

The data described below reflect exposure to EYLEA in 1824 patients with wet AMD, including
1223 patients treated with the 2-mg dose, in 2 double-masked, active-controlled clinical studies
(VIEW1 and VIEW2) for 12 months [see Clinical Studies (14.1)].

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

Adverse Reactions EYLEA Active Control
(N=1824) (ranibizumab)
(N=595)
Conjunctival hemorrhage 25% 28%
Eye pain 9% 9%
Cataract 7% 7%
Vitreous detachment 6% 6%
Vitreous floaters 6% 7%
Intraocular pressure increased 5% 7%
Conjunctival hyperemia 4% 8%
Corneal erosion 4% 5%
Detachment of the retinal pigment epithelium 3% 3%
Injection site pain 3% 3%
Foreign body sensation in eyes 3% 4%
Lacrimation increased 3% 1%
Vision blurred 2% 2%
Intraocular inflammation 2% 3%
Retinal pigment epithelium tear 2% 1%
Injection site hemorrhage 1% 2%
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Adverse Reactions EYLEA Active Control
(N=1824) (ranibizumab)
(N=595)
Eyelid edema 1% 2%
Corneal edema 1% 1%

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

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

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

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

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

Diabetic Macular Edema (DME)

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

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

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

6.3 Immunogenicity

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

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

8.1 Pregnancy

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

3 mg per kg. Aflibercept produced fetal malformations at all doses assessed in rabbits and the
fetal NOAEL was less than 0.1 mg per kg. Administration of the lowest dose assessed in rabbits
(0.1 mg per kg) resulted in systemic exposure (AUC) that was approximately 10 times the
systemic exposure observed in humans after an intravitreal dose of 2 mg.

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

8.3 Nursing Mothers

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

8.4 Pediatric Use
The safety and effectiveness of EYLEA in pediatric patients have not been established.

8.5 Geriatric Use

In the clinical studies, approximately 76% (1996/2610) of patients randomized to treatment with
EYLEA were >65 years of age and approximately 47% (1229/2610) were >75 years of age.
No significant differences in efficacy or safety were seen with increasing age in these studies.

11 DESCRIPTION

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

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

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

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

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

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

In the clinical studies anatomic measures of disease activity improved similarly in all treatment
groups from baseline to week 52. Anatomic data were not used to influence treatment decisions.
[see Clinical Studies (14.1)].

Macular Edema Following Central Retinal Vein Occlusion (CRVO)

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

Diabetic Macular Edema (DME)

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

Studies (14.3)].

12.3 Pharmacokinetics

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

Absorption/Distribution

Following intravitreal administration of 2 mg per eye of EYLEA to patients with wet AMD,
CRVO, and DME, the mean C,,, of free aflibercept in the plasma was 0.02 mcg/mL (range: 0 to
0.054 mcg/mL), 0.05 meg/mL (range: 0 to 0.081 mcg/mL), and 0.03 mcg/mL (range: 0 to
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0.076 mcg/mL), respectively and was attained in 1 to 3 days. The free aflibercept plasma
concentrations were undetectable two weeks post-dosing in all patients. Aflibercept did not
accumulate in plasma when administered as repeated doses intravitreally every 4 weeks. It is
estimated that after intravitreal administration of 2 mg to patients, the mean maximum plasma
concentration of free aflibercept is more than 100 fold lower than the concentration of aflibercept
required to half-maximally bind systemic VEGF.

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

Metabolism/Elimination

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

Specific Populations
Renal Impairment

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

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been conducted on the mutagenic or carcinogenic potential of aflibercept.
Effects on male and female fertility were assessed as part of a 6-month study in monkeys with
intravenous administration of aflibercept at weekly doses ranging from 3 to 30 mg per kg.
Absent or irregular menses associated with alterations in female reproductive hormone levels and
changes in sperm morphology and motility were observed at all dose levels. In addition, females
showed decreased ovarian and uterine weight accompanied by compromised luteal development
and reduction of maturing follicles. These changes correlated with uterine and vaginal atrophy. A
No Observed Adverse Effect Level (NOAEL) was not identified. Intravenous administration of
the lowest dose of aflibercept assessed in monkeys (3 mg per kg) resulted in systemic exposure
(AUC) that was approximately 1500 times higher than the systemic exposure observed in
humans after an intravitreal dose of 2 mg. All changes were reversible within 20 weeks after
cessation of treatment.
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13.2 Animal Toxicology and/or Pharmacology

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

14 CLINICAL STUDIES

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

The safety and efficacy of EYLEA were assessed in two randomized, multi-center, double-
masked, active-controlled studies in patients with wet AMD. A total of 2412 patients were
treated and evaluable for efficacy (1817 with EYLEA) in the two studies (VIEW1 and VIEW2).
In each study, patients were randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing regimens:

1) EYLEA administered 2 mg every 8 weeks following 3 initial monthly doses (EYLEA 2Q8);
2) EYLEA administered 2 mg every 4 weeks (EYLEA 2Q4); 3) EYLEA 0.5 mg administered
every 4 weeks (EYLEA 0.5Q4); and 4) ranibizumab administered 0.5 mg every 4 weeks
(ranibizumab 0.5 mg Q4). Patient ages ranged from 49 to 99 years with a mean of 76 years.

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

Detailed results from the analysis of the VIEW1 and VIEW?2 studies are shown in Table 4 and
Figure § below.
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Table 4:

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

VIEW1 VIEW2
EYLEA EYLEA ranibizu- EYLEA EYLEA ranibizu-
2 mg Q8 2 mg Q4 mab 2 mg Q8 2 mg Q4 mab
weeks * weeks 0.5 mg Q4 weeks * weeks 0.5 mg Q4
weeks weeks
Full Analysis Set N=301 N=304 N=304 N=306 N=309 N=291
Efficacy Outcomes
Proportion of patients 94% 95% 94% 95% 95% 95%
who maintained
visual acuity (%)
(<15 letters of BCVA
loss)
Difference” (%) 0.6 1.3 0.6 0.3
(95.1% CI) (-3.2,4.4) (-2.4,5.0) (-2.9,4.0) (-4.0,3.3)
Mean change in 7.9 10.9 8.1 8.9 7.6 9.4
BCVA as measured
by ETDRS letter
score from Baseline
Difference® in LS 0.3 32 -0.9 -2.0
mean
(95.1% CI) (-2.0,2.5) (0.9,5.4) (-3.1, 1.3) (-4.1,0.2)
Number of patients 92 114 94 96 91 99
who gained at least (31%) (38%) (31%) (31%) (29%) (34%)
15 letters of vision
from Baseline (%)
Difference” (%) -0.4 6.6 -2.6 -4.6
(95.1% CI) (-7.7,7.0) (-1.0, 14.1) (-10.2,4.9) (-12.1,2.9)

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

* After treatment initiation with 3 monthly doses

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

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

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

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

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

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

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

14.3 Diabetic Macular Edema (DME)

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

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

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

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

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

below.

Table 6:

VISTA Studies

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

VIVID VISTA

EYLEA EYLEA Control EYLEA EYLEA Control

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

weeks * weeks weeks * weeks

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

* After treatment initiation with 5 monthly injections

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

¢ Difference is EYLEA group minus control group

4 p-value <0.01 compared with control

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

Treatment effects in evaluable subgroups (e.g., age, gender, race, baseline HbA lc, baseline
visual acuity, prior anti-VEGF therapy) in each study were in general consistent with the results
in the overall populations.
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16 HOW SUPPLIED/STORAGE AND HANDLING

Each Vial is for single eye use only. EYLEA is supplied in the following presentation [see
Dosage and Administration (2.5) and (2.6)].

NDC NUMBER CARTON TYPE CARTON CONTENTS

61755-005-02 Vial one single-use, sterile, 3-mL, glass vial designed to
deliver 0.05 mL of 40 mg/mL EYLEA

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

one 30-gauge x Y4-inch injection needle for intravitreal
injection
one 1-mL syringe for administration

one package insert

Storage

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

17 PATIENT COUNSELING INFORMATION

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

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

Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road

Tarrytown, NY 10591-6707

U.S. License Number 1760

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

All rights reserved.

Issue Date: July 2014

Initial U.S. Approval: 2011

Regeneron U.S. Patents 7,306,799; 7,531,173; 7,608,261; 7,070,959, 7,374,757, 7,374,758, and
other pending patents
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T, N7 R IIoR S TR, [FRRER(14.1) % 2 ]

2.3 WEREPLEIRBAZEE (CRVO) 1245 HBZE
AHl ORELEREILT 7V~ 7 h & LT 2mg (0.05SmL XX S0uL) TH5, 4
WZE (1 xA) B, EAANEFIC LY &53 5, [BRRER(14.2) 2 5]

24 FERREMZE (DME)
AFNOHELEH L, 77 Vbt 7 k& LT 2mg (0.05mL X% 50uL) TH 5,
BAIOSENT4-ITE (1w A) ICHTERAERICEVES L, 20k, 8T &
(2% H) IZ1[EL 2mg (0.05mL) ZHE-ANEHICE Y EET 5, AFNEL, 77
Ve hELT2mg 24T E (1 A) OB THRSG T2 EHTEXD08,
8 Z L DRIME TG LG Lk LT, I RimEncnizny, [
RikBR(14.3) % 2 ]

4/ 21



2.5 #&5¥EE
BGANC BHIC L ARG AITV, Boki 1, 1R, UFEABED b HAIC
BHRALRWZ &, 30 7 —Ux12 A F OEFEEHH L, BEREAERIEIC £Dﬁ%
KNERHT D Z &,

NRAT IV
BT AL T T L BOHOFERE 45,

1.

TIAF VT HOE#ES v T RIS, (K1)

(CIRY)

INA T IO T LOIMNZ T L a— LB THEL, (X2)

(4 2)

19 F—=Ux15 A F, 5 I7arD7 4 VE—(FEBKREHE ImL v ) oY
EEINENRIPOIY L, SRiEE 2T —my 7 o) Y OkICRATL 5T
WO %, (113)

(°3)
BHREE 2 3 A T LD T LD LI SHER AL T L DIE (UTED 5 D)
12 < £ TELIAT,

EEBAEIC LD A T AP OEFIRETE Y PIREIT 2, AT v
ITIENL S, BRICHERZ RS LT WL ICE IS, v vroicZe
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SMALRNWE DT A2, XA TIVEEIT £ F., BRSO Ow
2N ICERIRIZIR ADRETW ST 5 2 &, (X 4a LT 4b)

Iy [\
\
\
— |
|
'j‘\&/ |
D |
----—(\
Neadle Bevel
\ Pointing Down
Solution \
\
(X 42) (1 4b)

6. BEEHIEENP DR WK S, 7T 0Py —my Fe+3I120<,

7. BERSTAIRV AL, @Y HETERERET 5.
AR BUEEHIME AN EIIIERLENT &,

8. 30 F—Ux05 4 LT OREHEHAE T T ATF v 7 ORNPLID H L, #aLT
— oy 7Y U POEIICIA L ST Lonh AT S, (K5)

(4 5)

9. HTEWENTEIE, 77 AF v 7 WOEHEF v v 72 B0 1399,

10. EHEOFTmE LiCmid TRSH, ) U PROKIBOAEAHER T S, Kid
RO BTGB, V) VR TR L d gz L E TBE S8
%, (X 6)

(X 6)
1. KJB L RREIK P T 5720, 770 —D5EENT U 20 0.05mL O
TN SNFE THDHL D EFFTo Vv —%HF, (K 7a L 7b)
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Solution after

expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

Flat Plunger
Edge

r~

- 03

(14 7a) (X1 7b)

26 ¥E
BT RPN, BB SNV ME S T CITH 2 &0 FITAFRMEEEITV. W
FAE, W R L—7, EERBESE CUXZIICHEYT2H0) 2T L, &
SR, BRI K OVm AT A IR B AR A D 2 5- 2 9147 9 2 &
WS RNTES DE#%IC, BEDINE LR OAELZBZ4 5 Z &, R ALEE M50
MR AR IERIE 72 & AN ) e Bls2 ik & LT b b, Bfilg & MBS U T
AELTRLLZE,
T TR T4 . IR PN SUT AR RIBE 2 e 3= 2wtk (HRSR . Foifn, 2207, Bi%)
AR HIHAITIL, EHICRET 2 & ) BFIIRET 5 2 L, [BHE~OWHH
(172 2]
1AL 7 g L E FER) \CoBERT 2 2 & SHUR O IR LB /e 5412 138
Teip A T NVEMER L, BERNCEEE, ) v FR FL—7 Bigss. 7
AN E— ROESRSERVEZ D Z &,
R, REAOREFKIIFERT 2 &,
AEBRAE R T, Rl EIRE A S 5 EE] (R, Rl 13 RnoT,
3 AR OBRE
il 7R G- SN 40mg/mL (1 [BlO 5 & 0.05mL)  Hi[a]#% 5-H
H T ABSA T )V
4 B2

4.1 R VXHR/E BH D RRGLE

IR XAIFARE PG D & 5 BE T G- LianZ &,
42 TEBMERAK

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

5 BERMEREOBRE

5.1 RS KR OWERERIE
AR OFE &0 T RRTES & IR K OHEIESKIEE & OBIE 3380 b TV
LEIEM6.1)ZZ ], #i :‘%@J@ﬂiﬁ"ﬂi‘éﬁﬂ%{’ﬁ &0 AR OEREZITH Z L,

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

52 REER

AR OBEE-HE D, AN 60 43 LINIZEWM R IRED ER B3RS T
DIEIER(6.1) 22 ], £7 VEGF FLEAIO KGRI F AR 51212, Fifeh 72 iR
JEDO EFHHEINTWD, IRER ORI MEZBIE L, @B E AT
) Z L[ - HEQR.e)EZH],
53 IMARERE
KRN OEEHE 8, VEGF [LERIOM AN EG#%I2, BkieZERE (ATE) 23
KBS HBENDNH D, ATE L1X, FEBEERZRMINA T FEBEER R OMiEZE, X
FMEE GERRA AR DL ET) LERIN TS, B AMD TO VIEW
1 RONVIEW 2 3Bk 1 £ BICBIF D ATE OFIHRIL, AKFEE %2520 72 A Off
BEMIZEBNT 1.8% (Bl 1,824 il 32 i) Th o 7= [EARRER(14.1) %2 S/,
CRVO T® COPERNICUS ¥ GALILEO iR 6 » H BIZH T 2 R8BRIT, AH|
2mgd T & OFGHET 0% (218 #1910 f51]) | Sham £ 5-8#£ T 1.4% (142 9 2 51))
Th o = [EARAER(14.2)2 0], DME TO VIVID & O VISTA-DME 75 52 # H |Z
B DIEBLRIT KNI G- % 52T T BF OPFEERIC I T 3.3% (578 #ilH 19 i) |
KRR T 2.8% (287 3l 8 f51) T o 7 [ FER(14.3) 3 ],

6 BlIfEM
LU ORIWERIZOWTIE, & K OME A Lo R (S) DI ## 2 FLik,
RPN 2% e O R %1 il
IR 5
IR EE T S
KAz 32 T T B SN ERBWEM (5% E) 13, M, AR,
FNEE, 8-y, IRE LA RO AR CH -7z,
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6.1 ®EFHK
ARENOWET-RNE G- FEACBE Lo BmE2RER (IRANZ. MBRIEE. AP0,
IRE EF- R ORI 5 T) 13 0.1% R Th o7z,

6.2 FREREE
WO FEMSMII LS TH D720, Bre 5 HAIORERRR TR bz
ZTNENORIWERARERZEELKT S Z LIIRARETH Y . EhEEFRICEIT S
FHRE M LT WATREMEDN B 5,
AR E- 21T o7 6 DO N AHRERIZISVN T, LTI RAERF 2,620 #i 0
25, 2,019 BINHELERHETH S 2mg OF 525 1) 7=,

FAEMEZMES (BHE) MBREEHE (AMD)

PUTFOT — X I3AFE G 2% 2B HEAMD B35 1,824 007 — X & KB L7z
DTHY ., 56 1,223 75 2 SO ZEHHOS HEEER (VIEW 1 KT VIEW 2) 123
W, 12 5 A2 72> T 2mg OG- %52 T T [FRARER(14.1) 2 2R,

=1 FMABHE A HRICETHELEMER (1%LLL)

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

ARBNOIEE 22 T T2 BE D 1%AT I EICR N EERBEER & LT, MR
B MERRZIEL. K OMRBNARRE SN TWD, F£7-. BBUED %A O BHE TR
LYY q Wi
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WAL ERIRBAZAE (CRVO) 12445 B iE
IFOT—41%, 2 >0 " Eikc iR (COPERNICUS M OF GALILEO) (2480

TAA 2mg ¢ 5-% 6 5 AR5z 72 CRVO 12 5 HBLFIERE 218 BlOT — X % X
B L72 6 D Th D [ERRRER(14.2) 2 2 /],

2 :CRVOHERICH T HELEIMER (1%LLL)

EYLEA R
Bt (N=218) (N=142)
A9 13% 5%
B 1. 12% 11%
AR E -5 8% 6%
AIEOD A 5% 4%
[ ERASEalL] 5% 1%
i B e 1, 5% 3%
AR D B 1% 3% 5%
B 1 IR I 3% 4%
RN 3% 4%
e g IRE 2T 3% 1%
T 1% <1%
AR PN i 1% 1%

KENDPe b % 5 1T TR D 1% AW ENIC AL NDEITE- L LT, AWEE, IR
MR, AOMTEAE, MERRRAL, IREUE N CIRAR G ST D,

WERIRFEBEZIE (DME)
UTFOTF =213, 2 50O o e (VIVID & O VISTA) (2380 TAH 2mg

5% 52 7= > T%IF7- DME 8& S18 BT — X KM L=t DTH D
[ Ak BR(14.3) 2 B ],
&3 :DMEHERICH(THELZEMER (%LLlL)

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

ARFNDIEHRE 2 52 T T2 BB D 1% AW TR ONDEEM & LT, HEUE, IR
PRI, TR, MERRIEE, TESRERAL i ORI AL S R ST D,
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6.3 SR

ETCOWWA L X B LR, ARBNHR LSEREAE U D fTREMED 5, A
A OGP M 2 MFRUEHT & 0 BRET L7c, IR 7 — 213, S IEIcs N T
ARFNTK LHURBGME & 270 SN2 BEORIG 2K LT D, RGO,
3 2 WIE DRKEE J O L W T A OB T Yo T IVREED 2 A I 7
DRI, R OERRBICRE SRBEZT 2720 AENTIH 2 Hik & £ O,
IZXFT D HURDRBLOLBITRAR A < B LN B D,

B AMD, CRVO KO DME iRBRICIV T, ARAN®T 5 85/l O 505 SO ==
T, B TOREEGHTH 1%~3%Th Tz, E7oAFKSE 52 A (B AMD) |
2478 H (CRVO) XX 52 #H (DME) 2B\ THFREOEIG THAD L S
2o WTNORBUIZE W T O RESISHEDOFEIZ DD b BER TOLEM &
UAIIEERIT 2o T,

8 KeEReREA~DOERE

8.1 iR
JRIRSERREE /348 C : WER L7 v PR OB, 77 U~ 1k~ | 3mgkg 2L
&3 HZLICEIRNE S, X 0.1mg/kelh EE2 6 H Z LIk PG Lz L &,
IR - BRIBEMED RO D, - BBRA~OFEER & L TOEREGEEEAROBM, &
O (FIE) 2, fi~v=7, R~ L =7 RS, n&EH KR, 5
TP, oM. MREE, O - FEMEREER EORIEHFE. S OIEEA
% (BFHE. ME ek OrE oflia . BEIMES X OEEBE., ~eEagit) 1370
Hivlz, T o ORBRICE T 2 BT 5 EEME R (NOAEL) (X 3mgkg Th
ST, UYFIZT 7V 7 kb Lt &, TXTOHETHEFEENGRD
HAL MR EIZ%I9 5 NOAEL 13 0.1mg/kg Aiiii Td o 72, 7 FITHRARH & 0. 1mg/kg
ARG LIS G0 gEGERE (AUC) (X, BEK T 2mg ARG L7k
TEOK 10fFTh o7,
I D o ICE B S RIS RT LTI, AR
IR~ fakttz LRI SGEICOMER SN D Z &,

8.3 I
TV T R FORAABITT 0 E 2 0IEARATH D, FEROZL M
b MEAFASBITL TS Z &b, RARERA~OMBRMETHRTE 20, L
oo T, WILFOLZMEITKHT D AFI O GITHLE I 2y, =ALHIEH 50T
TR F IR DOBRIUZOW TR, REBUCK T 2 KK OB EZBE L THrah b Z
L
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84 /MR
NIRRT B M K O M XN, S AU TV R0,

8.5 EE
MR Tl ARG E AR SN BE DK 76% (1,996/2,610 f5il) 73
65 Ll . K9 47% (1,229/2,610 1) 375 LA ETH -T2, 2D ORBRITE N
T, FlpD LA D ARER OVZ MO ZRITRD iR oTz,

11 FHRE - IR

AFN (T 7Vt M) IE & b VEGF AR 1 L2 OIS AL & b IgGl D
Fc RAA VICREA LT A B TH Y . B TR G RIS S iz SRk <
bbb, T7VNET MITZABEEDS 8D 97kDa O BRI /AHE T, By TED
15%\ZAH Y T 258N &2 5 80 5 Loy &I 115kDa (2725, £727 7 VU~ ~ME
BIR TR X T v A =— AL A Z —IRMlE (CHO #ifd) ZHAWTihEIns,

AFNE, MEE MO M SR A OKER T, RAAIIER S TE 67, ks
FHOH T ABNALTAFEINTND, 1 [BEOF5EIX0.05mL (50uL) THD, (1 XA
TV OPREETL 40mg/mL, W E LTV VEET R U o A 10mM, LT R U o A0
40mM, KU Y _— |k 20 M 0.03%, >3 BER S%EENTEY, pH 1362 THD)

12 BRRREH

12.1 fERHF
A& N EHEGEIRF A (VEGF-A) K OR#RH5ER 1~ (PIGF) 13148 4 [Kf VEGF
77 IV —DAN=THY  NEMRORGE, Akt M489, VEGF
XN EGR 12 % % VEGFR-1 & U8 VEGFR-2 £\ ) 2 DOZREMF 1o
X F—F &N LU TEMT %, VEGFR-1 I3 MER 12 & 477E L, PIGF X2 D
VEGFR-1 lZDOA%EAT 5, VEGF-AIZL D I BZREROIEMELIC LY, mEH
AR OMEFZEDBEL D,

7 7 Ut 7 M VEGF-A XN PIGF ICHEE T A AIIEMET 24 S/ IRTH Y | 6
7 7 2 —® VEGF ZRE~DOHEE K ONEHEZLET 5,

122 EH%
FAEMEZMHS (BHE) MBREEHE (AMD)
ERAREBRICI VT, 52 B H ORBISFEIM: 2 R TIREFHIRIEMIZ, X—2 T 1~
EHE U TR TORECTRBRIZSE L2, 2O T — X IR OPREIZIT A
W BV Do T [ERIREER(14.1) 2 S M,
W LEHIREAZEAE (CRVO) 1I2RE S R E
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COPERNICUS } ) GALILEO SRBRIZIHB T, 24 3 B O EEE I _R— R T 1 >
LU T LA, ZOEFNT — X I XREOIRE TV SN o7
[ A R BR(14.2) 2 B ],

WERRHBZIE (DME)

VIVID KUY VISTA FRERIZISUN T, 52 1 H OFEEMAIRR XN — R T A L bl LT
B LTed, ORI T — X IR OWREITITA W DAL d o T [Fi AR5
(14.3)2 2],

12.3 EyEhRe
AR X RN 5 Z L2 X0 RICBWTRFTICER 7 5. 15 AMD,
CRVO X3 DME & ICAF RN Lo L & ZO— IR OWNE M
VEGF ELfEG L ANEMAL LT 7V vt~ CTh D VEGF EEREKT D,
T 7V T SRR ERIPICETT S & EERT 7 U~ N (VEGF
EIERER) KON FEERT 2 WNIKIN VEGF & L0 %E L= ANER (77 )~k
7k 1 VEGF #HAEMWER) &leo TIIENICFEET 5,

R - 231

B8 AMD, CRVO XX DME B#FIZAH] 27 7V~ k7 k& LT 2mg/lR,
TR Lz & & R T 7 )~ Lt 7 NI 5% 1~3 H BICH e g
R (Cmax) (2T 5, Cmax OFEIEIZZILZEI 0.02meg/mL (FiPH : 0~
0.054mcg/mL) . 0.05 mcg/mL (&iPH : 0~0.081mcg/mL) K Y 0.03 meg/mL (il :
0~0.076meg/mL) Toh o7z, 5 2 HEZRITIT, SBRE ClEh I EpER T —
Vb7 NI SN2 otz 704 BT EICRERS LEZSGAE LT 7 U
N7 MRMAETICER SR ol KR 277 Ut & LT 2mg i
TR G LIz & & o, W T 7 V)~ 7k O R M E O SEEEI, &
HVE VEGF O R R GG A IR JRE D 100 73D 1 RilIZ/2 5 LHEE S D,
77Uk T MEIRN (V) &EZ ORI 7 U~k 7 b O mAERIL.
6L LIRE STz,

R# - et

77V MIRERTZABE TH D EYREHZ DWW T OREBRIL I S 41T
W, T 7 UL MR, EEF N R VEGE &4 L7 AER A TEE O 324 E)
REM = A BB R Z I LT REHC L0 PRt S5 &8 2 Hiv T b, iz
W7 7 X7 N OB (11/2) 1X, 77V k7 bk 2~4mgkg %
RN G4, $5~6 HETh-oT-,

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

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

HE L6 B) . 4 WL KO8 I L DGR T, M TR 5% O Mg iz
BT 7 )~k MEEIZERIIRD b otz, £72 CRVO LU DME D
KR TH  FERORE RGO 72, B AMD, CRVO i DME #&HDOWT
MUICBWT S, BREEREEORMIC L 2B G EOHEITAETH D,

13 FEERIREE

131 BARE - BRFE - £FEEREE
T 7 U9t 7 s OZE BFNESUTRIENE DA B OV T OB I S T s
VN, BERED AEFERSRE ~ DB Z OV TIE, U7 7 U~k 7k 3~30mg/kg %
1ERIFRT 6 » HElRE 59 2 FEERRER TR L 72, MED AEFE A LE o LL
ZPE D Bw H R ST A RANE, K OBEDORE 1T RE ) O O IEE I D 2B L34 T D
G E LUV TR LIV, & 5T, MEITIEFHEIE B REE K O IP O %
IR O EEHEORD N A LN, 2 b OE T, 75 KOS & BR L
Tz, MEEMER (NOAEL) 134FE SN o 1o, TVITHIRE 5 & 3mg/kg % M
THRAERE Lol &, 2FRERE (AUC) 13K T 2mg M- EANEE LIHEO
#1500 (5 CTh oz, IRIFK TH%20EME £, BT T Tt Th o7z,

132 BEICRiT 52 BERD/ XIdFKE
PMZT 7 V7 R 2 T damg/iRO B TH - EANES L-FE, st o0
R ERZIZONS AR ONEIE DGR BTz, BT 2 EEMERE (NOAEL) 1%
0.5mg/lR T, &HEFERE (AUC) FEKRTT 7V~ bt~ b 2mg % - IRKN&EE
L7556 572 o T, BREABR TIXFRE DR RITI & 307270 o T [BRARER(14)).

14 BRIR#AB

141 FHEMBELZHS BHED) NEREEEHE (AMD)

B AMD BEZ KRG & LIz 2 DOMEL(, Zhiskdtn, T, 3R
RERIZIBN T, RKEIOZ MR OFNEEZFHE L7e, 246 238k (VIEW 1 KO
VIEW 2) TG & O ZWE ORI 2 52 1) 7= B8 1 2,412 61 (RFI# 51X 1,817 #i)
Tholz, FRRICEBNWT, BEIIUTD 4509 bnFNrOFREGEC1:1:1 ¢
1 OFIGCTHEEZBICE AT o D)AS 2mg & 1 » H Z L1083 [Bl#EE L,
ZO®%IT8 W LG (2Q8) ; 2)AHI 2mg & 4 T L I2is (2Q4) ; 3)AHA
0.5mg % 4 W Z L \2HE (0.5Q4) ;)7 =EAX~7 05mg x4 W LicHKE
(RO.5Q4) ., HBRAT DFHNIE 49~99 1, T 76 W TH o7,
WTHORBRICENT S, FEARAMERME B 1T 52 BB ICH I ZHERF LT\
BEOEIGE L, 22T MANOMERE L1k, N—RT A1 & L THNK
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TS CFREOGAE Lz, 7—X1L52 B £ T2 AF L7, 2Q8 BEL TN 2Q4
BT, RO.5Q4 Bf & FEIRMIIZ RIS O WIEN R STz,
VIEW 1 KR VIEW 2 OFE7eibTiE R 2 LL T OF 4 O 8 1ZR7,

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

VIEW1 VIEW2
EYLEA EYLEA Ranibizumab EYLEA EYLEA Ranibizumab
2 mg Q8* 2 mg Q4 0.5 mg Q4 2 mg Q8* 2 mg Q4 0.5 mg Q4
K DTk G AE N=301 N=304 N=304 N= 306 N=309 N=291
APEORR
W EMERE LT BE O 94% 95% 94% 95% 95% 95%
EA (%) (BCVA 227 T 15 0F
ESEA21:)
REMIZZ® (%) 0.6 13 0.6 03
(95.1%CI) (-3.2,4.4) (-2.4,5.0) (-2.9,4.0) (-4.0,33)
ETDRS XFAa7IZ L5 7.9 10.9 8.1 8.9 7.6 9.4
R—ZF A 150D BCVA T ZEAL
i
BN BT O 0.3 32 0.9 2.0
(95.1%CI) (-2.0,2.5) (0.9,5.4) (-3.1,1.3) (-4.1,02)
N—R T A DB 15 CFLL RN 92 114 94 96 91 99
U 7= gRE S (%) (31%) (38%) (31%) (31%) (29%) (34%)
FERIZE® (%) 0.4 6.6 2.6 4.6
(95.1%CI) (-7.7,7.0) (-1.0, 14.1) (-10.2,4.9) (-12.1,2.9)

BCVA : fxmFEIERLY) ; CI: {S#EHX [ ; ETDRS : Early Treatment Diabetic Retinopathy Study CH /K8 IEE
BRI ABR) ; LOCF : Last Observation Carried Forward (Gf&iEfli A = 72 L 4658, 7272 L, _"—2X T
A MEIZ L AMTEITATDRY) 5 95 1% EEXK ML, RBRPICEE SN - LM E S E L b o,

a B3 [HiL4 BRI LS

b ARG T = X~7 B
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(letters)

Mean Change in Visual Acuity

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

Weeks
> 15 ¢= VIEW 2
>
v
<
3
S % +9.4
£ 9 +8.9
P b~ +7.6
&2
c
P
(w)
[
<
LY
=

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

Weeks

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

8:VIEW1 RUVIEW 2 HERICHITHIR—R S h 5 52 BAEETD
FHRNELL
14.2 WP LEBIREAZIE (CRVO) (ZHE S EBERE
CRVO (21 95 EHFRIERE 264 & LTz 2 SO MEE(EL L — ik Sham it FRFERIZ
BWTARH OV O %02 55 L 7=, 2 385k (COPERNICUS % ' GALILEO)
THG K O RIMER ] 2 52 1) 72 BRE 13 358 151 (KH 217 f5) Th - 7=, 4B
W, BEIIAH 2mgd 11 2 & (2Q4) XX Sham &5 (RHREE) OWFHORE
12, 3: 2 DEIGTERELIZHVHT b, TNEN4E T LICEH 6 BokE %%
F 7o, WEERE OEENT 22~89 1%, 64 TH -T2,
MRS 31T 2 A 2MMED EEFHE H 1L, N—R T A & Hi# LT BCVA T 15 X
FLLEEN U E LR EOEAETH o7, 24 B O EEFAREH X, 2Q4 BEA %t
FREEL LTI CTh o T2,
COPERNICUS &% U* GALILEO iR OFEAR 22 iR RS R A2 LA T DR S KO 9 1R T,
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% 5 : COPERNICUS B Tr GALILEO

% ZRADEFTHEER)

HERICHE TS 24 BEOAMMERER (LOCF KIS &

COPERNICUS GALILEO
Sk B EYLEA o HRRE EYLEA
2mgQ4 2mgQ4
N=73 N=114 N=68 N=103
A3 A S
N—2F A 5 BCVA T 15
CFLL BRI S L R 12% 56% 22% 60%
DENE (%)
AT EREME A -0 44.8%C 38.3%C
(95.1%CI) (32.9, 56.6) (24.4,52.1)
BCVA XFEAaTIZL5
BCVA TR (SD) 40 17.3 33 18.0
(18.0) (12.8) (14.1) (12.2)
Fo/N I OFER 2 ¢ 21.7¢ 14.7¢
(95.1%C1) (17.3,26.1) (10.8, 18.7)

a: KA 2Q4 B —xtHRAE

b : Cochran-Mantel-Haenszel ! D B4 % VT, RX—RA T A VHERNIHOWT

BT ON TR OB A RIET 572 95.1%Cl 2R L7z,
¢ : p<0.01 CRIFRHE L D LK)
d : ANCOVA EF /M ES < /N T 5EH KO CL
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

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

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

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

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

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

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection)

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

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

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

Eylea is for intravitreal injection only.

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

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

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



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

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

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

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

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

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

Usually, monitoring should be done at the injection visits. During treatment interval extension through
to completion of therapy, the monitoring schedule should be determined by the treating physician

based on the individual patient’s response and may be more frequent than the schedule of injections.

Special population

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.

Paediatric population
Safety and efficacy have not been established in children and adolescents. There is no relevant use of

Eylea in the paediatric population in the indications wet AMD and CRVO.

Method of administration

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

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

Immediately following the intravitreal injection, patients should be monitored for elevation in
intraocular pressure. Appropriate monitoring may consist of a check for perfusion of the optic nerve
head or tonometry. If required, sterile equipment for paracentesis should be available.



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

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

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

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

After injection any unused product must be discarded.

For handling of the medicinal product, see section 6.6.

4.3  Contraindications

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

Active severe intraocular inflammation.

4.4 Special warnings and precautions for use

Endophthalmitis

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

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

Increase in intraocular pressure

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

Immunogenicity
As this is a therapeutic protein, there is a potential for immunogenicity with Eylea (see section 4.8).

Patients should be instructed to report any signs or symptoms of intraocular inflammation, e.g. pain,
photophobia, or redness, which may be a clinical sign attributable to hypersensitivity.

Systemic effects

Systemic adverse events including non-ocular haemorrhages and arterial thromboembolic events have
been reported following intravitreal injection of VEGF inhibitors, and there is a theoretical risk that
these may relate to VEGF inhibition.

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

e The safety and efficacy of Eylea therapy administered to both eyes concurrently have not been
systematically studied.

o 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.

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

e 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).
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 ischemic, chronic CRVO. In patients
presenting with clinical signs of irreversible ischemic visual function loss, the treatment is not
recommended.

e There is limited clinical data with Eylea in patients with diabetic retinopathy.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

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

4.6  Fertility, pregnancy and lactation
Women of childbearing potential

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

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

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

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

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

excluded.

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

Fertility

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



4.7  Effects on ability to drive and use machines

Injection with Eylea has 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

wet AMD
A total of 1,824 patients constituted the safety population in the two phase 3 studies with up to
96 weeks of exposure to Eylea, of which 1,223 patients were treated with the 2 mg dose.

Serious adverse reactions related to the injection procedure have occurred in less than 1 in 1,000
intravitreal injections with Eylea and included endophthalmitis, traumatic cataract and transient
increased intraocular pressure (see section 4.4).

The most common adverse reactions (in at least 5% of patients treated with Eylea) were conjunctival
haemorrhage (26.7%), eye pain (10.3%), vitreous detachment (8.4%), cataract (7.9%), vitreous
floaters (7.6%) and increased intraocular pressure (7.2%).

Macular Oedema secondary to CRVO

A total of 317 patients treated with at least one dose of Eylea constituted the safety population in the
two phase III studies with up to 100 weeks exposure.

Serious adverse reactions related to the injection procedure occurred in 3 out of 2,728 intravitreal
injections with Eylea and included endophthalmitis (see section 4.4), cataract and vitreous detachment.

The most common adverse reactions (in at least 5% of patients treated with Eylea) were conjunctival
haemorrhage (15.8%), increased intraocular pressure (12.9%), eye pain (12.6%), vitreous detachment

(6.9%), vitreous floaters (5.7%), increased lacrimation (5.0%) and ocular hyperaemia (5.0%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the wet AMD and/or CRVO phase
IIT studies 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)



Table 1:

Adverse drug reactions reported in the wet AMD and CRVO phase III studies

System
Organ | Very common Common Uncommon Rare
Class
Immune Hypersensitivity***
system
disorders
Eye Conjunctival | Retinal pigment epithelium tear*,| Endophthalmitis**, Vitritis
disorders | haemorrhage, | Detachment of the retinal Retinal detachment, | Uveitis,
Eye pain pigment epithelium*, Retinal tear, Hypopyon

Retinal degeneration,
Vitreous haemorrhage,
Cataract,

Cataract nuclear,

Cataract subcapsular,

Corneal erosion,

Corneal abrasion,

Intraocular pressure increased,
Vision blurred,

Vitreous floaters,

Corneal oedema,

Vitreous detachment,
Injection site pain,

Foreign body sensation in eyes,
Lacrimation increased,

Eyelid oedema,

Injection site haemorrhage,
Conjunctival hyperaemia,
Ocular hyperaemia

Iritis,

Iridocyclitis,
Cataract cortical,
Lenticular opacities,

Corneal epithelium
defect,

Injection site
irritation,
Abnormal sensation
in eye,

Eyelid irritation,
Anterior chamber
flare

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

**  Culture positive and culture negative endophthalmitis

*** including allergic reactions

Description of selected adverse reactions

In the wet AMD phase III studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.
Arterial thromboembolic events (ATEs) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events following intravitreal use of
VEGF inhibitors.

ATEs, as defined by Antiplatelet Trialists’ Collaboration (APTC) criteria, include nonfatal myocardial
infarction, nonfatal stroke, or vascular death (including deaths of unknown cause). The incidence in
the phase 3 wet AMD studies (VIEW1 and VIEW2) during the 96 weeks study duration was 3.3% (60
out of 1,824) in the combined group of patients treated with Eylea compared with 3.2% (19 out of
595) in patients treated with ranibizumab (see section 5.1).

The incidence of ATEs in the CRVO studies (GALILEO and COPERNICUS) during the

76/100 weeks study duration was 0.6% (2 out of 317) in patients treated with at least one dose of
Eylea compared to 1.4% (2 out of 142) in the group of patients receiving only sham treatment.

As with all therapeutic proteins, there is a potential for immunogenicity with Eylea.
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Reporting of suspected adverse reactions

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

4,9 Overdose

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

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

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals / Antineovascularisation agents
ATC code: SOILAOS

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

Aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

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
VEGEFR-2, present on the surface of endothelial cells. PIGF binds only to VEGFR-1, which is also
present on the surface of leucocytes. Excessive activation of these receptors by VEGF-A can result in
pathological neovascularisation and excessive vascular permeability. PIGF can synergize with VEGF-
A in these processes, and is also known to promote leucocyte infiltration and vascular inflammation.

Pharmacodynamic effects

wet AMD

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

In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), retinal thickness decreased soon after treatment initiation, and the mean

CNV lesion size was reduced, consistent with the results seen with ranibizumab 0.5 mg every month.

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

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

Macular Oedema secondary to CRVO

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

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

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



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

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

(n=73) |(n=114) | (n=73) [(n=114) | (h=65) (n=112) (n=67) [(n=103) |(n=67) |(Nn=103) |(n=67) (n=103)

Mean change
in retinal
thickness
from baseline

Difft i 45 44
Lé ;g‘;ff;g 1312 g 1239 167

(95% CI) (389, -234) -121, 64) -142,53) (286, -193) 217, -118)

-145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389

(-99, 10)

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

A Difference is Eylea 2 mg Q4 minus control

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

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

D) 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 88 P
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.

10



Clinical efficacy and safety

wet AMD

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

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

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

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

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

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

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

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

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

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

Detailed results from the combined analysis of both studies are shown in the Table and Figure below.
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Table 3: 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 969 Week 52 Week 969

Mean number of injections 76 o 123 165

from baseline

Mean number of injections

during second year (Week 4.2 4.7

52 to 96)

Proportion of patients with

?ia;%t?é?feisvésfuglcigrg 95.33%8) 92.42% 94.42% D) 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%
(95% CI)D) (-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% CDHP

Proportion of patients who

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

vision from baseline

Difference® -1.5% 1.8%
(95% CI)P) (-6.8,3.8) (-3.5,7.1)

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

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

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

D) Confidence interval (CI) calculated by normal approximation

E) After treatment initiation with three monthly doses

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

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

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

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

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

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

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

populations.

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

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

Elderly Population

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

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

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

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

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

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

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

Detailed results from the analysis of both studies are shown in the Table and Figure below.
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Table 4:  Efficacy outcomes at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF®) in COPERNICUS and GALILEO studies

Efficacy Outcomes COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 Weeks 52 Weeks 76 Weeks
Control | Eylea [Control®| Eylea |Control®F| Eylea® | Control | Eylea | Control | Eylea | Control® |Eylea®
2mg Q4 2mg 2mg 2mg Q4 2mg 2mg
n=73) [(n=114) | n=73) |[(n=114) | (n=73) |(n=114) | (n=68) |(n=103) | (n=68) [(n=103) | (n=68) [(n=103)
Proportion of patients who gained
at least 15 letters in BCVA© from 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
baseline
Weighted differenceB-P) 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
Mean change in BCVA as
measured by ETDRS) letter (i‘;’(())) (};g) (137'81) (}g'i) (11i57) (}3'(7)) (13431) (g'(z)) (13881) (}2'3) (167'27) (3;)
score from baseline (SD) ’ ’ ’ ’ ) ’ ’ ' ) ) ) ’
Difference in LS mean®CP:E) 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)

B

C

D

E
F

Difference is Eylea 2 mg Q4 weeks minus control

Difference and confidence interval (CI) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)

) BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study

LOCEF: Last Observation Carried Forward

SD: Standard deviation

LS: Least square means derived from ANCOVA

LS mean difference and confidence interval based on an ANCOV A 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

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 88 ©
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.

=

=

NN
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Figure 2:
COPERNICUS and GALILEO studies (Full Analysis Set)
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The proportion of perfused patients in the Eylea group was high in the GALILEO study at baseline
(86.4%; n = 89). Perfusion at week 24 primary endpoint was 91.8% (n = 89). The patients were largely
able to maintain their perfusion status until week 76 (84.3%; n =75). The number of perfused patients
that started on sham was 79.4% (n = 54) at baseline. Perfusion at week 24 primary endpoint was
85.5% (n=47). Patients in the sham group were switched to Eylea according to pre-specified criteria
at week 52, 83,7% (n = 41) were perfused at this time. The patients were able to maintain their
perfusion status until week 76 (84.0%; n = 42).
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The proportion of perfused patients in the Eylea group in the COPERNICUS study at baseline was
67.5% (n=77). Perfusion at week 24 primary endpoint was 87.4%; (n = 90). After week 24, patients
in the Eylea group were treated according to pre-specified criteria. At week 100 76.8 % (n = 76) of
patients were perfused. The percentage of perfused patients that started on sham was 68.5% (n = 50) at
baseline. Perfusion at week 24 primary endpoint was 58.6% (n = 34). Patients in the sham arm were
eligible to receive Eylea from week 24. The proportion of perfused patients increased to 83.9%
(n=47) at week 52 and was largely maintained until week 100 (78%; n = 39).

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

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

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

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

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 and CRVO (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 patients with frequent sampling, maximum plasma concentrations
of free aflibercept (systemic Cmax) wWere 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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These pharmacokinetic results were confirmed in a pharmacokinetic sub-study in patients with CRVO
(mean Cnax of free aflibercept in plasma 0.046 microgram/ml (range: 0 to 0.081 microgram/ml);
undetectable concentrations reached within 1 week).

Elimination
As Eylea is a protein-based therapeutic, no metabolism studies have been conducted.

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

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

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

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

5.3 Preclinical safety data

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

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at systemic exposures in excess of the maximum human
exposure. The systemic exposure based on Cmax and AUC for free aflibercept were approximately
200- and 700-fold higher, respectively, when compared to corresponding values observed in humans
after an intravitreal dose of 2 mg. At the No Observed Adverse Effect Level (NOAEL) of 0.5 mg/eye
in monkeys the systemic exposure was 42- and 56-fold higher based on Cnax 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-fetal 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 Cimax and AUC for free aflibercept
observed at the 3 mg/kg intravenous dose, the systemic exposures were approximately 4,900-fold and
1,500-fold higher, respectively, than the exposure observed in humans after an intravitreal dose of

2 mg. All changes were reversible.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Polysorbate 20

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

6.2 Incompatibilities

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

6.3  Shelf life

2 years

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

Do not freeze.

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

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

6.5 Nature and contents of container

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

6.6  Special precautions for disposal and other handling

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

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

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

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

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

Instructions for use of pre-filled syringe:

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

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

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

Remove the plastic needle shield.

Holding the syringe with the needle pointing up, check the
syringe for bubbles. If there are bubbles, gently tap the
syringe with your finger until the bubbles rise to the top.
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8.  To eliminate all bubbles and to expel excess medicinal product, slowly depress the plunger to align
the cylindrical base of the dome plunger with the black dosing line on the syringe (equivalent to

50 microlitres).

Air Bubble

Solution

9.  The pre-filled syringe is for single use only.

Dome Plunger

Solution after
expelling air bubbles
and excess drug

Dome Plunger

Dosing Line

Any unused medicinal product or waste material should be disposed of in accordance with local

requirements.

7. MARKETING AUTHORISATION HOLDER

Bayer Pharma AG
D-13342 Berlin
Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/797/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines

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

1. NAME OF THE MEDICINAL PRODUCT

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

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 ml solution for injection contains 40 mg aflibercept*.

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

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

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

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection (injection)

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

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Eylea is indicated for adults for the treatment of
e neovascular (wet) age-related macular degeneration (AMD) (see section 5.1).
e visual impairment due to macular oedema secondary to central retinal vein occlusion (CRVO)
(see section 5.1).
4.2 Posology and method of administration

Eylea is for intravitreal injection only.

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

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

Eylea treatment is initiated with one injection per month for three consecutive doses, followed by one
injection every two months. There is no requirement for monitoring between injections.
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After the first 12 months of treatment with Eylea, the treatment interval may be extended based on
visual and anatomic outcomes. In this case the schedule for monitoring should be determined by the
treating physician and may be more frequent than the schedule of injections.

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

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

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

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

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

Usually, monitoring should be done at the injection visits. During treatment interval extension through
to completion of therapy, the monitoring schedule should be determined by the treating physician

based on the individual patient’s response and may be more frequent than the schedule of injections.

Special populations

Hepatic and/or renal impairment
No specific studies in patients with hepatic and/or renal impairment were 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.

Paediatric population
Safety and efficacy have not been established in children and adolescents. There is no relevant use of

Eylea in the paediatric population in the indications wet AMD and CRVO.

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

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

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

After injection any unused product must be discarded.

For handling of the medicinal product, see section 6.6.

4.3 Contraindications

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

Active severe intraocular inflammation.

4.4 Special warnings and precautions for use

Endophthalmitis

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

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

Increase in intraocular pressure

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

Immunogenicity

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

Systemic effects

Systemic adverse events including non-ocular haemorrhages and arterial thromboembolic events have
been reported following intravitreal injection of VEGF inhibitors, and there is a theoretical risk that
these may relate to VEGF inhibition.

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

e The safety and efficacy of Eylea therapy administered to both eyes concurrently have not been
systematically studied.

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

e In the 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:

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

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

e 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).

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 ischemic, chronic CRVO. In patients
presenting with clinical signs of irreversible ischemic visual function loss, the treatment is not
recommended.

e There is limited clinical data with Eylea in patients with diabetic retinopathy.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.

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

4.6  Fertility, pregnancy and lactation
Women of childbearing potential

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

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

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

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

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

excluded.
Eylea is not recommended during breastfeeding. A decision must be made whether to discontinue

breastfeeding or to abstain from Eylea therapy taking into account the benefit of breastfeeding for the
child and the benefit of therapy for the woman.
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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 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

wet AMD
A total of 1,824 patients constituted the safety population in the two phase 3 studies with up to 96
weeks of exposure to Eylea, of which 1,223 patients were treated with the 2 mg dose.

Serious adverse reactions related to the injection procedure have occurred in less than 1 in 1,000
intravitreal injections with Eylea and included endophthalmitis, traumatic cataract and transient
increased intraocular pressure (see section 4.4).

The most common adverse reactions (in at least 5% of patients treated with Eylea) were conjunctival
haemorrhage (26.7%), eye pain (10.3%), vitreous detachment (8.4%), cataract (7.9%), vitreous
floaters (7.6%) and increased intraocular pressure (7.2%).

Macular Oedema secondary to CRVO

A total of 317 patients treated with at least one dose of Eylea constituted the safety population in the
two phase III studies with up to 100 weeks exposure.

Serious adverse reactions related to the injection procedure occurred in 3 out of 2,728 intravitreal
injections with Eylea and included endophthalmitis (see section 4.4), cataract and vitreous detachment.

The most common adverse reactions (in at least 5% of patients treated with Eylea) were conjunctival
haemorrhage (15.8%), increased intraocular pressure (12.9%), eye pain (12.6%), vitreous detachment

(6.9%), vitreous floaters (5.7%), increased lacrimation (5.0%) and ocular hyperemia (5.0%).

Tabulated list of adverse reactions

The safety data described below include all adverse reactions from the wet AMD and/or CRVO phase
11T studies 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)
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Table 1:

Adverse drug reactions reported in the wet AMD and CRVO phase Il studies

pigment epithelium*,
Retinal degeneration,
Vitreous haemorrhage,
Cataract,

Cataract nuclear,

Cataract subcapsular,
Corneal erosion,

Corneal abrasion,
Intraocular pressure increased,
Vision blurred,

Vitreous floaters,

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

Lacrimation increased,
Eyelid oedema,

Injection site haemorrhage,
Conjunctival hyperaemia,
Ocular hyperaemia

System
Organ Very common Common Uncommon Rare
Class
Immune Hypersensitivity***
system
disorders
Eye Conjunctival Retinal pigment epithelium Endophthalmitis®*, Vitritis
disorders | haemorrhage, tear™, Retinal detachment, | Uveitis,
Eye pain Detachment of the retinal Retinal tear, Hypopyon

Iritis,

Iridocyclitis,
Cataract cortical,
Lenticular opacities,

Corneal epithelium
defect,

Injection site
irritation,
Abnormal sensation
in eye,

Eyelid irritation
Anterior chamber
flare,

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

**  Culture positive and culture negative endophthalmitis

*** including allergic reactions

Description of selected adverse reactions

In the wet AMD phase 111 studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.

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

ATEs, as defined by Antiplatelet Trialists’ Collaboration (APTC) criteria, include nonfatal myocardial
infarction, nonfatal stroke, or vascular death (including deaths of unknown cause). The incidence in
the phase 3 wet AMD studies (VIEW1 and VIEW2) during the 96 weeks study duration was 3.3% (60
out of 1,824) in the combined group of patients treated with Eylea compared with 3.2% (19 out of
595) in patients treated with ranibizumab (see section 5.1).
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The incidence of ATEs in the CRVO studies (GALILEO and COPERNICUS) during the
76/100 weeks study duration was 0.6% (2 out of 317) in patients treated with at least one dose of
Eylea compared to 1.4% (2 out of 142) in the group of patients receiving only sham treatment.

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

Reporting of suspected adverse reactions

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

4,9 Overdose

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

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

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Ophthalmologicals / Antineovascularisation agents
ATC code: SO1LAOS

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

Aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by recombinant DNA technology.

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

Mechanism of action

Vascular endothelial growth factor-A (VEGF-A) and placental growth factor (PIGF) are members of
the VEGF family of angiogenic factors that can act as potent mitogenic, chemotactic, and vascular
permeability factors for endothelial cells. VEGF acts via two receptor tyrosine kinases; VEGFR-1 and
VEGFR-2, present on the surface of endothelial cells. PIGF binds only to VEGFR-1, which is also
present on the surface of leucocytes. Excessive activation of these receptors by VEGF-A can result in
pathological neovascularisation and excessive vascular permeability. PIGF can synergize with VEGF-
A in these processes, and is also known to promote leucocyte infiltration and vascular inflammation.

Pharmacodynamic effects

wet AMD

Wet AMD is characterised by pathological choroidal neovascularisation (CNV). Leakage of blood and
fluid from CNV may cause retinal thickening or oedema and/or sub-/intra-retinal haemorrhage,
resulting in loss of visual acuity.
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In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), retinal thickness decreased soon after treatment initiation, and the mean
CNV lesion size was reduced, consistent with the results seen with ranibizumab 0.5 mg every month.

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

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

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

Macular Oedema secondary to CRVO

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

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

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

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

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

(n=73) |(n=114) | (n=73) [(n=114) | (h=65) (n=112) (n=67) [(n=103) |(n=67) |(Nn=103) |(n=67) (n=103)

Mean change
in retinal
thickness
from baseline

-145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389

[45 [44
1312 128 1239 167

-142, 53) (-286, -193) 217, -118)

Difference in
LS mean®B©

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

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

A Difference is Eylea 2 mg Q4 minus control

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

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

D) 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 88

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

wet AMD

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

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

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

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

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

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

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

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

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

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

Detailed results from the combined analysis of both studies are shown in the Table and Figure below.
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Table 3: Efficacy outcomes at week 52 (primary analysis) and week 96; combined data from the
VIEW1 and VIEW?2 studies?

Efficacy Outcome Eylea 2Q89 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 969 Week 52 Week 969

Mean number of injections 16 112 123 16.5

from baseline

Mean number of injections

during second year (Week 4.2 4.7

52 to 96)

Proportion of patients with

2311?"112;1%‘}“;1&?22’ 95.3304®) 92.42% 94.42% 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%
(95% CI)® (-1.7,3.5P (-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% CDH)P)

Proportion of patients who

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

vision from baseline

Difference® -1.5% 1.8%
(95% CI)» (-6.8,3.8) (-3.5,7.1)

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

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

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

D) Confidence interval (CI) calculated by normal approximation

E) After treatment initiation with three monthly doses

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

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

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

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

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

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

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

populations.

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

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

Elderly Population

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

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

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

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

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

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

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

Detailed results from the analysis of both studies are shown in the Table and Figure below.
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Table 4:  Efficacy outcomes at week 24, week 52 and week 76/100 (Full Analysis Set with LOCF®) in COPERNICUS and GALILEO studies

Efficacy Outcomes COPERNICUS GALILEO
24 Weeks 52 Weeks 100 Weeks 24 \Weeks 52 Weeks 76 Weeks

Control | Eylea [Control®| Eylea |Control®F| Eylea® | Control | Eylea | Control | Eylea | Control® |Eylea®
2mg Q4 2mg 2mg 2mg Q4 2mg 2mg
n=73) [(n=114) | (n=73) |[(n=114) | (n=73) |(n=114) | (n=68) |(n=103) | (n=68) [(n=103) | (n=68) [(n=103)

Proportion of patients who gained

at least 15 letters in BCVAO from | 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
baseline
Weighted differenceB-B) 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
x::;ufggigyeé‘}ggﬁl:;er -4.0 17.3 3.8 16.2 1.5 13.0 33 18.0 3.8 16.9 6.2 13.7
oot from baseline (SD) (18.0) | (128 | (7.1 | (174 (17.7) 77y | a4 | (122) | (181) | (148 (17.7) (17.8)
Difference in LS mean®CPF) 21.7 12.7 11.8 14.7 13.2 7.6
(95% CI) (17.4,26.0) (1.7,17.7) (6.7, 17.0) (10.8,18.7) (82, 18.2) 2.1,13.1)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070

A Difference is Eylea 2 mg Q4 weeks minus control
B) Difference and confidence interval (CI) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
© BCVA: Best Corrected Visual Acuity
ETDRS: Early Treatment Diabetic Retinopathy Study
LOCEF: Last Observation Carried Forward
SD: Standard deviation
LS: Least square means derived from ANCOVA
D) LS mean difference and confidence interval based on an ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCV A category (> 20/200 and < 20/200)
E) In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52
F) In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 88
9 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.
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Figure 2:

Mean Change in Visual Acuity
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The proportion of perfused patients in the Eylea group was high in the GALILEO study at baseline
(86.4%; n = 89). Perfusion at week 24 primary endpoint was 91.8% (n = 89). The patients were largely
able to maintain their perfusion status until week 76 (84.3%; n =75). The number of perfused patients
that started on sham was 79.4% (n = 54) at baseline. Perfusion at week 24 primary endpoint was
85.5% (n =47). Patients in the sham group were switched to Eylea according to pre-specified criteria
at week 52, 83,7% (n = 41) were perfused at this time. The patients were able to maintain their
perfusion status until week 76 (84.0%; n = 42).
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The proportion of perfused patients in the Eylea group in the COPERNICUS study at baseline was
67.5% (n=77). Perfusion at week 24 primary endpoint was 87.4%; (n = 90). After week 24, patients
in the Eylea group were treated according to pre-specified criteria. At week 100 76.8 % (n = 76) of
patients were perfused. The percentage of perfused patients that started on sham was 68.5% (n = 50) at
baseline. Perfusion at week 24 primary endpoint was 58.6% (n = 34). Patients in the sham arm were
eligible to receive Eylea from week 24. The proportion of perfused patients increased to 83.9%
(n=47) at week 52 and was largely maintained until week 100 (78%; n = 39).

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

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

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

overall populations.

Elderly population

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

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 and CRVO (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 patients with frequent sampling, maximum plasma concentrations
of free aflibercept (systemic Cmax) Were low, with a mean of approximately 0.02 microgram/ml

(range 0 to 0.054) within 1 to 3 days after a 2 mg intravitreal injection, and were undetectable two
weeks following dosage in almost all patients. Aflibercept does not accumulate in the plasma when
administered intravitreally every 4 weeks.

The mean maximum plasma concentration of free aflibercept is approximately 50 to 500 times below
the aflibercept concentration required to inhibit the biologic activity of systemic VEGF by 50% in
animal models, in which blood pressure changes were observed after circulating levels of free
aflibercept attained approximately 10 microgram/ml and returned to baseline when levels fell below
approximately 1 microgram/ml. It is estimated that after intravitreal administration of 2 mg to patients,
the mean maximum plasma concentration of free aflibercept is more than 100-fold lower than the
concentration of aflibercept required to half-maximally bind systemic VEGF (2.91 microgram/ml) in a
study of healthy volunteers. Therefore, systemic pharmacodynamic effects such as blood pressure
changes are unlikely.
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These pharmacokinetic results were confirmed in a pharmacokinetic sub-study in patients with CRVO
(mean Cnax of free aflibercept in plasma 0.046 microgram/ml (range: 0 to 0.081 microgram/miL);
undetectable concentrations reached within 1 week).

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 were conducted with Eylea.

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

Similar results were seen in patients with CRVO in the GALILEO study.
5.3 Preclinical safety data

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

Erosions and ulcerations of the respiratory epithelium in nasal turbinates in monkeys treated with
aflibercept intravitreally were observed at systemic exposures in excess of the maximum human
exposure. The systemic exposure based on Cmax and AUC for free aflibercept were approximately
200- and 700-fold higher, respectively, when compared to corresponding values observed in humans
after an intravitreal dose of 2 mg. At the No Observed Adverse Effect Level (NOAEL) of 0.5 mg/eye
in monkeys the systemic exposure was 42- and 56-fold higher based on Cnax 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-fetal 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 Cmax 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)
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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 kept at room temperature (below 25°C) for up to
24 hours. After opening the vial, proceed under aseptic conditions.

6.5 Nature and contents of container

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

6.6  Special precautions for disposal and other handling

The vial is for single use only.

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

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

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

Instructions for use of vials:

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

3. Push the filter needle into the centre of the vial stopper until the needle is completely inserted into
the vial and the tip touches the bottom or bottom edge of the vial.
4.  Using aseptic technique withdraw all of the Eylea vial
contents into the syringe, keeping the vial in an
upright position, slightly inclined to ease complete
withdrawal. To deter the introduction of air, ensure
the bevel of the filter needle is submerged into the
liquid. Continue to tilt the vial during withdrawal
keeping the bevel of the filter needle submerged in the
liquid.

Needle Bevel
Pointing Down

Solution

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

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

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

8. When ready to administer Eylea, remove the plastic needle shield.
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9.  Holding the syringe with the needle pointing up,
check the syringe for bubbles. If there are bubbles,
gently tap the syringe with your finger until the
bubbles rise to the top.

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

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 ml

Flat Plunger
d

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

7. MARKETING AUTHORISATION HOLDER
Bayer Pharma AG

D-13342 Berlin
Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/797/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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F+2:248H8. 52;8B. RU76/100 @E =&+ 5FENFEH/F A —45 (COPERNICUS B TF GALILEO iAB%)  (FAS. LOCF)

COPERNICUS GALILEO
EBHED 2438 5258 100 8 2438 5238 76 38
R Control | Eylea [Control® | Eylea | Control®? | Eylea® Control | Eylea Control | Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
m=73) |m=114) | @=73) |n=114) | m=65 | m=112) | m=67) |m=103) | m=67) |m=103) | m=67) | m=103)
N=RATA
b OREER -145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389
RRBOp Y a
S 44] ABC) -45 -44
Iﬂ‘;’:ﬂ:ﬂl:; ? -312 -28 -239 -167
(95% CI) (-389, -234) (121, 64) (-142,53) (-286, -193) (-217, -118) (-99, 10)
P ff p <0.0001 p =0.5460 p= 03661 p <0.0001 p <0.0001 p=0.1122
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BT )T 2 3R M K ORI R M s Sz,

VIEW2iER Cld, 521 BIZHR ) & #ekRr L7 BB OFEIA 1L, AFI2Q8EEN395.6% TH -~ 7= DI
®L. 7= X<705Q4ETld94.4% TH -7z, > T, AFIEGHE DT = X~ 70.5Q4
BRI 2 IES M ONERIR I [R) ZE M 23R S 4Tz,

kB O OF S FATRE R OFEMZ . LT ORFIZRT,
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+3:52:88 (XEEMERH) RUICHEBICET2HEMEDORER ; VIEW RU VIEW2 RO

BeaT—4"?

EEDORER K| 2Q8P Ranibizumab 0.5Q4
(AF2mg 11 HZ & (7= X~<70.5mg
HfE3E, FDO%8E T &) 4T
(n = 607) (n = 595)
5208 9639 5208 9639
R—= 25 A b DL 5 A 7.6 11.2 12.3 16.5
4R H ORI (5238 H 7> 5961 H) 42 4.7
)% HEFF L7 BE OBIE 95.33%P 92.42% 94.42%B) 91.60%
(BCVAN DK F 23 53CFAM)  (PPS)
FHEMA]AZO 0.9% 0.8%
(95% CI)P (-1.7,3.5)P (-2.3,3.8)P
ETDRSA XFEAIATIZLAR—ZT A4 D 8.40 7.62 8.74 7.89
DOBCVAD V-H) 75 b 5
LSASEE D RERIZE(ETDRS SCF0)© (95% CIYP) -0.32 -0.25
(-1.87, 1.23) (-1.98, 1.49)

R—=A T A UDBISLFLL R DE LT 30.97% 33.44% 32.44% 31.60%
BEDEIL
FHEMA]AZO -1.5% 1.8%
(95% CI)P (-6.8,3.8) (-3.5,7.1)
A BCVA : FEiFEIER

ETDRS : BERIFAEBSE S HE R R

LS : ANCOVA GEoBUmt) DOEFITHED < F/2% (least square)
B) 5208 B2 31T D) A Melr L7 BRE OFIG O A, 1RBRIFEMEF B EE A ML (PPS) CTHEMT,

TS DFENT 1T & TR RIENT RIS (FAS) K OFHEATHAM A = 7 4M&iE (LOCF) ZEe M.
o FEMEIIAR B ERE — 7 = X~ 7 CHRI, EOfEIC/ 256, AFIOBEMIRENS,
D) EHLERIAE W CER L2 EEX (L
E) BAM (1 HZ &R, E3E&s) #%
3 TEHEX R O FIRE2-10%ARTH OB A, KHDO T =R~ T T HIELWNRE SN D,
G 5208 H CABE (X, SFATICHE SR G ATV &5 Ic LGB E 48 E12I 00T

LT HEFI2E (Quarterly) #5377 XA A TITH T2,
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v
1

2
g
v}
<C
©
2 10fk
S’E\ @—@9@96
& 9
£g —a—8<g 2 ¢ ¢ o @
g o
2=
5 °r
= ]
z 3
[
s
Ol | I S S| L1 1 1 1 L L1 1 1 1 1 1 L L L1 1 ]

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*

B1:R—R5/4 5 6 BEETORNDFEHELR ;
VIEW1 & VIEN2 RBROBHET—4

*) R—A T A N2 F TR, AANCOW Ty H Z&IlE], EEsEES L, TO%IF8H LI
HEE L, 7= XTI ONTER—RA T A U n 652 H £ Tlk0.5mgZa 4 Z L 1o 5 L7z, 52#H
PIBR L, 2GR L, FRNTHEE SN FRGEEICE, BERREA4EL L12BLL T & LEAEL2
H# (Quarterly) #5375 4 A TIToT,

961l B IZ_—RA T A > & il U CISSCF L B ckE Lo B OB 1, AFRQSEET
33.44%., T =E X~ 70.5Q4FET31.60% T -7,

VIEW 1 & O\VIEW2iER O AT — Z T Tl FRNCEE LA ORIKGHETE H CTh
2% K EE S ARFEIFFERT D25 H 2 B 72 D HREHEREIZ DWW T DT 7 — K~ (NEI VFQ-25) (T
BWT, AANC L B =2 T A Al B DEGEEA ﬁiﬁQMﬁﬁémto:ngwwmi
DRE S, TTICAR SN TV DR R L FRET, REBIERS (BCVA) (2817515
SCFHIMZEIST A D Th o712,

52il HIZH51F ANEI VEQ-25D &t A a7 L ONFALRE (T AR X 2178, =R
iéﬁ%&@ﬁzﬁmiéai)@N—x?%yﬁﬂ%@%m%momf\Kﬂ&ﬂ%%@
TobEXw 7 LEOMIZ, BRARNICHEEZRZITRBO ol

MRRBRIC BT, 2R GHE CEBCNVIR A mE O M B by,

BB N O RBR O OFE AT IC BT 5. & T OFN AT RE /2 G 8IE DV 7 7 L — T B
(FEfn, MERL, ANFE, X=X T A O], IWEOHE, WAEDOKE X0 L) 13, £HLE
THELNRERE K LT,

HERAEH 2BV T, BEMEIT961E B O & &5 Al £ THERMER < -,

AR H O F, 2~4%DEBETHEHKRGNPVLETHY, 30DIOEFETIIVR L
eIl s H ZE ORGP ULETH T,

13/ 42



i AR [
22DRBRIZB N T, ARANS L DIRFRICIEAER (ZHN D AT D7 gdiReg DF989% (1,616/1,817
) 2365kl b, E72963% (1,139/1,81741) 75>75mzuifz§>oto

CRVOIZfE 5 FBEFNE

CRVOIZPE D BBIERE x5 & L2000 EEAL, ShEaxdtE ., CEilik, o v A0k
%t BRI %VW $ﬁ@ﬁ£$&Uﬁ%i%ﬁﬁbﬁ“jWﬂOGﬁ%KDHRMﬂB
S OGALILEO) T J OVE Zh I DR 2 52 1F 72 /B 13358 5l (ARAKIx 5-1321761) Th -
7o HRBRIZBNT, $%i32@%AT$ﬁm@%Lnﬁ CE TG AR (2Q4) X
Y AEREZIL A ZEITERG T ORICEER IR O T 6 (WS bEteRIRE) |

1» B Z &b %5H6RIZ T 725  FAICHEE SN TV A HRGEMELZ - LI-BE DRI
KENOEGH- 21T > 7278, GALILEOD X FREE TIXS2 H £ THI & He & ¥ v LEH OB G237
DIz GHEERE—cRERE) |, 528 B DARE L, FaiOHEGIEAEZ - U B O TOAA|
D5 %%,

BEOFEIT225E) 589, FH64rk Th 7=,

i ERER DA M D FEEFMIE H 1L, 2418 B I2B 1T 5BCVARRN— AT A L L g L T1530F
ke L7-EBEOEIE L L,

F 72l OGNEDEIREFHMIE B IZ. 24 B ICB T D X—A T4 UL OWRNE{LEE L
776

WTHNOREBRICIHB N TS, EOREMZED D AFIOFFH R EBIE N R I, FVTho
RERTYH . BE53» HRICHNISEI IR KICE L, F0%64 H H £ THI L OHERIE~D%)
BIXLE LT, AFORFHIAEEZITS2E B £ THEFF S LTz,

TR BR O fF S AT R ORI 2. LU DIFITRT,
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F4:248H, 528, RU76/100 BEHI=H T 5 EHERR

(COPERNICUS 2 UF GALILEO §XB%) (FAS. LOCF®)

EEDRER COPERNICUS GALILEO
2438 5238 100 & 2438 5238 76 3@
Control Eylea Control® Eylea Control &P [ Eylea P Control Eylea Control Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
m=73) |m=114) | m=73) | m=114) | m=73) | m=114) | m=68) | m=103) | m=68) | m=103) | (m=68) | (n=103)
N=RATAIPED
BCVA® 78 15 X7LL Btk 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
#ELE-BEOEIS
ﬁjf??gi;;aZijT 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
2 I PR DRFIRIZE A (33.0, 56.6) (11.8,40.1) (13.1, 40.3) (24.4,52.1) (13.0, 42.7) (13.3, 42.6)
(95% CI)
p & p <0.0001 p =0.0006 p=0.0003 p <0.0001 p =0.0004 p=0.0004
ETDRSY FEA =TI X
}:)N—X;Cj‘/ﬁi%@ -4.0 17.3 3.8 16.2 1.5 13.0 33 18.0 3.8 16.9 6.2 13.7
18.0 12.8 17.1 17.4 17.7 17.7 14.1 12.2 18.1 14.8 17.7 17.8
BCVA S (L £ (SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.3) (17.7) (17.8)
LSESERE DRz A G 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

N FERZEIIARA] 2 mg Q4 BE—xIHEEEL 975,

B BEMZEROMEEXRE (CD 1T s (COPERNICUS TIIk[E vs & DOfiilsi, GALILEO TIZ EUvs 77 /%3 7 4 v 7)) BOW—R T A ZBI1F5 BCVA BT 32U — (>20200 X

V=20/200) Tii#&#% . Cochran-Mantel-Haenszel (CMH) #iE Z FIVCHEH

© BCVA: HifEIEHR N

ETDRS: /R MENE F R AR
LOCF: fcflsdmic X 2 Mizels

SD: 1R &

LS: ANCOVA (FE4r#mott) OE

RICES /N2 T

D LS (/2 3 FEMEOREMZER OEHEXE (CD 1%, #58E, Hs (COPERNICUS : K[E vs. Z O, GALILEO : EUvs. 77 « XU 7 v 7)) JUOWR—AZF A BCVA

HT 2 — (>20/200 KT <20/200) ZEEDF L L7 ANCOVA ET/MITHSL,

B COPERNICUS #RBRIZIWT, xHFREEL 24~52 M HICAKO PRN 5% 4 T L IZZIT 5 LN TE T,
B COPERNICUS RBRIZF T, HRRE L OAHA] 2mg BEIE 52~88 i HICAHKI D PRN 5% 4 L ICZIFH 2 L3 T& T2,

9  GALILEO BRI\ T, 52~68 il H OREITRHEEE « AHK 2mg BE L HICAAIDO PRN 5% 8 LIS T H 2 &N TE T,
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Mean Change in Visual Acuity
(letters)

-5

20

p—y
(¥ ]

=]

Mean Change in Visual Acuity
(letters)

-5

B 2: 52

COPERNICUS

+13.0

fixed monthly PRN with monthly PRN with extended

dosing monitoring intervals monitoring intervals

0 4 8 12 1620214283236404448 52 56 60 64 68 72 76 B2 86 88 92 96100

Weeks

GALILEO

1+18.0

+13.7

= [fixed monthly FRN with monthly ~ PRN with extended
dosing monitoring intervals maonitoring intervals

+6.2

—— o — -

0 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
Weeks

——ik—— EYLEA 2 mg ——@—— Control Group

X Indicates the switch of the control group to PRN treatment with EYLEA 2mg

BEICE T HABRBADOR—RS A Vb DRAFHZELR (COPERNICUS BT

GALILEO &%) (FAS)

GALILEORRBR TlX, "—R T A VIFIZEBWTAFIRECI T 2 IEE A EE ORI S I1XE -
7o (86.4% ; 89%1) , 24 H O EEFHMIZIT, FERE MBS OEIE1391.8% TH -7 (89
) o ZNHREDLIXT6H B F TIEEMIREZHMERF L7z (84.3% ; 7561) . ¥ ¥ AFEIC
BIFH_X—2 T4 VREOIERE M EE OEG1379.4% (54f1) T, 248 H O FEFEAR Tl
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85.5% (475]) Th o7, > ¥ LAFEOBRIF IS0 B U, HATICHE Sz B IZE O AH
BHIZER Lz, 52 BIZB T 2 IEEMMEF OEIE1X83.7% 41]) TH-o7z, T bHA
F 13761 B £ TIHBIMIRIEZHERF L7- (84.0% ; 42031)

COPERNICUSERER TlL, AFIBEHREDOR— R T A VI 2 IEE MM EF OFIE1367.5%
(7761) . 2418 B O EEZHIT87.4% (90f31]) T - 710 243 H AR IR, AHIP GRE LR

\CHRE &7z B RV T OV, 10088 B 1231 2 FEE MR B E D EIE1376.8% (76

Bl) 72odc, V¥ DREOR—RAT A VRFZEIT D IEE MRS OEIE1368.5% (50%41) |

B O TR T58.6% (34fl) ThH o7, v LFEDOERE X241 H UK, AFIFEE- 1 A] é:

L7, FEREMAESE OB IX520H B T83.9% (4761) LML, 5 B4 EHE TI00#H B

£ CHEIMARAEZ MR L7 (78% ; 39f)

N—=RAT A CREMA & IR A & D BAE R/ ORI I T HLTERREIZ 69~ 2 AF
HOHERMERED B Rh T,

GALILEO 2 ()COPERNICUS#ER D OF St — # Tld., FRICETE SN F 2D RIKE

MR B C& HNEI VFQ-25128 W\ T, AANZ LD RX—R T A AMEN D ORI E B2 A

4575\;,?&:;3@710 INLEEBEORE S1E, T TIAR I T DB R L [T, BCVA
BT 15T RHET 5D TH - T,

HRBICB T DRIl FTREZR YT v —7 (B, MR AR, N—2 T A A, MR
FIRAE, CRVODREEIMIMA]) OMEHTRERIT, 2B DMATRER S & L7,

=il
CRVORER TlX. EAEAEIT S T-BE DKI52% (112/21761]) 73655 LA . 18% (38/21741)
N5l BT o7,

ANGE STl
N ESEL T (EMA) 1%, BHBIAMDE X U)CRVOIZEB T 52/ NEE S ERIZOWT, A&
FNZxt3 5 BRE R DR H 2GR LT,

52 RYENRFAORE
AFENX, W AR~NEERETSZ L2k D, IRCBWTRAMICERT %,

WU 53 AR

77 VLT ML B ERNICEES ., IR DBERICRIN SN TEFERICBITL., 28
PEERIM A CIXFEICVEGF EFEA LIEARNEECRE LIZEARE LTRSS, WNIEME
VEGF & f5E N AIREZR DI THEEERL T 7 U~k 7~ OATH S,

ﬁé#@%ﬁﬁé%ﬁ%ﬁ@#ix 577‘“4 (6f5]) 12BN TIMEHE A BRI L= & 2 A iEEER Y 7
U~bt 7 b OfgmiETIRE (B MCn) 13K 2mg%ﬁé%ﬂ<m§5u?‘ﬁ1 HEHDH3H
H 0)%’>J1Eai%’ﬂo.ozug/mL (0~0.054pg/mL) Tholo, FHEG2EMBZITIL, 1FEAED
BE IR T 7 ) /\‘/l/t 7" % i*ﬁﬂj ENninotz, 77V Lk b &:i43@ Z LT R
NEELTH, Mg O LI Do T,

WEEERL Y 7 U ~)Lt 7 N O E e EE O SEHEIL,. 8T T L TOLE DVEGED AW

1EVEZ50% 3T 2 DI ERIEE DR L Z1/50~1/500Tdh 5, HHERT 7 )~ Lt 7 |k
DI PR EE DK Opug/mLIZEET 2 & M ICEAbD358 6 B AT IREE A K 1 pg/mLEL FIZ T
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MWD ETCIR S T, BE O RN 2mgz #5- L 72RO IERERL T 7 U ~ Lt 7 h O )5
A AR 1, AN DERRRER TO L OVEGFD i KGR SIS LB R T 7 U~ Lt
7 NORE (291pg/mL) DVI00A TH D EHERI SN D, Limn-> T, mEE{be ey
ZHR I B A T T ATRE IRV e B2 oD,

b DY EREFRERKE RILCRVORE & kR & L7 EMBREY 7 2 ¥ 7 1 IZB W T b
BENT (MIEFEEEER T 7 U L% 7 R O Cax ¢ 0.046pg/mL (FiPHO~0.081pg/mL)
VA BT AR .

EES

KRNIz A BEZ Tl & T2 TH D720, REHEBRITAT > T,

WL T 7 U~ Lt 7 MEAVEGF & A L, ZE CREMEOEGEREZ KT 5, OB K
VR L RIRRIC OB R OSE ST T 7 ) Lt 7 MR ¥ Ny BB A RT D
BAWERIC XV REESNDLEEZ OND,

PR RE R E B
B REFE E B I LT A Y =7 BT 2/l slBR I T e o Tz,

VIEW 2&BR D BE D 9 H40% D ERERER S (BRAE24%, P 15%, HE1%) 28 LT
Tme TN HARBE LI RITHWBN AT 21T 72 & 2 A, 40 XII8H Z & IR RN 5%
1T 2B O MBS EEICEITRD bR o T,

CRVOZ %15 & L7-GALILEORBRICHB W TH . RO EN RSN,

53 HiRKZEET—4

FEREARABRIC B W T, HIERGIC L A2 FMEITIETRBEOBRBICORBE IR, Z OO
IRE R ER T EHEL AN L% O e NORKBEEEL X5 EEL EE X
HILD T D, BRMEH E OBHEMITIZFE A LN LR I LT,

77V T DR ENEE L VICBW T, B hORKIBEFEEE BBl TREiRE
Lo a1, BB B OO AR NREN RO v, IR T 7 )~ vt 7 o4
FUgRERIL, B MI2mgZ i FANE G- L 72558 D Cra X FAUC D Z 11E 1112001 2 T700
BICHEY Lz, $EEEE (P 20.5mg/lR) TORHRFEEIX, Chrx&X FAUCTENLZE
N4 K ONS6f5 T - 7=,

77Vt 7 s OB TR OF IS OW T ORBIT T TV,

iR T X2 HWTT 7 U~k 7 N 2R S- (3~60mg/kg) & OV T # 5- (0.1~1mg/kg)
L7« BRI AERBRIC W T, I8 - IR A~DRBITK T 2 BN b, RE ok
wHEEITZENZEN3mgkgk Mmgkg Th 70, I+ BRILOFREIIHT 2 BEEEITRD D
2o Te, 01mgkgs BTG, WERERLT 7 U~ Lt 7 FORHIREEIL, b MI2mg
Z RN L7258 O Crax X CAUC D Z 1L E I 745 K OI1065 Tdh - 7=,

Hova 265 HRBEIRNEEGRBRO— & LT, 77 VULt~ s %3mgkg~30mg/kg
O EH#PHCTHRYG Lz & & OMEREEFERE Ik 2 R A Sl L 7=, MED A Fl R L v L]
JVDZEAIZ B U 72 M. A AT H RARNA, HEOKE T HE Je OG- iEEh i D2 L2342 H & TR
DO, 3mgkgE FRIRNE G- LTz & S ICBE SNl T 7 U ~ vt 7 N O HIRE
BiX, B MO2mgZ il RN S L7258 O Crax 2 CAUC D Z 1L 10949001 & TN 5001% C
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bole, BT TNTHHETH T,

6. FEHNZHOWT OB EEIH

6.1 HMAIY R b

RY J~— 120

U PR IKFTFT MU o L—KFY (pHIAFEA)
U Ufig—/KkFEF U v ALK (pHRFEHA)
=¥ [l N VAUN

R

FES K

6.2 EAEZ
HAMERBIX I T T\ W, AR ZMoOEEN ERAE LN &,

6.3 ARHIR
24F

6.4 REROER

WIEECIRIFT D 2 &, (2°Cto 8°C)

WS BT D Z b

W DI=DT VA X —aER OB ANT-FERGETDHZ L,

fERFNZ, 7V AX =32 RKEEOF FRIE Q25°CLLT) THRFTE 575, 24FFH 28
ZIRWEDITERT A &,

T YR — R BRI, BESE T CEMEE T A 2 &,

6.5 BROEERUVAE

1S D& | QOULDTESHE A T SN Type-10 7 AR U oY (FRENTIL B A THERMN
FIFsiuiTng) | 770V —RA hyN— (T A hv—3h) KTF v 7 ¥y v &
NT =y I THTH— (T A ~v—Th) ,

6.6 WAL/ BHEHNEOEER
TL 74NV R PRI LDOERETHZ L,

W7 Y AX —/Xy 7%, BESBLANCHRE L2 &,

17 L7 4V R I3 HER R G- (S50pL) BLEOR R (90uL) NARE I TV D720,
B ERNCRRIOIRIIFETE T H 2 L,

BERNZ BRI LD | 5B - ki RO TR CLCHBLO AL R T 5 2 &, BB DW
ThOPBRBOONLGE, VI P ITEREETDLHI L,

RN GIZIE, 30G x 124 » F OEFEH 2T 5 2 &,

19/42



ERFE

L AFIGOWREATE 26, SMHEZRE L, 7 27 —adk (E) 2097, o
ENOBEFREBLZRDLRN L, HEL T U AZ—adEZ2RET 5, v U o PI3MlAL
DHERFHFE 5 F T b LA IZENTEL,

20 HMENEREICRY, YU CVEREOT ) A2 —#EN BT T,

30 VU UVREOX vy T ENT D, VY
CERFICHEL, b HOFOBIEL AE
LIEZfio Ty v oXy v 72 Lonvil //“‘
o, R LU LUk ey A5 (LT \
DHRL-7=0 LRV Z &,

4. BEMREZROTZD, T Vv —EGl SRS RN L,

5. MEEAEMEICL Y, EEEtELT—m v s v
U POzl TLomnh Litzgd
%y

6. FIRAFT v 7 MOIFEHEX Y v T EIRYITTT,

7. ERESOESE BicmiTTESL, VU U
DRIBDOH AR T 5, KIEHEH LT
LEIiE, v o URRTRLS i &iaE
FinE CRBEISE S,
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8. XL RRERAYEHT A0, T Vv — F—LEDERMN Y U o DI B T
FTENTAERRE (SOuL ITHRY) IS ETT T Vv —2 o< Y L#fid,

Air Bubble

Solution

| —

9. FL 74N KR Y DT BOROFERETHZ L,

Dome Plunger

Solution after
expelling air bubbles
and excess drug

Dome Plunger

Dosing Line

L7270 o 73R e ORI EMIT, £ OHIBO B HIHE > THEIET 5

ZE
— o

7. BERGTRARREE

Bayer Pharma AG
D-13342 Berlin
Germany

8. ERETIRARIFAIES

EU/1/12/797/001

9. FIEIARAE FABEFHE
WIEAEEH 20124811 H22H

10. 7% R FkETH

REFKFACET 2 EEERICOWVTIZ, LLF® EMA @ HP (Z#8# & TV 5, http:/www.ema.europa.eu.
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AEEKBLEME=F ) o TOxBLERSE, BME=F ) 7LD, FLOWER2MEER
PREICRETD LN TE D, BEREEHIIBERARRDN S LOLTIZOVWTHET
3L ROBNTNS, MEFIEICHOWVWTIL, 48BEBRITHZ L,

1. EIRLOLH

Eylea 40 mg/mL {E5HE /SA 7 /LAY

2. MR (RORUEE)
HEHRImLT, 77 U ~bt 7 hMOmgE & AT 5",

INA T IOVIARIZIZI00uL (77 U~k 7 k& L Tomg) OEFHERAFTE SN TS, AT
IR SR OREETH S50l (77 VLt 7 hE L 2mg) MEFATE D,

*t NVEGF (L& WNEHEFER ) Z BRI L OROMIESN K A 1 8% & NgGl OFciEg
WCHEA LI 2 AT A RETH Y B HlBZHIF 2 N TTF v A =— AN LB AKX —
PR (CHO) KIMfaNTEAIND,

W D EEIZ SOV TIE, 6.15HS R,

3. HE

SR (S

0~ Tl AT A D S SRR

4. ERRRRE

4.1 ZhB - BHR

AFNILLT 26T 2RADHBRBRICAN LD ¢

o IEMEAMS (BHE) InkatAtt (AMD)  (G.1HEZH)

® P LERARPAZEAE (CRVO) Z O mBEEIEIC X o HAEE (51HZM)

42 R - RERCGER G
RN EICIR D,

RN G 5+ ek - BRE AT DEMOZI G152 L,
ik - Al

2 HAMD
AHENOHERARIT, 77 VULt k& LT2meg(50ul) TH 5,

A 18], BB EI O IRNTER N SBE L, 0%, 25 H Z & ICIRIE AN ES 5, £+
NENOBREORICE=FZY VI IRETHD,

FBEBRMGDN D120 A 28 AT R R OIERFERIRER RIS LD RGRRBEIERT 5 2 &

NTXBN IEET AESITHYERE=Z Y L T DR a— LR ET B &, =X
V> T DBEIH G A Y 2= KD B R B AR B 5.
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CRVOZ ¥ 5 BB
ARFOHRHEIT, 77 V7 b LC2mg (HEHHEE LTS0uL) ThH D,

EERE#ZITL L A ZLi21m&EE L, 2nFhoBRG/EIXLy A L vE Lignz &,

AN O31a) & Be b L C B AR R OTBREF IR AR RICUENR B S e WG ke 5134
Banian,

1n HZEo&G1E, AEIORT) M OTERFAIRER R TLE LICiHMiA3EGE o5 £ T
Mt d 5, ZD%IL, FEWEOLEMEIZOWTHERRTT 22 &,

WEZIE U CURE LI B T RE I ROG 2 MERF 4 2 7o I G-I 2 1k 2 ITHER: L 72
WoEE ST 2 2 ENTE D, EEZPILSE1E, (TIRgO) $H17] K OIEREH)
BEMREE=2 Y 7 L, EERPE(L LSS TR EG2HHTL 2 L,
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F+2:248H8. 52;8B. RU76/100 MEI-E 1+ 5FENFEH/F A —45 (COPERNICUS B TF GALILEO iAB%)  (FAS. LOCF)

COPERNICUS GALILEO
EBHED 2438 5258 100 8 2438 5238 76 38
R Control | Eylea [Control® | Eylea | Control®? | Eylea® Control | Eylea Control | Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
m=73) |m=114) | @=73) |n=114) | m=65 | m=112) | m=67) |m=103) | m=67) |m=103) | m=67) | m=103)
NeAT A
b ONEEE -145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389
D-H 7 b B
S 44] ABC) -45 -44
Iﬂ‘;ﬂﬂ;ﬂ:; ? -312 -28 -239 -167
(95% CI) (-389, -234) (121, 64) (-142,53) (-286, -193) (-217, -118) (-99, 10)
P ff p <0.0001 p =0.5460 p= 03661 p <0.0001 p <0.0001 p=0.1122

N RERAZEIIAH] 2 mg Q4 BE—HREEL 975,
BLS (/2 3 FHEORER AL MEEXE (CD 13— T 1 AMEELEE L LT, &5#E, Hilk (COPERNICUS : K[E vs. ZOffifiisi, GALILEO : EUvs. 7 U7 « XY 7 v

7)) ROWR—ZF A > BCVA 7 2V — (>20/200 K F <20/200) % [EELE L L7 ANCOVA EF /LS,
O COPERNICUS &RBERIZI T, RHEFET 24~52 W EIZAKIO PRN 52 4 T L 22T 5 2 N TE T,
D) COPERNICUS #RBR(CFB T, RN OAHA] 2mg BEFIC 52~88 H H O], AHIO PRN L5 %2 4 W LI 52 LN T& -
B GALILEO #ABRIZIW T, 52~68 I H ORI AL « AK| 2mg BEE BICAFIO PRN 5% S T LI2Z T D 2 N TE L,
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®L, 7= X<T705Q4ETlI94.4% ThH o712, - T, AFEGHED T = X~ 70.5Q4
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+3:52:88 (XEEMERH) RUICHEBICET2HEMEDORER ; VIEW RU VIEW2 RO

BeaT—4"?

EEDORER K| 2Q8P Ranibizumab 0.5Q4
(AF2mg 11 HZ & (7= X~<70.5mg
HfE3E, FDO%8E T &) 4T
(n = 607) (n = 595)
5208 9639 5208 9639
R—= 25 A b DL 5 A 7.6 11.2 12.3 16.5
4R H ORI (5238 H 7> 5961 H) 42 4.7
)% HEFF L7 BE OBIE 95.33%P 92.42% 94.42%B) 91.60%
(BCVAN DK F 23 5CFAM)  (PPS)
FHEMA]AZO 0.9% 0.8%
(95% CI)P (-1.7,3.5)P (-2.3,3.8)P
ETDRSA XFEAIATIZLAR—ZT A4 D 8.40 7.62 8.74 7.89
DOBCVAD V-H) 75 b 5
LSASEE D RERIZE(ETDRS SCF0)© (95% CIYP) -0.32 -0.25
(-1.87, 1.23) (-1.98, 1.49)

R—=A T A UDBISLFLL R DE LT 30.97% 33.44% 32.44% 31.60%
BEDEIL
FHEMA]AZO -1.5% 1.8%
(95% CI)P (-6.8,3.8) (-3.5,7.1)
A BCVA : FEiFEIER

ETDRS : BERIFAEBSE S HE R R

LS : ANCOVA GEoBUmt) DOEFITHED < F/2% (least square)
B) 5208 B2 31T D) A Melr L7 BRE OFIG O A, 1RBRIFEMEF B EE A ML (PPS) CTHEMT,

TS DFENT 1T & TR RIENT RIS (FAS) K OFHEATHAM A = 7 4M&iE (LOCF) ZEe M.
o FEMEIIAR B ERE — 7 = X~ 7 CHRI, EOfEIC/ 256, AFIOBEMIRENS,
D) EHLERIAE W CER L2 EEX (L
E) BAM (1 HZ &R, E3E&s) #%
3 TEHEX R O FIRE2-10%ARTH OB A, KHDO T =R~ T T HIELWNRE SN D,
G 5208 H CABR (X, SFATICHE S FR GV & 5EIc LGB a4 E12I 00T

LT HEFI2E (Quarterly) ¥5/37 XA A TITH T2,
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DIz GHRERE—cRERE) o 528 B DARE IR, FaiOHEGIEAEZ - U B O TOAA|
D5 %%,

BEOFEIT225E) 589, FH64rk Th 7=,

R ER DA M D FEEFMIE H 1L, 2418 B I2B 1T DBCVARRN— AT A L L g L CT153F
UbESELZEBEEOEIS E LT,

F 72l IEDEIREHMIE B IZ. 24 BICB T D5 X—A T4 UL NE{bEE L
776

WTHNOREBRIZIHB N TS, EOREMZED D AFIOF IR EBIE N I, FVTho
RKEETH, 530 HRICHASEI TR RKICE L, F0%65 H H F THA L OHEEE~D%)
BIXLE LT, AFORFHHIAEEZITS2E B £ THEFF S LTz,

TR BR O fF S AT R ORI 2. LU DIFITRT,
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F4:248H, 528, RU76/100 BEHI=H T 5 EHERR

(COPERNICUS 2 UF GALILEO §XB%) (FAS. LOCF®)

HIHEDORE R COPERNICUS GALILEO
2438 5238 100 38 2438 5238 76 3@
Control Eylea Control® Eylea Control &P [ Eylea P Control Eylea Control Eylea Control® | Eylea®
2 mg Q4 2 mg 2 mg 2 mg Q4 2 mg 2 mg
m=73) |m=114) | @=73) | m=1149) | @m=73) | m=114) | m=68) | m=103) | m=68) | m=103) | =68 | (n=103)
N=RATAIPED
BCVA® 78 15 X7LL Btk 12% 56% 30% 55% 23.3% 49.1% 22% 60% 32% 60% 29.4% 57.3%
#ELE-BEOEIS
ﬂﬁjf/ﬁ?é;i?%;?iﬁ‘ 44.8% 25.9% 26.7% 38.3% 27.9% 28.0%
2 I PR DRFIRIZE A (33.0, 56.6) (11.8, 40.1) (13.1,40.3) (24.4,52.1) (13.0, 42.7) (13.3, 42.6)
(95% CI)
p & p <0.0001 p = 0.0006 p=0.0003 p <0.0001 p =0.0004 p=0.0004
ETDRSY FEA =TI X
}:)/\“—X;Cj‘/ﬁxf‘o@ -4.0 17.3 3.8 16.2 1.5 13.0 33 18.0 3.8 16.9 6.2 13.7
18.0 12.8 17.1 17.4 17.7 17.7 14.1 12.2 18.1 14.8 17.7 17.8
BCVA S (L £ (SD) (18.0) (12.8) (17.1) (17.4) (17.7) (17.7) (14.1) (12.2) (18.1) (14.3) (17.7) (17.8)
LSESERE DRz A G 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

N FERZEIIARA] 2 mg Q4 BE—xIHEEEL 975,

B BEMZEROMEEXRE (CD 1T s (COPERNICUS TIIk[E vs & DOfiilsi, GALILEO TIZ EUvs 77 /%3 7 4 v 7)) BOW—R T A ZBI1F5 BCVA BT 32U — (>20200 X

V=20/200) Tii#&#% . Cochran-Mantel-Haenszel (CMH) #iE Z FIVCHEH

© BCVA: HifEIEHR N

ETDRS: FESR IR HENE B AR SR
LOCF: fcflsdmic X 2 Mizels

SD: 1R &

LS: ANCOVA (FE4r#mott) OE

BICHESFh 2 R

D LS (/2 3 FEMEOREMZER OEHEXE (CD 1%, #58E, Hs (COPERNICUS : K[E vs. Z O, GALILEO : EUvs. 77 « XU 7 v 7)) JUOWR—AZF A BCVA

HT 2 — (>20/200 KT <20/200) ZEEDF L L7 ANCOVA ET/MITHSL,

F) COPERNICUS #BRIZFR VT, *HHREEL 24~52 B ICAKIO PRN #5654 4 T L1215 2 LN TE T,
P COPERNICUS #BRIZI\ T, xHFREEMR OAA 2mg BET 52~88 #H B ICAKIDO PRN 5% 4l Z L2215 Z LN T& =,

9  GALILEO BRI\ T, 52~68 il H OREITRHEEE « AHK 2mg BE L HICAAIDO PRN 5% 8 LIS T H 2 &N TE T,
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COPERNICUS
2 r
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+13.0

=)
|

fixed monthly PRN with monthly PRN with extended
dosing monitoring intervals monitoring intervals

Mean Change in Visual Acuity
(letters)

- _— 1
50 4 8 121620 2 28 32 36 40 44 48 52 56 60 64 68 72 76 B2 86 88 92 95100

Weeks

GALILEO
20 -

'+18.0

—
L
1

+13.7

2

g

<

=

2 _

.‘-E 510 p= [fixed monthly PRN with monthly  PRN with extended
T £ dosing monitoring intervals menitoring intervals
o=

c = +6.2
< 5

c

i

= 0 " B TN T TR T R T TR B |

-5
0O 4 8 1216 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
Weeks

—&— EYLEA 2 mg ——@—— Control Group

X Indicates the switch of the control group to PRN treatment with EYLEA 2mg

2: 52 BAICHB T ZAREINDR—R S UM bDHENFZE{LR (COPERNICUS BT
GALILEO BXE%) (FAS)

GALILEORBR TlL, N—RA T A VEHIBWTARFIFECI T 5 IR M EE OEIA 1T E -
72 (86.4% ; 89%1) , 24 H O EEFHMIZ I T, FERE M ESE OEIE1391.8% TH->7- (89
Bl) . ZNHRFOLLITT60EHE £ TIHBMARELHER L7z (84.3% ; 7561) . > % ABEIC
B D=2 T A VHREOIEF MM EE OEIG1X79.4% (S45]) T, 248 H O FEFHAM CIE
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85.5% (A7) Th o7, v LAFEOBEZITS2E B UMK, HFaTCBE S - EUHE R0 AH]
BHIZER Lz, 52 BIZB T 2 IEEMMEF OEIE1X83.7% 41]) TH-o7z, T bHA
F 13761 B £ TIHBIMIRIEZHERF L7- (84.0% ; 42031)

COPERNICUSERER TlL, AFIBEHREDOR— R T A VI 2 IEE MM EF OFIE1367.5%
(7741) | 2438 H O FEEFHAIT87.4% (90f5]) T o7z, 24 B LA, AKIBEG-HEIZ a0
WHRE SN2 BEHEIZHEVIBIRE A T T, 10088 B 2B 2 FEfE A B O 51376.8% (76
Bl) 2otz ¥v DEEOR—RA T A VIR D IEE MBS OEIE1368.5% (50641]) . 24
B OFEFANT58.6% (34f) ThH o7z, ¥ ¥ LREDHEE 24 H LI, AHIFEE A &
L7, FEREMAESE OB IX520H B T83.9% (4761) LML, 5 B4 EHE TI00#H B
£ CHEIMARAEZ MR L7 (78% ; 39f)

N—=RA T A CREMA & IERE A & D BAE RN ORI R0 T HLTERREIC A9~ 5 ARF
HBOHEREREDLRh T,

GALILEO } )COPERNICUSFRER D F ST 7 — % Tik, FRIZETR SN =A2MEDREIKE
FHIETE B Td HNEI VFQ-25128 W\ T, AFNZ K D= T A Ml b OERRCH B
LR ENTZ, ZROHBLEDOKRE 1T, T TIZAERIN TV L HRERTER & [T, BCVA
BT D ISSCFHIMCKHET 5 L DO TH -7,

FBRICR U DRHt AT REZe Y 7 7 v—7 (il PRI, ABE, X=X T A AT, MR
FeIRAE. CRVODREEIMIRA]) OMEHTRERIT, 2B DMATRER S & L7,

=il
CRVORER TlX. EAEAEIT S T-BE DKI52% (112/21761]) 73655 LA . 18% (38/21741)
N5l BT o7,

ANGE STl
N ES ST (EMA) 1%, BHBAMDE L O'CRVOIZ BT 5 2/NEE A EMIC SN T, K
FNZxt3 5 BRE R DR H 2GR LT,

52 RYMENRFAORHE
AFENX, WP AR~NEERETSZ LIk 0, IRCBWTRAMICERT %,

i

77Nt T ML ARG, IR DRI SN T EFERICBIT L., &8
FEERIMLT TIZTEICVEGF L A LI ARNEME TLE LT EAIKRE L TR Eh 5, NERME
VEGF L SN AREZR DT HEBERL T 7V~ 7 ~) OZATH D,

HpEhieRROY 7 225 ¢ (66) [T W CIIKE 2 MEEERI L= & 2 A, R T 7
Vvt 7 O EFRE (B M Cra) 1K<, 2mga i FANEG%1H B H3H
H ONYHIEIF490.02ug/mL (0~0.054pg/mL) Tho7o, FoEHRHEMZICIE, FEAED
BEICIERERL T 7 U~ Lt 7 M3 &S otz, 77 ULt 7 M4l 2 L IR
WL L TH, MEFICERITEO bhho T,

WEEERL Y 7 U ~Lt 7 N O e e EE O SEBE I, 8T T L TOLE DVEGED AW

EMAE50%MHET 5 DI ERIEE DB L F1/50~1/500TH 5, R T 7V~ v~
DI PR EE DK Opg/mLIZEET 5 & MEICZE AR BT R K 1 png/mLLL FIZ T
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MWD ETCIR S T, BE O RN 2mgz #5- L 72RO IERERL T 7 U ~ Lt 7 h O )5
A AR 1, AN DERRRER TO L OVEGFD i KGR SIS LB R T 7 U~ Lt
7 NORE (291pg/mL) DUVI00AKGG TH D LHERI SN D, Lz~ T, mEE (b ey
ZHR I B A T T ATRE IRV e B2 oD,

b OB REGERKE RILCRVORE & KR & L7 EMBREY 7 2 ¥ 7 4 IZB W T b
BENT (MIEFEEEER T 7 U L% 7 R O Cax ¢ 0.046pg/mL (FiPHO~0.081pg/mL)
VA BT AR .

EES

KRNIz A BEZ Tl & T2 TH D720, REHEBRITAT > T,

WL T 7 U~ Lt 7 MEAVEGF & A L, ZE CREMEOEGEREZ KT 5, OB K
VR L RIRRIC OB R OSE ST T 7 ) Lt 7 MR ¥ Ny BB A RT D
BAWERIC XV REESNDLEEZ OND,

PR RE R E B
B REFE E B I LT A Y =7 BT 2/l slBR I T e o Tz,

VIEW 2&BR D BE D 9 H40% D ERERER S (BRAE24%, P 15%, HE1%) 28 LT
Tme TN HARBE LI RITHWBN AT 21T 72 & 2 A, 40 XII8H Z & IR RN 5%
1T 2B O MBS EEICEITRD bR o T,

CRVOZ %15 & L7-GALILEORBRICHB W TH . RO EN RSN,

53 HiRKZEET—4

FEREARABRIC B W T, HIERGIC L A2 FMEITIETRBEOBRBICORBE IR, Z OO
IRE R ER T EHEL I FANERE L% OE FORKBEEEL X5 EEL EE X
HILD T D, BRMEH E OBHEMITIZFE A LN LR I LT,

77V T DR ENEE L VICBW T, B hORKIBEFEEE BBl TREiRE
Lo a1, BB B OO AR NREN RO v, IR T 7 )~ vt 7 o4
HIREE L, B M2mgZ i AN G L7256 O Crad RAUC D Z 112 31920015 M U700
Y Lz, EolEErtE (1ic0.5mg/iR) TORHIREEIL, CunX FAUCTENE
N4 K ONS56f5TH - 7=,

77Vt T S ORRFE UG IOV T ORBRIIATHOIL TR,

iR T X2 HWTT 7 U~k 7 N 2R S- (3~60mg/kg) & OV T # 5- (0.1~1mg/kg)
L7« BRI AERBRIC W T, I8 - IR A~DRBITK T 2 BN b, RE ok
wHEEITZENZEN3mgkgk Mmgkg Th 70, I+ BRILOFREIIHT 2 BEEEITRD D
2o Te, 01mgkgs BTG, WERERLT 7 U~ Lt 7 FORHIREEIL, b MI2mg
Z RN L7258 O Crax X CAUC D Z 1L E I 745 K OI1065 Tdh - 7=,

Hova 265 HRBEIRNEEGRBRO— & LT, 77 VULt~ s %3mgkg~30mg/kg
O EH#PHCTHRYG Lz & & OMEREEFERE Ik 2 R A Sl L 7=, MED A Fl R L v L]
JVDZEAIZ B U 72 M. A AT H RARNA, HEOKE T HE Je OG- iEEh i D2 L2342 H & TR
DO, 3mgkgE FRIRNE G- LTz & S ICBE SNl T 7 U ~ vt 7 N O HIRE
BiX, B MO2mgZ il RN S L7258 O Crax 2 CAUC D Z 1L 10949001 & TN 5001% C
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bolz, BT T NTHHETH o7,

6. FEHNZHOWT OB EEIH

6.1 HMAIY R b

RY J~— 120

U PR IKFTFT MU o L—KFY (pHIAFEA)
U Ufig—/KkFEF U v ALK (pHRFEHA)
=¥ [l N VAUN

R

FES K

6.2 EAEZ
HAMERBIX I T T\ W, AR ZMoOEEN ERAE LN &,

6.3 ARHIR
24F

6.4 REROER

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

DT DAFEIANT-EERAFETDHZ &,

FEARTC. A TAZREEOFERIE (25°CLLTF) THRIETEX DM, 4R A8 2 700
Ko ERTHZ L,

ASATOVERBEMR IR, EEEM T CHERIEETH L,

6.5 BROEERUVAE

1'BEEIC D& 100uLDOTEFHE N FEE SN 7= Type-1 47 7 AFAL T v G2k (=T A b~
— L) L18GT 4 /L H —fF X EE,

6.6 WHE/BHENEOEE
NATIVRIRIOHLDFERA ETHZ L,

1A T AT HERERE 5 & (S0uL) BL B & (90ul) NFEHE I TWDH T, BERTIICR
R OFIRITIFERET H 2 L,

BHANZ BRI LD | 8B - k7 RO ATEELIBLO LA 2R 5 2 & Bk D
TP BROONDHE. AT IVERERET D L,

WA ANEEIZIX, 30Gx 124 »FOENZHERTH Z &,
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ERFE

. Z7I92F v r78loxy v 7THED ATV
D I LFeOIMUEEEFET D,

2. FICEMR STz 7 4 v 2 —fF 2 B EF(18G,
537N EREEINZ ImL LT —a vy 7 “'
U VIR AT B,

3. BREEHEASA T O I DO FLERI, $HE A TR XITEDRICE < £ T
LiAde,

4. EEBREICLD AL T AHOERERT
) VBT S, A T IVIEIESNL S
., EARICHEE A WS LTV D IS T
F5, VU U PICEBREBPALRNE ST D
7O, A TNEMUTIZE T, BSOS
DWr 23 F I FRIR IR D IRE TR G195 Z
L.

Needle Bevel
Pointing Down

Solution

5. BREHIEHBEPESRNE D, 7TV —ny Fae+401251<,
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6. DRikErZI VAL, WYL TREIET 5,
R - SRBREHNIE - ANER G I Laan 2 &,

7. EEAEREICE D 30Gx 12 A4 F (]9 12.7
) OEREAT oy 7Y VDN
WRIZRA L > TCLomh LiE+ 5,

9.  IEHBrOEmRE FlcmiTTEL. U VN
DRI DH A MRS 5, KIADFRD bl
Galld v U R TRL L e ERiEE
LiiECBE TS,

10. Kb BB AT 570,770 %y —0%Mmn T U 2 0.05mL OFERRIZ
SETPHSL N ETFT oDy —Z T,

Solution after
expelling air bubbles

and excess drug
Dosing Line

Flat Plunger
Edge

Il RSATMT I BEOLOFERETLHZ L,

L7270 TSR M ORI G T, £ OO B S HIZ0E > THEIET 5
&,
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7. ERRTBARIGE
Bayer Pharma AG
D-13342 Berlin
Germany

8. BERMTRARITTES
EU/1/12/797/002

9. FIEIARE ABEHHE
WEAERH : 20124E11H22H

10. %X L &KETH

REFEIIZET 5 3EEBICOWTIL, LT ® EMA O HP (ZH# STV 5, http://www.ema.europa.eu.

42142





