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

FEMICEHESIA-RBICERIENRTVREORER.
N ILVEGHASHICHY FT . UREROBFIEER
UNDOEFEMNICFENENATSICLREEEEA,

N TIVESRHFA =
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R AR TH D — I A AR . . 8
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1.5 ERXIIREOEERUVREDORER

1.5.1 ERXIIERDRE

77V N (%4 aflibercept INN) /7 7 ULt 7 b (B #HHLz) (JAN) |
PR, ARICEH CTIL VEGF Trap & FEFd) 1. HHOIMAE N HESEIR 1 (Vascular Endothelial
Growth Factor) [PHESK (LIF. HLVECGF #) THV ., b MMuEr/ a7 (Ig) Gl DFe RAA

\Zkt ~ VEGF ZZ&fA (VEGFR) OISt KA A v &fEE Loz bEp e /-8 Tdh D (K 1.5
I

a b c

VEGFR-1 VEGFR-2 VEGF Trap

2 2
N B
IgG1 Fc

O ([ () () (R) (D) () (=
O 060 ®6® @

1.5- 1 VEGF Trap D&

VEGFR-1 (a) M UNVEGFR-2 (b) 1%, HEfRAAD 75D Ig FAA AN DOTF r L X F—B RAL VbR b5
KIKTH D, VEGFR-1 (a) D2 Ig KA A >, VEGFR-2 (b) D#H 3 Ig RAA K WNIg6l D Fe RAAL b5
VEGF Trap (c) 1%, v A =—A LXK —PIE (CHO) MALIZ LD WA H'E L LCEAIND, VEGF Trap
X, “BIROBEZAAELE LTHFEEL, CARESOS 1513 97 kDa, WWEE OS2 500 LRh T &
13K 115 kDa Td 5 GRHTUMNE B M O &G R FEERMEE (LU, AMD CTD) 2.3.S.1.2, 2.6. 1.2 B3M)

VEGF Trap I%. VEGF Zz%5fA& 1 (VEGFR-1) & VEGF %Kk 2 (VEGFR-2) TENEND U H v Rih
BIWCEHER RAA U EME LTI T a4 28K E LT, BHANIMSEIEEA S OIRE R
B 272 mE#H AR O ERHBICEET 2 EE 25 TS VEGF-A K& OVE B 5l A 1

(P1GF) IZARDZEER IV b mWEtE TR & L. VEGF-A KO PIGF 2 ARNiEME(b S5 Z & T,
TOERZET S, £, FRRICIRER~OBENHE ST\ VEGF-B IZbfEE L, ANIENE
fbE¥ %, KD - VEGF-Aws. VEGF-Ap ., VEGF-B KN PIGF-2 \Zxi4 2Bt ER (K 1X. Fh
ZH 0.5, 0.36, 1.9pM KT 39pM TdH - 7= (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
ZHOPRIZT B 72012, RIEOFGRREE I BN (IVT) #45- & L7z, VEGF Trap @ IVT E4H
BHKITH D VEGE Trap-FEye (LA, AF) X, FIIZ IVT S AICHE L2 RNA 200 2 CRsl L= %
SRPERRICH D . HEIEGRAIE LTS TARAILR O T L7 v R Uy (PRS) BUAIA3BE %
Ehi-(2.5.1.3. 1 ),

1.5.2 MBI EREAZE (CRV0) DR

1.5.2.1 CRVO [ZDLMT

WA ERIREA2E4E (Retinal Vein Occlusion : RVO) 1%, If#efERkic X v HalEEIRSEAZEST AR A
THY . FAZESAIZ X v EEFLEIREAZERE (Central Retinal Vein Occlusion:CRVO) | F7-13.
HANEERIR B M 28)E (Branch Retinal Vein Occlusion:BRVO) (ZRBIESHLS, RVO [E. HrlCiS: g
BIREZ GO L2561, ST OEERFINE /2D, RVO OFRE (LUFASR) 120l & 58
WBEIFRAY S 0 | 50 AT CIER T 228 80 Ml L Tldi Kk 5% N BER L, BEBIAWHRITFERE
LEEENTWD, R TIETK 250 5 AN CRVO IZHEE L., FOARRIT0.1~0.5% L HEINT
W5, AITEH 40 LA LRI ERZ %S & LIZALETH DU T 35 skl oo Ml B2 ek 5 &
L7=SHERT D 2 — RAFZER VT CRVO DAFFRRIL 0. 06~0.29% & DHENH U . CRVO AR,
sk - AFEADHT., HORERBERZEITRVWEEZ OGNS (2.5.1.1.1, 2.5.1. 1.2 B8) .,

CRVO CTITMEEEMDOREN TR EZRET HEELRERD | D ThdHEIN, 7VF LA
Y& s A (Fluorescein Angiography:FA) (2K 2 BMIME OBEREICL Y, TEMA |
MFEEmA ) (S D, CRVO OFLIREE K OVEDFED 72 R R, FBEE, g7,
IRANETAE M R O &HAsENE (Neovascular Glaucoma:NVG) T b, WHEFTFIEIL CRVO BE D
KERSS TRD B, HAVETOERFERTH S, CRVO (24 ) IR A A4 5 BE ORI T
— IR R T, EIAREE TIERICARRTH D, F72. CRV0 O b T /& OHE LR N B A4 i
BETHY ., FrlZ, EiMA CRVO TIE, MEANF— 2 A AIBAFAEME 2 FIE L, ZORER,
NVG DIEEZ 5 & 24 ATREMEN & 5, MBI I o> TE B & RPN AR A DO FIE U R 7 & DRIICIX
ERLARBIRGRA B D L ST d (2.5.1.1.3, 2.5. 1. 1.4 B[)

1.5.2.2 CRVO mja#%

e, CRVO (2 9 BSHBERIE OB EIEIX, JWEEN AR O ME FAEOHEITIZE 5 £ TIIRBBIE,
AT D 7 O IS CEEE 7 (Panretinal Photocoagulation:PRP) Z fifT9" 5 D)5 HERE
ETHotz, L., 4E, RVO ICHE ) EBEVRIED B -2 1R L LC, a /L FarxTaAf FAIT
LT XY AL AEFARNA 7T o R HOKRE R OB E S (European Union:EU) TEILEI
2009 4 6 H KON 2010 4£ 7 AIZ, F7-, PLVEGF HTH D7 = XA~ T I3KEKR N EU TENLEN
2010 4F 6 H } O 2011 4F 6 AIZEGR S, 2013 4F 8 AIZIIA CHAR SNz, L LAns,
L — B ET S OBEF OIRFIE L &, JiU b A B L2FRIE e,

BURTIE, arFazxTof REITOBANELEOIRE EFoU 27 LH VEGF Bk oA
el L, B VEGF $EEEN CRVO (ZfE 9 BBy IEIC X 2= 70 —@PURE L L CTHEE S -
2S5, (2.5.1.2B8) .
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1.5.3 FRFEDEE

Regeneron Pharmaceutical Inc. (LA F. Regeneron #t)iZ. 200 4E (232 H A0 s 25 B 28 1
(Age-related Macular Degeneration:AMD) % )iiE & L C VEGF Trap OBIRICEF L=, 20|
4 | H!Zi%. Schering AG (¥R Bayer Pharma AG/Bayer HealthCare Group (LA, BHC) #] 23
VEGF Trap O ARFFESKDIEJENEIZ DV T Regeneron & HRIBHFEELK A #iiid L. 5 MAHER IR SR O
FHE LV S LT, WAL R AMD B A %R E U O AR RRER 2 SRR A G L, VGFT-
0D-0605 (VIEW 1) #ERIXFICIKOEE 2 RBU 5 4, 311623 (VIEW 2) #RBRIX I —o v x|
A=A NZ V7T, FEXEELEOT T CHEM SN, BAAOBHA AMD BE T 20l =1 A &
D VIEW 2 BRI A AN B AL7Z (AMD CTD 1.5 &HR),

INHORERICESE, HAMEZMEY (BHEA) MEEBEEN] O%hEE - ZRICBW Tk
[EC 2011 4F 2 HIZHRAIOEBHFEZIT/20, Lk, 3 —a v X250 RS ECTHREEITR -
77. 2011 4F 11 HICKETERB S, 2013 4F 9 HEI(E, EU, AFE2 e HRAETERE I T
% (1.6 W)

AFTIL 20116 H 24 HIZ 74V =T IRNESHK 40mg/mL] [0 A U —7 AR RS
A% b 40mg/ml| OELERFEAGLRFEEZITRV (FIEIFFE) | 201249 H 28 HIC TH.LE TR
FEMEHT AR M58 A& 1 O INm s BE 28 M ) 2 2h8E - 23R & L CRER a7 (WIEIKER) o #IEDRFESIA
OIS 25 1.5 1R T,

&1.5- 1 HERZBERGE

X5y R AEZS ., A0 & B EE
544 T AV —T WA IRNTEEK 40mg/mL (S 7 L8%))

TA V=T ENTEH S > b 40mg/mL (PFS fUAI)
— 4 aflibercept (INN) /7 7V -~Lt~7 ~ (BETHEZ)  (JAN)
WRE « BhR chD T T WRKE ISR A 45 2 8 5 INdn 28 BEZAS e

Ak - & 77V Le 7 B z) & L C2mg (0. 05ml) 21 » A Z & T 1H],
HGEs [B] CEAM) M AN E T 5, ZOROHERFIICHE W T, EH,
2 H AT LT |, W ERNEET S, k. ERIC KV REFNE A

HEIT 5,
B 7 15 K OV | R - S L, -80°CC 36 » H I
5 1 ] gl (XA 7L, PFS) L. #ESARET. 2~8CT 18 » HIW

¥, 8Kl (XA T, PFS) OFMIEAE 18 # A0S 24 » HICERET 57-0., 2012 4£ 10 H
31 HNCHRLEIRFE AR FIR D — A FAGRRGEZ1T7/2V, 2013 45 H 14 HIZEFE ST,

1.5.3.1 FCRVO IZf# 5 HHFIE] ZHEINEL T SFRAEDORE

Regeneron fhiZ. AFNIOEE & LB AMD, ¥ERIFEEETFE (Diabetic Macular Edema :
DME) B BASE EHEIZ RN T, BHC 41 & J(2 CRVO TR 5 BEBFVRIEIZ 619~ 2 BIRBRR 2 31 L, &
it U7

PRI DAz 2 X 1. 5- 26;/1‘?” ks, ML E B AT T V& & RN E T DT T /LTE
F D AFN O IR K OB 1T 2P ENRE T, BT AMD OHFEEEHIBWTH LM SN
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THH (AMD CTD 2.6.2.2 KTN2.6.4 BRR) | ZFOMOIEEIRRBRICHONT S, B AMD ORA
PRl U7 BT 7B A L DX W=, BIEOBRER I v EE LT,

1.5.3.1.1.1 FERFHBE & OEBOERE

Regeneron 1K OVBHC #hiE, 24 3 B2 T 2 AK|OME N dkE 2 A MEFEREG S L, 2 4 H Tk
EHLEMED 7+ —T v 75T T A o OFE MR 2 R (VGFT-0D-819 B

(COPERNICUS #&fB#) . 14130 #XBx (GALILEO 7R%%) ) Z&tmi L, 200 4= 0 H 2 kE FpA, F4ERA
EMEA (B EMA) & oM#z B 22 -7, %z BEA 2.
e  — >\ T
L, THRINT,

1.5.3.1.1.2  XBIBHEHEHE

CRVO (ZRE D SHBLTRIE RS 2 k15 & LT-BRRBAREHEIC > V¢, 20l 45 B A 1380 R g
ArrE (ppa) & oG =17 - 72,
N~ O N CAH AR A AT
v, PMDA @ Tk 1572, I E AT
776 .

72, 20l & Wl A s T
I~ >\ TR ATV BE &,

1.5.3.1.2 B R Br 58

1.5.3.1.2.1 CRVO [T SEMZREZHR I HBEENRE L-F IHEERRKEER
CCOPERNICUS 5B (VGFT-0D-819) K& UF GALILEO 5% (14130) )

CRVO (k9 sEBtVpiE 2 A4 D EBE 2G4 & L= BIAREARRSER & L, 2 38 (COPERNICUS &k
B KON GALILEO #RBR) MEtHisNn7=, Zhb0ORBRO HIIX, AFlE IVT &5 L= AFM,
FEAME R OBV OW TS 5 R AL~ B RER ©. FaRBlE L U CoBEIc T 5
AF| 2mg ¥ 5 OBEBME A MFET D Z & Th o7, COPERNICUS #&5RI% 20 420 A L V. GALILEO i
BirxFEER A Lo FNEnEE Sz, ARFTIE GALILEO BRBRICS I L. B A NER T 201l
FE A ENT (2.7.6.1, 2.7.6.2 BH)

FHEFANEHE THSH [ (ETDRS HARICE D) 24 HEICBIT DIEEEEMT (Best Corrected
Visual Acuity : BCVA) UFHEEMNR—RAT A )b 15 LFLLEOR D& FEN 20 b TR OE|
A (FAS fEHT) | TlE, WThoREBRTH VIE 204 #£(1 BEMS 20 #HE FTIiX 4 I EITARH
2mg Z Be5) O Sham ((B1ES) FEICxHT 28NS/ RE N7, £72, VIE 2Q4+PRN B (20 I H £ T
498 Z L ATARK) 2mg BG4, 24 5 52 B £ TIL 4 T EIZEHB L, AA 2mg & PRN #5.) T
I%. BOVA U2 b EIT 4 BB ICRERSELZ R L, 16 M H £ THROMICWEL, £0%
1L 52 MHEE T, dE L XFHIIBBORARIFICHERFFSNT, £72, 52 BHIZEBIT D VIE
2Q4+PRN BED BCVA CFHDX—RA T A bR, Sham # & T ShamtPRN £ (20 # H & Ti
Sham $¢5-, 24 75 52 M H F T 4 W LICFHlAITV. AHAl 2mg % PRN & 5) TOE L&A k
B> TCTWiz, —F. BLOMEEE (Central Retinal Thickness : CRT) D FE¥ &1L, VIE
2Q4+PRN FHIZIHWWT 4 H B ICBE R WEL R~ L, Z0%IT 24 HH £ CTRAFCHER S 4L, PRN &5
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W0 B o TEREGRIEN LR L7z 24 3 HPFE S CRT O RITE/DRICHIZ Hiv, 52 Bl H £ T
BEFIEO o ha— A 0NBRBHRBIFICERESND Z ENRENT (2.5.4.2 B8) |

CRVO 1Zff 9 SEERIE 2 7 2B ITx LT, AAIOAFMET S RAIAF T, TR L) oTz
LRI L-ERITA LN o7 (2.5.5.3 M) , 7=, 2 #BRd VIE 2Q4+PRN #f (52
H B £ TOOFEMAT) BT 28R ERS, EERAERS, T - PILFIORBTBEE X, BH
HAMD B Akt & U B ARG R ABR (VIEW 1 K OVVIEW 2. 52 H £ T) OARFEEERETO
HO LU I FRATRER DO THY , BT o7 7 A VI RERETRD SN -T2,
COPERNICUS 7% & T8 GALILEO #RB#R D 52 M LLREDORERIZIHB W T, LT BBEREL 2D &
IR EFRIIROLNT, ARMEITIEEFTHH-7- (2.5.5.8, 2.5.5.9, 2.5.5.10 BfF) |

AR A R R 2 B b B A AMD BB CTOMEEECHERR 2 CRVO BREIC LA RETH D & &
Z B, RSB A AMD BE L FRRICIK 2 o 72 (2.5.3.2 B0R) |

GALILEO FRERICEH W T HARNERIZEB T 2630 « Loty 8 AT R, JME AL &
OWEEEMDOZNETR LB L TH, BICRRDEIITIA LN T22 L s BIREM O
RITEAANEMCHEHAETH D EHWr Lz (2.5.4.2.4, 2.5.5.10 /) |

1.5.3.1.2.2 £ DI DRRE SR DB G AE I Y S ERREAFEINGR

AANCES U TIiE, BEAGROMEE TH D [HLE TGS IBET A ML 2 £F 5 IS s 28 | K
REED TR D ERIREAZERE IS AL O SEBEFEE ] O, Regeneron L& BHC #-> I FIBAFS I
2% 1. 5= 2~ IR BEI O wE T 12 % U CEBR R ERIRBRR 3 b T\ b,

% 1.5- 2 BHC #£ % U* Regeneron #1 D FRAFIC & Y RAEEAF & AR El$818 0 & 15 fiE
I,

B RIS S PETEIE (DME) I

I,

(a] 20l 4= A & v . |
I, > % .

b] 20l “F 1A & v . I, o E (ovE) ) [
I > 5. 7. 20l 20 Lo . I
I > % .

(c] 200 4= 03 & v . |
I, > %
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EJi
WP HNE ELY
RERR g -HEBRAE ELY
REE E5
REMREBR BEI(YD) E5
HE (AT IL) E 5
% 1185088 (BBERLA) / PDY6655 ELY
BRPRELER 55 1 HEERER (IR FERLA) / PDY6656 ELY
% 1 #85ER(AMD) / VGFT-0D-0502 (502 SXER) ELY
% 1 #85ER(AMD) / VGFT-0D-0603 (603 SXER) ELY
% 1 854ER(AMD) / VGFT-0D-0305 EL
% 1 1854ER(AMD) / VGFT-0D-0306 By
% 11 #85{ER(AMD) / VGFT-0D-0508 (508 FtER) E 4t
% I AR HI% 5 3{ER(AMD) / VGFT-0D-0702 B0
SEAEEAER(AMD) / VGFT-0D-0605 (VIEW 1 5{E&) B
SEAEEEER(AMD) / 311523 (VIEW 2 F(ER) B
F MR AR5 ER(AMD) / VGFT-0D-0910 B0
£ M4E5XER (AMD) / 14416 (SIGHTEtER) Est
% M485XE& (CRVO) / VGFT-0D-0819 (COPERNICSEtER) B
% M #8548% (CRVO) / 14130 (GALILEORER) E5-EBr
% 1 18548R(DME) / VGFT-0D-0512 By
% 1 t854ER(DME) / VGFT-0D-0307 &Y
% 11 #85XE&(DME) / VGFT-0D-0706 EY
% 1 $85XBR(DME) / 97145 (VIVID-DMESRER) Est
25 1l 485XER(DME) / 15657 (VIVID-Japanz#E&) Bl
% 1l #85XE&(DME) / VGFT-0D-1009 (VISTA-DME;XER) E3Fa
% 1l 485XB&(DME) / 15161 (VIVID-EAST£ER) E3Fa
2 m AR D / I Est-EN
FUECoE I 000 | =i =8

B 1.5- 2 VEGF Trap-Eye FARD#EEER
(TE) HMAORKFIL, 3B - BFEOBIIAA RO T A %5 L, BB A IHIBE OIEBREE A K ORRbE A 259,
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1.5.4 EEICH T 2HEMINEE - HROBEF - KEBRR

[CRVO (T 9 eHBERE ] OmEIGAEIZBI LT, KETIX, COPERNICUS FER M U8 GALILEO #ERD
24 MEETO/MBIZEH &EDNWT, KIHE - 2R L BT 5 HFE (Supplemental Biologics
License Application) % 2011 4E 11 BIZi772vy, 2012 4 9 AITKR S #17=, EU TiX. 2013 4£ 8
A 27 Bz AT,

KE, EU LIFRT TCRVO (2R D BEBATRIE ] A B INRNAE « R & 2 i « AGRIRIIZ DWW T,
1.6 (27,

ZFofowEndEIcE L ik, 20 F B A ECHRRBRER T THY . WTFhoEIZBWT
HHFEITEZIThI TR,

1.5.5 AFRIZEH TS TCRVO [ S ERFE] ZEMBNAE - R &I HBERTRREE
HO—BEERDHE
1.5.5.1 AHID TCRVO ITHSEBIFE] [THTHHFRAMICONT

CRVO (ZfE D HEETRIEZ A 2 B 263 & LB IAHERIR R ORE R AR OV et
OWTLLF O AR ST,

o 24 MHOTEEFMMICEBWN T, FalEBlgRE L CO®BIEHIIR L, AHF 2mg 2 4 8 Z & 12
[FIAY AN S OEEMEN R Sz (2.5.4.2 B87)

i

6

o KA 2mg % CRVO |ZFf ) SHMREA AT 2 BEIC 4 BT L2, #fE 6 R ERNES35 2
Lk, Z20%, PRN IZUI W B TH, BB ESCHIIEONT-AIEEZHERFTX 5
ZeMHERENT (2.5.4.2 B8) |

e CRVO |Zf¥ D SHBEIRNEZ A7 2 B 12 xb9 5 55 A g R 5k |2 kmf ﬁiéhkﬁéﬁm
BET 2 FERIIVT NS THISN-HEOLDOTH Y | KB OZXEMEIT SR BIFTH-
7= (2.5.5.10 &) |

e CRVO |Zff ) HBHREAZ AT HREFICBIT AL T 0 7 7 A4 VX, BHA AD BE %2 x5
&Lt%mﬁ%ﬁﬁ%(ww1zﬂ}ww2)@iéﬁv Y = 15Y AWk NN LV
FRIFRER H D TH 7= (2.5.5.10 BH)

DL B, CRVO (Zff D SEBEVIE 2 9 5 BEIC ﬂ#éﬁﬁ®ﬁﬂ$&£éﬁﬂ%aéht_&#
B, [CRVO (25 HBETRIE ] ZAKOBIGEE « R LT 52 & T, KEITHIT DIREOH =
IR IC 0 BES EEZLND,

B, HEEBIH (4. 8 XX 12 H) 1T BCVA STFH8 10 SUFLL Bk L= BB A 70% LA
EROONTZ, ZNHDORFIZEBWTHAIDEENZ DK S —EITHERF S 72 &I S 7=
B BCVA SCFHUE, MW SN2 & 24 B H TRERWZ En, A &%éntﬁﬁﬁﬁ
ELTHERF SND T OICMBE R B G RBIIETE LIk B2 ol SHICEE 24 HH
if@%T%@ﬁ%\&5@@ﬂ6@$ﬁf%otﬁ$m®%% TBWT, &5 24 B 15 3C
FLUEOHENGENA LN LD, FGBBPIHO®REN 6 B THY . Z Ok 5 ME
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ZIER L CHOARFI OB NENHER S D BEDFIET D AREENRIB ST, T D ORERNE
AFNOBEE-FMGPIENCIET 4 BRI 1 Bl 2T 5 2 ERHERI LR, 4 BT LIk %
179 BT —fERE 6 Bl EBUET DO TIEAR <, REOIGEME, HEEFEEO 2> b —/Lkidz
B LT ECHAFICES ERBNOLE LT-AIMERRD LD 0l 217\, B 2 &
THZENEY EB T, £, T E CORKRERTIE 4 FART OB RO AL L 2 FHE
IIITo>TWRNWZ D, BIEEGZ2ITH85A1T 4 B EMBRZH T TITY Z enmb & & %,
TEME - HEEZ, 77V~ s (Beriiz) ELT1LEIBEZY 2 mg (0.05 ml) %
WM ERNEST 5, EMEIZ. 1 » AULES T L, | LT84 THD LMWL
(2.5.4.2.6.2 1),

PRI, TCRVO (ZfE D SEHERIE ] 2 FEIBINRhGE « R &9 2 8GR AR FIHD — A H

R FE OIS 273 (2 1.5 3BH) |
£ 1.5- 3 AXHBEBEOBBE (FHEITARGEC X 2BMES)

ARG Xy P EEER AL, FTRhAe e 3 K O B 36
WRE « BhR chD T T WRKE ISR A 45 2 8 5 INn 28 BEZAS e
FEEE O ER IR EA 28 )E 12 £F D BBV
ik - & fibE FIRRIEREME 2445 NEENEH
77Vt b GEE T Z) & LT 2mg(0.05mL) & 1 p H T &
(21 [|ElL sEKE 3 A CEAMD B T ARNER ST 5, FO%OMEERIIZB W

T, @BH. 2 » AZEIC 1 B, SRR ET 5, ek, SERICK
D F 54w E T 5,

AE O R ARERZESE (4 5 BHFE
77V BB Z) LT EHEY 2 mg (0.05 mL)
TR ET 5, EE5RERIE. 1 » AU EHITFLHZ &
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1.6

1.6.1

SHE T OGBS IRDLZ LLT

#&1.6-1
(201349 A 2 BH®)

B K ERE TORRE

SETHRRR (R

NETORE - ERARKR

W7,

- AR

Page

NEICEITAERRRFICETLIEH

AR DA ARPASEIE 1< 5 EBZIE]

1 of 5

EFxrI&
Hhigk

HiEFEHAAR

KRBEAR

& - RE

%hee - BR

KE 2011411 H 23 H

201249 A 21 H

EYLEAOHEEHAEIZ, 77 U~k
k& LT2mg (0.05mLFE 7 1F50 1 L)
Th b,

AT E (1w A) IR RPNV
35,

RN A

(European

20124 11 A 28 H

Union:
EU)

201348 A 27 H

EYLEAOHEEHAEIZ, 77 U~k
h& L Comg (FEEHE & LTH50uL) T
»H5,

wER 5% 1315 B 2 Lic1m s
L., ZThZEnoEmMEIZ1Iy HXY
L L7gnwz &,

SEIEEH- L CTHIR) M O REZ AR
FERICER A LN WA, ikt
BHITHLE SN0,

1% AZEDHEGIT, A1EOR K
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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, Macular Edema Following Central Retinal Vein

Occlusion (CRVO) (1.2) 09/2012
o Dosage and Administration, Macular Edema Following Central Retinal
Vein Occlusion (CRVO) (2.3) 09/2012
o Dosage and Administration, Preparation for 09/2012
Administration (2.4)
. Contraindications, Hypersensitivity (4.3) 09/2012

e  Warnings and Precautions, Thromboembolic Events (5.3) 09/2012

INDICATIONS AND USAGE

EYLEA is indicated for the treatment of patients with:

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

. Macular Edema Following Central Retinal Vein Occlusion (CRVO)
(12)

DOSAGE AND ADMINISTRATION
For ophthalmic intravitreal injection only. (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)

e  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)
e  The recommended dose for EYLEA is 2 mg (0.05 mL) administered by
intravitreal injection once every 4 weeks (monthly). (2.3)

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)

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

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

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

See 17 for PATIENT COUNSELING INFORMATION
Revised: 06/2013

FULL PRESCRIBING INFORMATION: CONTENTS*
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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)

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Information

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

2.2 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 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.

Vial

The glass vial is for single use only.
1. Remove the protective plastic cap from the vial (see Figure 1).
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Figure 1:

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

Figure 2:

3. Remove the 19-gauge x 1%-inch, 5-micron, filter needle from its pouch and remove the
1-mL syringe supplied in the carton from its pouch. Attach the filter needle to the syringe by

twisting it onto the Luer lock syringe tip (see Figure 3).

Figure 3:
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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 Y2-inch injection needle from the plastic pouch and attach the
injection needle to the syringe by firmly twisting the injection needle onto the Luer lock
syringe tip (see Figure 5).

Figure 5:

9. When ready to administer EYLEA, remove the plastic needle shield from the needle.
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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 7Db).

Figure 7a: Figure 7b:

Solution after
expelling air bubbles
and excess drug

Dosing Line for 0.05 mil

Flat Plunger
Edge

2.5 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)].
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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.

3) WARNINGS AND PRECAUTIONS

51 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 (2.5) 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
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pressure and the perfusion of the optic nerve head should be monitored and managed
appropriately [see Dosage and Administration (2.5)].

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)].

6 ADVERSE REACTIONS

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

e 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 detachment, vitreous floaters, and increased
intraocular pressure.

6.1 Injection Procedure

Serious adverse reactions related to the injection procedure have occurred in <0.1% of
intravitreal injections with EYLEA including endophthalmitis, traumatic cataract, increased
intraocular pressure, 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 2042 patients treated with EYLEA constituted the safety population in four phase 3
studies. Among those, 1441 patients were treated with the recommended dose of 2 mg.
Neovascular (Wet) Age-Related Macular Degeneration (AMD)

The data described below reflect exposure to EYLEA in 1824 patients with wet AMD, including
1223 patients treated with the 2-mg dose, in 2 double-masked, active-controlled clinical studies
(VIEW1 and VIEW?2) for 12 months [see Clinical Studies (14.1)].
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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 3% 3%
epithelium

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%
Eyelid edema 1% 2%
Corneal edema 1% 1%

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

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 and CRVO studies, the pre-treatment incidence of immunoreactivity to EYLEA
was 1% to 3% across treatment groups. After dosing with EYLEA for 52 weeks (wet AMD), or
24 weeks (CRVO), antibodies to EYLEA were detected in a similar percentage range of patients.
Both in the wet AMD and in the CRVO 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 85% (1728/2034) of patients randomized to treatment with
EYLEA were >65 years of age and approximately 58% (1177/2034) 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.
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EYLEA is a sterile, clear, and colorless to pale yellow solution. EYLEA is supplied as a
preservative-free, sterile, aqueous solution in a single-use, glass vial designed to deliver 0.05 mL
(50 microliters) of EYLEA (40 mg/mL in 10 mM sodium phosphate, 40 mM sodium chloride,
0.03% polysorbate 20, and 5% sucrose, pH 6.2).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

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

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

12.2 Pharmacodynamics
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)].

12.3 Pharmacokinetics

EYLEA is administered intravitreally to exert local effects in the eye. In patients with wet AMD
or CRVO, 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 and
CRVO, the mean Cpax Of free aflibercept in the plasma was 0.02 mcg/mL (range: 0 to 0.054
mcg/mL) and 0.05 mcg/mL (range O to 0.081 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

Page 11 of 19



patients, the mean maximum plasma concentration of free aflibercept is more than 100 fold
lower than the concentration of aflibercept required to half-maximally bind systemic VEGF.

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

Metabolism/Elimination

Aflibercept is a therapeutic protein and no drug metabolism studies have been conducted.
Aflibercept is expected to undergo elimination through both target-mediated disposition via
binding to free endogenous VEGF and metabolism via proteolysis. The terminal elimination
half-life (t1/2) of free aflibercept in plasma was approximately 5 to 6 days after 1.V.
administration of doses of 2 to 4 mg/kg aflibercept.

Specific Populations
Renal Impairment

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

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)].
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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 3 and
Figure 8 below.
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Table 3:

VIEW?2 Studies

Efficacy Outcomes at Week 52 (Full Analysis Set with LOCF) in VIEW1 and

VIEW1 VIEW?2
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 3.2 -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; Cl = Confidence Interval; ETDRS = Early Treatment Diabetic Retinopathy
Study; LOCF = Last Observation Carried Forward (baseline values are not carried forward); 95.1% confidence
intervals were presented to adjust for safety assessment conducted during the study.

& After treatment initiation with 3 monthly doses

 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 4 and
Figure 9 below.

Table 4: 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 3.3 18.0
measured by ETDRS letter score (18.0) (12.8) (14.1) (12.2)
from Baseline (SD)
Difference in LS mean ¢ 21.7° 14.7°
(95.1% CI) (17.3,26.1) (10.7, 18.7)

& Difference is EYLEA 2 mg Q4 weeks minus Control
® 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

Page 16 of 19




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.

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 (2.4) and (2.5)].
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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 ¥2-inch injection needle for intravitreal
injection

one 1-mL syringe for administration

one package insert

Storage

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

17 PATIENT COUNSELING INFORMATION

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 patient 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.
© 2013, Regeneron Pharmaceuticals, Inc.

All rights reserved.

Issue Date: June 2013

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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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
¢ neovascular (wet) age-related macular degeneration (AMD) (see section 5.1).
¢ 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:

o 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).
¢ 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 11 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
I11 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 Il studies

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 tear*,| Endophthalmitis**, Vitritis

disorders | haemorrhage, | Detachment of the retinal Retinal detachment, | Uveitis,

Eye pain pigment epithelium, Retinal tear, Hypopyon

Retinal degeneration, Iritis
Vitreous haemorrhage, Irido’cyclitis,

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 Il studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.
Avrterial thromboembolic events (ATES) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events 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 VIEW?2) during the 96 weeks study duration was 3.3% (60
out of 1,824) in the combined group of patients treated with Eylea compared 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: SO1LA05

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

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

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

Mechanism of action

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

Pharmacodynamic effects

wet AMD

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

In patients treated with Eylea (one injection per month for three consecutive months, followed by one
injection every 2 months), 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

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

Diff i 40 N

(95% CI) (-389, -234) (-121, 64) (-142,53) (-286, -193) 217, -118)
p-value p <0.0001 p = 0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122

(-99, 10)

A Difference is Eylea 2 mg Q4 minus control

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

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

P) In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 88 F)
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 VIEWL study, at week 52, 95.1% of patients in the Eylea 2Q8 treatment group maintained
vision compared to 94.4% patients in the ranibizumab 0.5Q4 group. Eylea treatment was shown to be
non-inferior and clinically equivalent to the ranibizumab 0.5Q4 group.

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

Detailed results from the combined analysis of both studies are shown in the Table 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 96°) Week 52 Week 96°)

Mean num_ber of injections 26 112 123 165

from baseline

Mean number of injections

during second year (Week 42 47

52 t0 96)

Proportion of patients with

Eia'lgt?g:fe(is"gug&%g/ 95.33968) 92.42% 94.429%5) 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%
(95% CI)D) (-1.7,3.5)7 (-2.3, 3.8)P

Mean change in BCVA as

measured by ETDRS? 8.40 7.62 8.74 7.89

letter score from baseline

Difference in LS?

mean change (ETDRS -0.32 -0.25

letters)©) (-1.87,1.23) (-1.98, 1.49)

(95% CI))

Proportion of patients 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)D) (-6.8,3.8) (-35,7.1)

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

) 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 View?2 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
GALILEOQ. 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 &P | 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 difference”BF) 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
mgi‘ufmgyeé?g%/ﬁﬁter -4.0 17.3 3.8 16.2 15 13.0 33 180 3.8 16.9 6.2 13.7
score from baseline (SD) (18.0) (12.8) (17.1) (17.4) 17.7) (17.7) (14.1) (12.2) (18.1) (14.8) 17.7) (17.8)
Difference in LS meanAC.P:E) 21.7 12.7 11.8 14.7 13.2 7.6
(95% Cl) (17.4, 26.0) (7.7,17.7) (6.7, 17.0) (10.8,18.7) (8.2,18.2) (2.1,13.1)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070

Z 2

Difference is Eylea 2 mg Q4 weeks minus control
Difference and confidence interval (Cl) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and
Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)

© BCVA: Best Corrected Visual Acuity

D

=

ETDRS: Early Treatment Diabetic Retinopathy Study

LOCF: Last Observation Carried Forward

SD: Standard deviation

LS: Least square means derived from ANCOVA

LS mean difference and confidence interval based on an ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.
Asia/Pacific for GALILEO) and baseline BCV A category (> 20/200 and < 20/200)

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

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.
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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 Crmax) 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 Cmax 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 VIEW?2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), revealed no differences with respect to plasma
concentrations of active drug after intravitreal administration every 4 or 8 weeks.

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

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 Cmax 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)
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 ¥z inch injection needle should be used.

Instructions for use of pre-filled syringe:

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

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
¢ neovascular (wet) age-related macular degeneration (AMD) (see section 5.1).
¢ 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.

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

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

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

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

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

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

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

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

e There is limited experience with treatment of patients with 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 111 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
I11 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
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
pigment epithelium*, Iriti ’
Retinal degeneration, I;:dl;’cyclitis

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

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 Il studies, there was an increased incidence of conjunctival haemorrhage in
patients receiving anti-thrombotic agents. This increased incidence was comparable between patients
treated with ranibizumab and Eylea.

Avrterial thromboembolic events (ATES) are adverse events potentially related to systemic VEGF
inhibition. There is a theoretical risk of arterial thromboembolic events following intravitreal use of
VEGEF 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 VIEW?2) during the 96 weeks study duration was 3.3% (60
out of 1,824) in the combined group of patients treated with Eylea compared 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: SO1LA05

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

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

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

Mechanism of action

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

Pharmacodynamic effects

wet AMD

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

28



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

In the VIEWL study there were mean decreases in 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

Difference in 312 Log -239 167

LS mean”B.0)
(95% CI) (-389, -234) (-121, 64) (-142,53) (-286, -193) 217, -118)

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

(-99, 10)

A Difference is Eylea 2 mg Q4 minus control
B) LS: Least square mean difference and confidence interval (CI) based on an ANCOVA model with baseline value as covariate and factors treatment group, region (America vs. rest

of the world for COPERNICUS and Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)
© In COPERNICUS study, control group patients could receive Eylea on an as-needed basis as frequently as every 4 weeks during week 24 to week 52
P) In COPERNICUS study, both control group and Eylea 2mg patients received Eylea 2 mg on an as-needed basis as frequently as every 4 weeks starting from Week 52 to Week 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.
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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 VIEWL 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 96 © Week 52 Week 96 ©

Mean num_ber of injections - 112 123 165

from baseline

Mean number of injections

during second year (Week 4.2 47

52 to 96)

Proportion of patients with

Eiallgtirt]ti ?Své?uslca\(/:zg 95.33%"9 92.42% 94.42%®) 91.60%

loss) (Per Protocol Set)

Difference® 0.9% 0.8%
(95% CI)P) (-1.7,35)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

|etters)c) (-1.87,1.23) (-1.98, 1.49)

(95% CI)®)

Proportion of patients who

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

vision from baseline

Difference® -1.5% 1.8%
(95% CI)P) (-6.8,3.8) (-35,7.1)

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

) 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 View?2 Studies

15 =
>

Kt

= |

U

<

©

3 10}k

>3

C o

=2

5o

o

E 5

%)

C

©

]

s

Ou [] L [] [] L L [] [] [ [] L [ L [] [ L L [] [ 1 [] L [ []

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

—m—EYLEA 2 mg Q8 weeks* —e@—Ranibizumab 0.5 mg Q4 weeks*
*) 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 &P | 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 difference”BF) 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
r'\:ee:;‘ufgjré%eé?gg;@lgier -4.0 17.3 3.8 16.2 15 13.0 33 180 3.8 16.9 6.2 13.7
score from baseline (SD) (18.0) (12.8) (17.1) (17.4) 17.7) (17.7) (14.1) (12.2) (18.1) (14.8) 17.7) (17.8)
Difference in LS meanAC.P:E) 21.7 12.7 11.8 14.7 13.2 7.6
(95% Cl) (17.4, 26.0) (7.7,17.7) (6.7, 17.0) (10.8,18.7) (8.2,18.2) (2.1,13.1)
p-value p <0.0001 p <0.0001 p <0.0001 p <0.0001 p <0.0001 p=0.0070

A Difference is Eylea 2 mg Q4 weeks minus control
B) Difference and confidence interval (CI) are calculated using Cochran-Mantel-Haenszel (CMH) test adjusted for region (America vs. rest of the world for COPERNICUS and

Europe vs. Asia/Pacific for GALILEO) and baseline BCVA category (> 20/200 and < 20/200)

© BCVA: Best Corrected Visual Acuity

ETDRS: Early Treatment Diabetic Retinopathy Study
LOCF: Last Observation Carried Forward

SD: Standard deviation

LS: Least square means derived from ANCOVA

D) LS mean difference and confidence interval based on an ANCOVA model with factors treatment group, region (America vs. rest of the world for COPERNICUS and Europe vs.

Asia/Pacific for GALILEO) and baseline BCV A category (> 20/200 and < 20/200)

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

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

) 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 Cmax of free aflibercept in plasma 0.046 microgram/ml (range: 0 to 0.081 microgram/milL);
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 VIEW?2 study, of which 40% had renal impairment
(24% mild, 15% moderate, and 1% severe), revealed no differences with respect to plasma
concentrations of active drug after intravitreal administration every 4 or 8 weeks.

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

8.

Attach the 18 G, 5-micron filter needle supplied in the
carton to a 1-ml sterile, Luer-lock syringe. ’

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.

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.

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

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

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

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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B e e i e JRRARH DI 2 Ete) NaEhbd, BHBAMDO SR
R (VIEW 1 )2 O'VIEW 2) (281 2ATEOZEE= T, BB O6HEM T, AFIRGH2A
TlE3.3% (1,824%1H60f1]) TholDIZxf L, 7= X~ 7 & &5 LI BFH TiE3.2% (595
FF19%1) THom (51HEBH)

CRVODFENHERER (COPERNICUS X "GALILEO) 2317 % 2 XER IR 76/100 [ DOATE
FHRIL, ABN OG- % HAK1R1521F 72 BERET0.6% G1761H261) THo7-DIiZxtL., &
¥ LD BF - BERETIX1.4% (142520) Th -7,

ECOIREM 2 7 B ERERIC, ARNTIBDT ORI RIENRAE U D ATREMEDR & 5,

7142




BUWERD DD S DIZ OV TORE

AREFEGLOTHRZICBNT, BHERRSRONL BDICOVTOREITHEETH Y, ZOHE
RO KREZELDORKT 4y MU RTNT L AOMGRIE=5 1) ZIRFIREE 72 5, B
PEFE 1A RS IZREE S LTV D National Reporting System* % i@ L CEIWEA RIS H D
ITETHET LI EnRDLNATND,

49 BEE®RE
FEERFRBRICI VT, 1 AW Tl RdmgZ % 5- L7223, SmgZ gk 5 U 7= Rk /e r — A
N o7,

RERBOBINC L2 HERGIIIREZ LR SEL MR H D, LT, HEkxkE L
TG EIITIREZ B L, AL LW L2 G 8 I XE 2 ek 2 Bnd 5 2 &,

5. EEZFRIRE

5.1 ROFERRRE
N HA - IRFL A P 8T A 2
ATC=— I : SO1LAOS

77U ME, b PVEGFEZ AR L O2ORIas B A A kA & MGl O Fefiikic
fia LB MazAvaETH D,

77V ML, BB ETEHC T v f =— AL A X —FIE (CHO) Kl
N CTREEA SN D,

TV MITRET a4 Z/EE L CTER L, ZEOZRAEA LD & EWEMET
VEGF-A L PIGFIZHES T 5, TOFER, 26 B4 5 VEGFZ BIEDFE A M ONEMAY %4 FH.
EFHZLNTE D,

TERH T

/&8 N HEGEIK F--A  (VEGF-A) K& OR#RRRRF (PIGF) 1%, ME# 4K FVEGF” 7 X
V=D A N—=ToV, WO, B, & FEMEEET, VEGFIENZMfaE
i 123 AVEGFR-1 2 (RZVEGFR-2 &\ 92 SOZEEMF oL o F—E %204 L TIER
9%, VEGFR-1 X MEK B b 1FEfE L, PIGFIZ Z ODVEGFR-1IC DO AfEET 5, VEGF-AIZ
K520 DOZEROMEFE Z2TEMHAGIZ LV | WA 2R M A A O TLENE L 5,
PIGFIXZ 9 L7c 7' vt A D CVEGF-AIZHZRMICIEM L, A MEkOIRM & ONMAE O RAE
PRRETHZENMBNTND,

R

B HAMD

BRI AMDI IR R 72 RIS I A B4 (CNV) 2R E T 5, CNVH B D IR e OB K O
WHIZ X0 MBSO N L O I35 S 2 SN D AREMEDR H VD | Z ORER,
WhEREHT=5T,

AHN 2P 5 U= B T (A 1R GEEERIOTESF 2 BRI L, 2 0% 325 A Z 1B |
B 5-BRAAE A TR 23 L. CNVIRERFEOFHMEMET L, 2k, =X~
70.5mgD A 1EH#E G- TH LR E —F LT,

VIEWIERERIZEB W T, KT HMiERE (OCT) THIE LIM@BEIC B N A bz (RA12
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B AT E2mgRERENR N T = X~ T 1 A Z L 0.5mgf 5 RED 5230 B O MR 0 S
Bix, T2, -130K-1293 7 0 Tho7z) , £72. VIEW2iRRER T, 521 HIZOCT
THIE L7 MR R Dtz (RARH A Z & 2mgk 5L T =X~ 715 AL
0.5mg#t G-REOMBE O SFMEIL, ENEi, -149 D139 7 r > ThoTz)

CNVJRZE i M OHEIEE O PR 133 BR24E B I B W T b il afER S vz,

CRVOIZ(F 5 HEEFHNE

CRVO CIIMEMEE M IZ ALK L CVEGE 2 i &, MAENEMaO X A vy 7 va i
RLEEERD | BIEMEtE SN D, VEGFOBINNZ LV | M MaIRa g 23 il S < miks
WPENTOE U, 2 OfER, MR, PN OB, & O AR Z 5,

AHNIBE G522 T -8B (Uny AZE0EEZ6H AR 2B\ T, —& L CaM ok’
RBRFAM AL (OCTIT L 2 HUODMERE[CRT]) 232482072 - TH LA,

COPERNICUS &% "GALILEORER DB IIRHIEE TH HX—RA T A » L ik L7-24H H

IZBITHOCTIZOWT, MRERICEBW T, 24 BIZBITH =2 T A 0D OHERIE D)
PTAbEIL, ABRBEDHHPICAEEICHELWVEDTH T,
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$£2: 24380, 5280, RUT6/100 BEI=& 1+ 3 NP5 A—4 (COPERNICUS B U GALILEO SRER)

(FAS. LOCF)

COPERNICUS GALILEO
. 24 5234 100 8 24 5238 76 H
HHED
4 Control | Eylea [Control® | Eylea | Control®? | Eylea® Control | Eylea Control | Eylea Control® | Eylea®
R
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)
R 2
b OREER -145 -457 -382 -413 -343 -390 -169 -449 -219 -424 -306 -389
RRBOp Y a
LS ) ABOGD -45 -44
HERHE -312 -28 -239 -167
(95% CI) (-389, -234) (121, 64) (-142,53) (286, -193) (-217, -118) (-99,10)
P fif p <0.0001 p = 0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122

N FERZEIIARA] 2 mg Q4 BE—xIHEEEL 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 B IZAKIO PRN 52 4 T L2175 2 E N TE T,

D) COPERNICUS #B& (2T, st FREE R OAA 2mg BEILIC 52~88 # H D], AKIDO PRNFH% 4 Z L1225 2 LN TE =,

B GALILEO #BRIZIV T, 52~68 ¥ H O Wit BARE « AH| 2mg B & HICAHKIO PRN #e 5% 8l Z LIz F 5 Z v Tz,
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B R A 2k My OVZ2 4k

B AMD

BHAAMDEE 255 & L2 oD IAEAb, ShaakIbm, i, FE3r BRIz s
T, AFNOLZEMEROFIMEEZFME LT, Ziub2o0 Bk (VIEW 1 R OWVIEW 2) T
B OB N OFHM 2 52 ) 72 B 132,412 5] (RFIE5131,81761) Th-o7-, KilBrRiZHB W
T, BEFITUT D450 5 bWT IO EGREIZT 011 1OFIEG TEERIZHIV T 6
77

1) AF2mgZ 15 H Z L lCEF3EE G L, Z0%IE8HE = L ickh  (RAI 2Q8)
2) AF2mgZ 4l = L&k E (KA 20Q4)

3) AHI0.5mgZ 4l = LT E (KA 0.5Q4)

4) TR T05mgh 4l T LItk (T =B X<70.504).

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

ABR2AE H Tl BA 1T & ot & GBI EIER R A1 ST HEOER G 23T 7278,
FGHRRIE, ) & OMEFERORAERE R DRl L TEE L7, 2056, KERRBITRR
SR EDOREIZ LV KK TI2BM & L7,

WTNORBRICIBNT Y, ARhED FEFHMIE B (XPPSHE (AR 32 i 718 E i A AT o 52
LBV TR2H BN ZHER L CWEBEOEIG & Lz, 22T I 0MER ) L1,
R T A LWL THRAK T RIS TR OSHA L EFR LT,

VIEW IFRERCIE, 52 BT &R L7 B OFIGIL, AFR2Q8HEN95.1% Th > 7Dz
®L., 7= X<705Q4ETld94.4% CThH o712, > T, AFEGHED T = X~ 70.5Q4
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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£3:5288 (XEEHER RUICEABIZHITH2BEMEDTER ; VIEW R U VIEW2 RE&RD

eaT—4"

HEDRER AHE| 2Q8P Ranibizumab 0.5Q4
(AF2mg 11 HZ & (7= X~<70.5mg
HifE3E, D% L) 4 L)
(n = 607) (n = 595)
528 9639 528 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
) A LI B 0BIS 95.33%B) 92.42% 94.42%® 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
DBCVADEHEZE &
LSV ORERH Z2(ETDRS L7400 (95% CDP) -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%
BEDOE S
M ZE0 -1.5% 1.8%
(95% CI)P) (-6.8,3.8) (-3.5,7.1)
A BCVA : IxmiiEEMR T

ETDRS : }# R I HE o B a e sk

LS : ANCOVA GEoBUmt) DOEFITHED < F/2% (least square)
B) 521 B30T D) A MaRF L7 HkBRE OBIE DA TRBRIENFHRERE S MR (PPS) THEIT,

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 X E O FRER-10%RTHEOHE ., AH DT = A~ 7T DL R I NS,
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

(letters)
P

w

o—o0 9O O o o -
Wwiq
v

0% 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 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

Mean Change in Visual Acuity

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

B1: R=XS54 05 6 BEETORNDEHEILE ;
VIEW! & VIEW2 RBROHET—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,
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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, RUT76/10088ICH 1+ 5FHMERE

(COPERNICUS % UF GALILEO §#B%) (FAS. LOCF®)

B DR 5 COPERNICUS GALILEO
24 38 5214 100 & 24 14 521 76
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
ﬁjf??gi?%;?i?’ 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 fif p <0.0001 p = 0.0006 p=0.0003 p<0.0001 p = 0.0004 p—=0.0004
ETDRSY FEA =TI X
E)/\‘\—X;Cj‘/ﬁ)%@ -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% CT) (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 #BRIZHUN T, SRR 24~52 B IZAFI O PRN B 542 4 T L1227 5 2 LR 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

201

_—
i

+13.0

o

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

Mean Change in Visual Acuity
(letters)

.5

|
0 4 8 121620 24 28 32 36 40 44 48 52 56 60 64 68 72 76 82 86 88 92 96100
Weeks
) GALILEO
20 1+18.0
z
g 15
< +13.7
-]
2 _
ZE 0 fixed monthly FRN with monthly ~ PRN with extended
T % dosing monitoring intervals maonitoring intervals
g= +6.2
£ 5
=
b I
= 0 4
1
1
1
I

_5-
D 4 8 1216 2024 268 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

B 2: 52 BEHICE T HABBBIDR—S A oMo DHEAFHE{LE (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 RYHRFHIFME
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%ﬂ%ﬁmﬁf A 57 T4 (6f) TRV 2 SEHEER I L7z & 2 A, R T 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,

TS DI BB RIZCRVOBE A KGR & LI ENEY 7 XA 27 4 1BV 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
ERERERRE T A TR LT A U =TT Rl i BRIIAT o 2R o 72,

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 HiRKREEMET —%

FEREARABRIC B W T, HIERGIC L A2 FMEITIETRBEOBRBICORBE IR, Z OO
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7. ERMTTRAGRRGE

Bayer Pharma AG
D-13342 Berlin
Germany
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EU/1/12/797/001
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WIEEKELH - 20124E11H22 0
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F2:2488., 5288, BRU76/100BE 2817 5FEHNFHI/5 A —4 (COPERNICUS B UF GALILEOQ EAER)

(FAS. LOCF)

COPERNICUS GALILEO
. 24 34 5234 100 8 24 34 5238 76 H
HHED
4 Control | Eylea [Control® | Eylea | Control®? | Eylea® Control | Eylea Control | Eylea Control® | Eylea®
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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)
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P& p <0.0001 p =0.5460 p=0.3661 p <0.0001 p <0.0001 p=0.1122
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B GALILEO #BRIZIV T, 52~68 ¥ H O Wit BARE « AH| 2mg B & HICAHKIO PRN #e 5% 8l Z LIz F 5 Z v Tz,

30/42




B R A 2k My OVZ2 4k

B AMD

BHAAMDEE 2358 & L2 oD AEAb, ShaakIbm, i, FE3r BRIz s
T, AFNOLZEMEROFIMEEZFME LT, Zihb2o0 Bk (VIEW 1 R OWVIEW 2) Tf
B OB WO 2 52 ) 72 BB 132,412 5] (RFI5131,817641) Th-o7-, KilBrRizB W
T, BEIFLUTO42O0 9 HNVTNOEGEEZL 1 : 1 1OFE TEEZIZE 1T 60
77

1) AF2mgZ 15 H Z LCEge3EE G L, Z0%IE8HE = L ickh (KA 2Q8)
2) AF2mgZ 4l = L&k E (KA 20Q4)

3) AHI0.5mgZ 4l = L TG (KA 0.5Q4)

4) TR T05Smgh 4l T LItk (T =B X<70.504).

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

B2 H Tt BE LS| & X & 5-BIMAIFICIEEL S T ST HEDOHR S 251 12735,
B BRI OSR]I R a RE B2l U CEE L=, Zo8E ., BEMEITIE5% EhE]
BEOHEICEL Y KETIREME LT,

WTNOREBRIZEBWN TS, ARIWED T EFHNIE B 1XPPSE (V5 5R 52 it 5 18] 18 A fEAT 5 42
FEINCB W T2 BICR A ZHEEF L QW BEOEIG L Lz, Z 2 C I OMER: &1,
NR—=R T A L L THRIME T RIS CERGOLA L T2 LT,

VIEW1RRBR Cix, 528 HITHR ) 2 #ERF L7 BE OEIE X, AF2Q8HETIS5.1% ThH ~7=DIT
®L, 7= X<T705Q4ETlI94.4% ThH o712, - T, AFEGHED T = X~ 70.5Q4
BRIk 2 IELVE R QBRI R M 2 R S 37,

VIEW2ERER ClE, 523 B IR J) & #EFF U 72 FBE OEI B 1T ARAR2Q8RETIS5.6% T - 7= DITxt
L. 7=E X< 705Q4H CTlE%44%Th Tz, - T, AFIBGRED T = X~ 70.5Q4%f
(kI35 FEL M K ORI RISEME 2R S v,

kB O OF S FATRE R OFEMZ . LT ORFIZRT,
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£3:5288 (XEEHER RUICEABIZHITH2BEMEDTER ; VIEW R U VIEW2 RE&RD

eaT—4"

HEDRER AHE| 2Q8P Ranibizumab 0.5Q4
(AF2mg 11 HZ & (7= X~<70.5mg
HifE3E, D% L) 4 L)
(n = 607) (n = 595)
528 9639 528 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
) A LI B 0BIS 95.33%B) 92.42% 94.42%® 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
DBCVADEHEZE &
LSV ORERH Z2(ETDRS L7400 (95% CDP) -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%
BEDOE S
M ZE0 -1.5% 1.8%
(95% CI)P) (-6.8,3.8) (-3.5,7.1)
A BCVA : IxmiiEEMR T

ETDRS : }# R I HE o B a e sk

LS : ANCOVA GEoBUmt) DOEFITHED < F/2% (least square)
B) 521 B30T D) A MaRF L7 HkBRE OBIE DA TRBRIENFHRERE S MR (PPS) THEIT,

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 X E O FRER-10%RTHEOHE ., AH DT = A~ 7T DL R I NS,
G 5208 H CABR (X, SFATICHE S FR GV & 5EIc LGB a4 E12I 00T

LT HEFI2E (Quarterly) ¥5/37 XA A TITH T2,

32/ 42




—_
]
I

(letters)
S

w

)/Pﬂ_ﬁerJ***‘**“er**H*4kiq_t4—ra~l
o

0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 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

Mean Change in Visual Acuity

Weeks

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

B1: R=XS54 05 6 BEETORNDEHEILE ;
VIEW! & VIEW2 RBROHET—4

) R—=2F 4 BB ETIE, AFNCO TRy H 2 &I1E, #gBEESE L, Z0%IE8sE 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,

VIEW1 X OWVIEW2RER O OfF &7 — Z fi#HT Clx, FaiCHRE LA MEORIRGHEEH Th
2% K EE S ARFEIFFERT D25 H 2 B 72 D HREHEREIZ DWW T DT 7 — K~ (NEI VFQ-25) (T
%wf\Kﬂmi5&~z?4Vﬁ#%@%%%ﬂﬁ?ﬁ%kﬁfémto:m%wﬁmi
DRESNL, TTIZARINTWHRBRFER & FERT, i ERIBCVAITHIT 5153
FHIIMZKHST DD Th -7,

52il H\Z$51F ANEI VEQ-25D &Rt A a7 L ONFALRE (I AR X 2178), = RAR A
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 R MATIC BT 5. & TOFN AT RE/ 2 BRI D Y7 7 0 — T
(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 < -,

ARER2AEH O, 2~4%DEBETHEHKRGNVLETHY, 30DIOEETIIIR L
eIl s H ZE ORGP ULETH T,
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2ODFERIZIB T, AANT L DTG ITIAEZIZE 0 T S =485 D%I89% (1,616/1,817
F) 265rELL . F7-5963% (1,139/1,81761) 72375 LA T -7~

CRVOIZE 5 HBEIFNE

CRVOIZ{E 5 BB E A k5 L L2 DL, SiiskdtR ., —EiEH. > v L%
FEer RRRBRIZ B\ T ARKI D2 K O % 5 L 7=, 24 52507 Ek (COPERNICUS
K O’"GALILEO) TG O ZhEDRME %52 1 7- BE 13358 B (AFI&EE132176]) TH-
7oo HRBRIZBWNT, BEII3  20FE TAF2mgZ 1y A Z LICET 58 (2Q4) T
Y AEFEL AT EICEGTARICEESIZE Y M b (WS bEtemiEesE) |

17 AZ LG ZF6RIZIT %, FANIHE SN TV D FERGREELHT- LT-BE ORI
KHNOE G- 21T >7278, GALILEOD X FREE TIXS2# H £ THI & e & ¥ v LA EH OB E3T
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, RUT76/10088ICH 1+ 5FHMERE

(COPERNICUS % UF GALILEO §#B%) (FAS. LOCF®)

B DRE 5 COPERNICUS GALILEO
24 38 5214 100 & 24 14 521 76
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
ﬁjf??gi?%;?i?’ 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 fif p <0.0001 p = 0.0006 p=0.0003 p<0.0001 p = 0.0004 p—=0.0004
ETDRSY FEA =TI X
E)/\‘\—X;Cj‘/ﬁ)%@ -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% CT) (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,

B COPERNICUS #BRIZHUN T, SRR 24~52 B IZAFI O PRN B 542 4 T L1227 5 2 LR 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

+17.3

_.
wn
|

+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

B 2: 52 BEHICETHBERBIHDOR—FA UM 5DHRAFHE{LE (COPERNICUS BT
GALILEO &X&%) (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,

5.2 FEYBRFAORE
RENE, WTERANEERE T2 21CL0, RICBOWCRAMICERT %,

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
ERERERRE T A TR LT A U =TT Rl i BRIIAT o 2R o 72,

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 HiRKREEMET —%

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,

R T X2 HNTT 7 Ut 7 IRV BES: (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

38 /42



bolz, BT T NTHHETH o7,

6. FEHFNZOWTORIEEIE

6.1 WWHHY R -

AU Y L_— 120

Ul —KFEFT MY 7 A—KFY (pHHEEH)
U Ufig—/KkFEF U v ALK (pHRFEHA)
=¥ [l N VAUN

R 8L b

FES 7K

6.2 EAEZ
AR ThiIL TV Zen=d, AR A MOERS EIRE LRV &,

6.3 BRNHR
24FEfH

6.4 REFRFOEER

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 RE:OHEERUVUAR

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 WAL/ BHFEW\EOER
AT IRIEIOHRDER ET25Z &,

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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(E DS

. 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. BEIRETHRAGRIAE
Bayer Pharma AG
D-13342 Berlin
Germany

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

9. #EIAFRHE, ABEHH
WEIAZEH : 20124E11H22H

10. %X MKETH

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

42142



1.7 [FIFEEIZh AL — R
Bayer Yakuhin, Ltd. Page 1 of 17

1.7 RAERMR—ER
AH| (VEGF Trap-Eye) DRIFERIZNIIZOWTIEFE 1. 7- HIRT,

FIFE[AZhEn & LTI, K& [FERIC VEGF FREERZF 7467 = X~v7 (B f#iz) %
F1.7-1ITR LT,



1.7 [FIFE[REIZhS

—FaFk

Bayer Yakuhin, Ltd.

K 1.7- 1 RERMAE—ER

Page 2 of 17

— MR B4 R 77T s BB TR Z) 77T N BB Z) T=bvAX~7 (BErfHE#z)
i T AV —T R RPNTEFHE 40mg/mL TA V=T ERNER A > b 40mg/mL VT 4 AETARNTESHK 2. 3mg/0. 23mL
A A VRS A A VRS A JINVT 4 AT 7 — R EtE
TR A A - - 2009 4E 1 A 21 A
HEAFEHA B B -
Rl H B
HHIX 5y AW imRELEL . BIZE, G AR AW imRELEL . BIZE, G AR JBIEE A5 AR,
LGRS | 4 77U~k 7 b (Sl z) —4 T 7Vt N GEIERE ) —W4 TR (BT Z)
Aflibercept (Genetical Recombination) Aflibercept (Genetical Recombination) Ranibizumab (Genetical Recombination)
%%iﬁ . C4330H6812N116801306832 %\%it . C4330H6812N116801306832 éj\%it : C2158H3282N5620681sl2
(BEEHEHS, 2 #&FK) (BEREHES, 2 8iF) Sy 5 1 K9 48,000
4y -8 1 #9115, 000 yF& K 115, 000 AE b Mb~v e NS N ERERERTE
A B hVEGFZAKIDOHE2 Ig ALY, | KX BH: b MNVEGEFZEKLIDE2 Ig RAAL L, 7 v —F )VHULD Fab T, 445 [HO T
b FVECFZZBIA2 D3 Ig RAA LV, bk VEGF SZ AR 2 D3 Ig RAA L, R BBEENOS D TEAEYE
KOt b 1g6l D Fe RAAL VB2 D KOt b 1g6l D Fe RAAL b5
432 7 XV BEEOY T 2=y 251 432 7 XV BBREOY T 2=y N 201
MO RERL &5 G TR 2 Rl AREE A MO RERL &5 G TR 2 Rl AREE A
& &
HIA - & & L mloFe 58 (0. 05mL) H1, 77 Vbt bk GE 1 EloF 58 0. 05uL) 1, 77V~ Lt 7 b+ G&E 1 A7 (0.23nL) FOEHE: 7= X~7

A Z)*  2mg

1A 700, 278nL) 1, 77 U~k 7 k (&
TRz )F 11, 12mg

T v o == AN LR =PRI A TR
HEIND.

RFHEHAZ )% 2mg

13U »o(0.165mL) 1, 77U~ &7 k(&G
FHAHLZ)* 6. 6mg

T v o == AN LR =PRI A TR
mEnb.

GEIGZ 7L ) 2. 3mg

1 HOBEETHS0.05nL TOEGERE : 5=
A<7 (BEETHHZ) 0.5mg

(RANZ SRR S RO LA BB L T, HER
HENTWS, )

FRC T TR BRI A2 10 587 2 £ 5 TNin B2 M
AR P LB IRPAZEAE (1 5 BBV I
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oL T IIRAE ST A 0 A 2 P 5 Jis 2 B ZS PEE
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o
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T7U LT (EEFHBRZ) ELT
2mg (0. 05mL) % 1 » A Z &I 1 (8], #fE 3 (0] (A
D ANEET D, Z0%OMELICRB T
W, WE, 2 » AZEIC 1 |, TR
5. 7P, ERCXVFRESEMEZETHET 5.

FIbE TR IESTEME & 4 5 NS EB L 4IE
FobE R~ (EfnFH#z) & LTO. 5mg
(0.05mL) % 1 » AfiERE3 » AM (EA
) T RN 5, E0%OMRIZIENT
W ERIC KL VRSB EERET 08, 1 »
AU LOMBEHITHZ &,
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T DGR OB O AIRHE 2 ke A I L5 L

AKENEEH DOBEZIZHOWTIEEICHIR T 5 2

AKEFNEEH DOBEZIZHOWCTIEEICHIRT 5 2

L.
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RIERAREAEEICH S EMZEDES
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SEERE
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W, WRICTEHERI R L IR DIREND D
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(6) 7 PT 3y e Kl P R E 512 2K 0D e R ) {8

DD B 1% R L B IREEAE F 2~

PR B 1% R L B IREEAE F 2~

BEE, BTLZENEELL.

3. BIfEA™Y
D E ARG IR E A 1 B 2 4 S MnEn ERI A it

BEE, BTLZENEELL.

3. BIfEA™Y
D E ARG IR E A 1 B 2 4 S mEn BRI At

ENsCHEiE S 7 B IERER (2 SRR OF5iF
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A, FERHm 480 1 (26.3%), IR 158 43
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EN/CEME SN - FB AR (2 KB 5
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A, FEMHm 480 1 (26.3%), IR 158 43
(8.7%), HRIE 589 #il (4. 9%) T~ 7-.

5 HARANZE Y A1 Bz BARNER] 76 51 (8
WL 2mg #5025 B, 4 WL 2mg $E 526
Bil, 4 & 0.5mg Feh-:25 ) 31 B

(40. 8%) ICREIWER AR b iz, EREWERIL,
FEREHIIM 16 61 (21. 1%), RRJA 4 61 (5. 3%), sfk
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% F THIIE O BRAES B B B ORI I3AE
FIERWEOEETL L,
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(77Ut 7 FE L) 2mg (LLF, KAl 2mg & KFL) BEFLORREEED 2 FHZ X DH
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FiE) 2179H) . HEEEL 52 A £ TIX 4 2 LT Sham VER 21T o 72, 52 7225 76 ¥ H £ T,
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WTNORERIZEBW TS, A0 FEFMMEB X, 24 BEICBT 5 X—ZA7 415 15 X
FUU OB NGEN LN T-HBREDEE L L-, RiFEMHEE 0 R =& (GALILEO #RBR K O
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COPERNICUS #f#R) bR, W ONZHEFRER O ST OFEFICB DT HAK] 2 mghe 5-HEDO X HERE
(R D EEIE VR S 72 (2.5, 4.2 BHR)

AFN DA VEFEAMIL. GALILEO 3Bk, COPERNICUS Bk D428k D> 24 I [ K O8N 52 W EI Dk 5
FEWIEE (76 @R (GALILEO #AB%) /100 i#[# (COPERNICUS #ER) 1 OfEHR. Wit Of
A LIERERE S SR L=, COPERNICUS #BRIZIS 1T %I HREEIL, 24 75 52 ## HIZFH T PRN
BHAZOID B2 BaL7o 3, GALILEO 3UBR T3kt BRERIL Sham JEH Zfki L7, BHIRE LR
LEDTAROBAREITIBIFCTHY . BT e 77 AL FTHISNT-EHEOL DO TH-7-, F
7o, BHANEEBEZAM (LU, B34 AMD) BE A2 %t5 & L7 S MFEES AR RER  (VGFT-0D-0605
B (LU, VIEW 1 &BR) ] . %O (311523 #&Bk (BLF, VIEW 2 RER) ) oZettra 7 7 A
e B RERET Do (2.5.5.10 BH)

LIEDRER G CRVO (T D SBEEIEZ A9 2 88 1% L, AFIOA RN & Ltk mSh
22 e, TS L EARPAZEIEICfF O SMBETEE ] 28T RIANHRE - IR L L TEINT 5 Z &1T%
HTHDEHW LT,

Hi& - AE HULMER RGBT A IS 2 1 5 s BB 1

77Vt 7 hGEIE R Z) E LT 2mg(0.05mL) 2 1 » HZ&IC 1
[\, @ke 3 B CGEAHD - ANEET 5. ZO%ROHMERIZHBWTIE,
WE, 2y AZ &I B, HHENRET S, ok, ERICK Y BR5RE
AR 5.

HEME PO B IR BAZESE (2 £ D S BV

T7V~ kv s G Z) S LC1HEHEY 2 mg (0.05 mL) %
NS5, BRI, 1 vy AU EHTFHZ L.

[FRERM

(AR DR IRPAZERE |2 £ © SEBETENE ) 12k 2 HiE - RISV TiE, B A AMD B35 % xt
b LS MR RRER (VIEW 1 3B KOVVIEW 2 3B 0BG E Z M L. CRVO IZfE S %
BERIEZ G T A 234 & LIRS ARFRER (GALILEO 35k, COPERNICUS #BR) DFBRAE
ICHEDERE L, LTI, ZORERLEZRT,

BT OWT(2.5.4.2. 6.1 )

B AMD BB k5 & U7 S AR EG RS (VIEW 1 3Bk &N VIEW 2 38) 12\ T, &5
12MAFETARTLICHEEL-S5E. AF 2 mgd 0.5 med@ 5%, IRERBETH D Z LR
ENtz, LLRRG, 0% PRN 8E5%21T-7- 2 FHORBEEICHE VT, AH| 2mg & 5RE
I, 0.5 me GREL Hl U C, WG REN D o2 Z EAVREN, 2mg HEICBW TR
DEHEEENH D EEZ DN, 51T, Al 2 mg 5L 0.5mg P2 5B CREMIZ KX 72550
BN oTz, ZHHOREENS, BHA AD B35 T A2 HEREHAEIT 2ne b RE SN,

HEPETEAE IR, B AMD IZB B HMEZESS CRVO 2B AR AN 5, A
AMD TN CRVO Wj¥fR & & BBEFIEDRIEIC L W UMK T %2 X 7= F2 T, VEGF MNEE /R %&HE %
B LTWAZ b, HT VEGF 52 X 5 A0k N OHER gh R %, IS IE 2
EFETAHZZILENLLELENAEWV) AIFHELTCWAEEEZ NS, £/, HETHLIMOH
VEGF 3T &M AMD & [F] U &E2Y CRVO 12kt L TH WL IL, AIMENR RIS TV D,
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LA E. CRVO (245 BEBFFIEICIB VLTS, A AMD IR A2HEAETH D 2 ez VD 2
LIS THD EHIM LT,

CRVO (ZfE 9 HipFEEZ AT 2 B E A5x4 & LI-AH 2mg B E5RE N OSKHBEED 2 BEIC X A1
FRIEVE 2 Al — BRI EEBR T & 5 GALILEO &R K (Y COPERNICUS #BR DFRBRAF IZB VT, A
% 2 mg G- BE D INEN DN 222 HER ST,

INHDOZ END, AHID CRVO (24 ) BEHFIEICB I A HAE S LT 2mg 28T 252 213w
WThD LWL,

JAEIZOWT (2.5.4 K1r2.5.4.2.6.2 2 1R)

CRVO (ZfE D BHBEVIE L, MEPREFRIRPAZE 2 2R I SURICRIE T D A EE MR B TH Y | KA
ORI RIES BHNCIR D E W EBZOND Z LD, AREE GO+ 22880 TAK & B
B350 ERSHDL B2 N, o, FHIETHLMOHT VEGF 3EDOFFKMENHIT, 4 BT L
D% 3[BT > 721412 PRN & 5-1280) 0 B 2 TR EBIRPIER L7256, EBEREO BRSO 4
BIZELDZENWESN TS, ZbDZ &b, GALILEO 7Bk & Y COPERNICUS #ERIZ IS
% AEE B GBRAAOIENIAA] 2 mg % 4 8 2 & 1R 6 4% 5., LIS I PRN &5 LR E L 7=,

ZOfER. ARMEDO FEFHEEA TH D 24 MAIZEBIT 52 X—=A T A )b 15 XFLL LD
BEER A D IVIZEIEIE, KA 2 mefr BRED G RBEIC T L TG FRIICAE TH Y | BEMEIVR S
Nice Fio, ZWRHFHIEHE Th 5 24 1 B IZI1T 5 BOVA SCFHOZEAL & b AH] 2 mefk G- HED ¢
FREE ISR 3 D RIS A R =D R ST,

AFIFEIZI1T D BOVA CFHUL, B EFBOEIC SRR SGE L R L, £ 0K —EIoHER
STz, BE5BIMAIH (4, 8 XX 12 H) 1T BCVA SCFH)N 10 CFELL Bk L= & 1% 0% LA
ER 7~ (GALILEO 3B : 76%. COPERNICUS #Bh : 72%) . ZHHDBEFIZTBWT, Dk
ENE DK S —EISHER Sz LIl SRR (12 B H, 16 ME, 20 HE XX 24 HHE)
D BCVA CFH AT 2 &, HIW SN-HRENIEE T L IC > TW=b DD, ixP)D PRN &
H5F TOMM KO BCVA LFHDOR—=AT A4 b OB ENKE < B2 DHEAEITRED L
Moie, £z, BOVA LFHDOR—RAT A 00D OB EITHR ) OUGEN —EITHERF S vz & f
Wr &7 X 59, TS S 24 BH CRERET R o7, LR T, AFD
BHICL Y BHICKESNIZAINETE L CHERF SN D 72O E o5 R, BEF T LICR
RHEEZLND,

IHIZ, BE 24 HAETORETHO IS, FHEEN 6 BRI TH - BENETHHFEL.,
4 5 ] (GALILEO #RBR) 9 5] (COPERNICUS #fR) Tdh-o7-. TD o b, 2 HlIK N6
W E 24 B 16 LT EORNEGEEZ R LI=Z LD, HGBBUIO 4 B L D& 528 6
BRI CTHY . ZOHKEEGMBEZ LR L THARROGINEDHER: S5 BEDBHFET D ATREMED
R E T,

PLEDOFERNG . AR OFGFIMEHIENCIT 4 B 1 RO ZikT 5 2 & BRHESE S D03,
4 1 Z B AT O BT —ANEE 6 [l EHUET DO TR, FEROIFENE:, HEHREED =
Y= KA BE LT ECHRDEIZE S EARFNORE LT ANEDRFRD b5 e il 21TV,
BEZEICHT A Z ENEY EB 2T, £, TV E TORRKRRER T 4 BEARHEOEWREFED
FREIZ DRI T TW W2 L, BINE5- 217256013 4 BLLEMREZ HITTITH> 2 &
Ny LEZ, PEME - HELY, (77007 (B HE#z) L LTLEHZY 2 ng
(0. 05mL) AN E S5, BEMREIZ. | » AU ESITHZ L, | ERELE,
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1.8.2 ERALDIE (R) RUEDHRTERM
1.8.2.1 A% - AEICEEY SERALOEE

% - REICEHEYT SERALOEE (¥

RERHL

SRR DR L A 5 BB
() HAZEOREIE 1 A2 1 8% BZRICIT, F 0k

RKOEE ORAE Z kA B L, AFIERE O

I OWTEEISHWT 5 2 L.

BEORZEMEEOBENS, 1 p A 1 BEZAR
RN EOREEIT) ZLIFEE LB 22, £z,
COPERNICUS TR KON GALTLEO FRBR D& HIZ W T,
WA OHER . B O3 Tk B O E 1L —#k
T, Hrx OBRBFETERRIEMB A LN &0
b, RFWEOELRIL, 1 [BIOREBERFOME T DR
EREROARTHWT 2D TIH R, BEDIREZk
R U, ) T E BRI O HER 2 514 L
7 ECTHEBEICHH T ZENMHETHD EEEEM

L7,

@) 5P HE, MOPLETDETIE, 1 HHIZ 1 H

BETDHZENEELL.

AFNE G L0 B0EICEGE SRR BN LE L CHE
FIN -0 EREGREIIEFT TR LS
i%néﬁ\ﬁﬁﬁﬁﬁbéﬁmﬁﬁéhta%%
ENDHETIEH, 1 v AZLoEERENLEE LW
b A EE R U,

23hnedtim
() BN SIS S /255 m L, AhiEn
RO LR EITITEBRERE LT &,

PERTZEERIE TEAR L RET 50 TIERS KA
DISEPECHL ) F O L EMEZFAM L, #E, &5
DR DA & D\ T GRkE O B 2 WS % b B
WD EETEEME LT,

(2) BEPRARER I, MIIRTEIRIC OV TR RA 72 f M 134T
DILTOZR, WIRICIREN G L R DIRENR S H
A1X, MREFRNGEOA WM & G 2 E B IR
L7z ECARIZ®RGT5 L. b, WENEHEIC
D IR E B & 53R, IR ToZetE oI
PR U7z ECxHAUER ORI EIT H 2 &

AF OEEARRER TIE, BHRBERIC OV THRIZRRF
i1 X T o TV ad | FEEO ML - HEICBE
T O LOEEESBITRE LT,
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1.8.2.2 FALEDIEE () ORTEHEN

A Bl D AGREE A T AR FHICRBIT 2 EREF 2 L FIC TR TrRT, LFOERX, A
TNEBIROT LT 4 Ry (Fy b)) BHLEBICRCTHD, 72k, MBS OFIREA
FESENCAE D EETTRE | COEEMEONEIL THULE TS ESET A& 2 £ 5 Il sEs A &
EIpnWEEBZ ORI EnD, ARICESEIRWER (BRE5EFHICERT 2 HFEFREETe) 4
JEDEH 24T, MBS U CRR#i w217 - 72,

ERALEDIE (F) RERHL

3. EMEmED

EVRERHICERT A AEERE T, o, &
FROFBEE L, FFICFREBORVWEY, B
RS BRI AR 2 b G & L - SRR
B 2 BBRoJFafsT (2 M) ] (HARNE
Bl & &de) K OMEME O #fAREA ZEREIZ 0 5 B8
BEEL T 2EEZR L L FIERAR
(2 &RBr (76 W[ & 100 JA[H) DOFEHEAT)
(HARNEG Z &) 2 5H LT,

H2) HEMREODHEEARR L Lz,

M2 MR B ) B 2 xtge L L7 MR
B (VIEW 1 3B KON VIEW 2 #BR) A58 THEEh
D IRPHZEIE IS £ D BB IE ) 28T 2B 2%
L L7225 MARRER (GALILEO 3Bk K& 08 COPERNICUS &
) REREMA CREMBEELTH L, ERONEL
HHr Lz,

oL T HRAR SR A2 1. 87 2 £ 5 s P28 T A RURGEHIE A E AR R 21T 9 [ L

WRFHZESE I 1 5 SBERIE) %45 5 B & k%2 L

EWNACEE S N7 B IR (2 KB OF& T
2 FHD) ITBNT, AANCEI Y HF b 1,824
(@ WL 2mg #5 : 610 i, 4 W& 2mg &
5.:613 5], 4 WZ & 0.5mg ¥%5-:601 f5]) 896 14
(49. 1%) IZEIWERAMFRO btz ERBIERIE,
Hiif 480 {51 (26. 3%), HRJ%E 158 4 (8. 7%), HRE &
89 f1] (4. 9%) TH - 7=.

5 LARFNE Y A Bz B AR AR 76 $1(8 2
L omg #4525 ], 4 WL 2mg $5-:26 B, 4
& 0.5mg #5125 i) /31 5 (40. 8%) (2 EIVEH
DRRO LT, ERBIWERIL, LI 16 3
(21.1%), HR¥F 451 (5. 3%), ~CRAMESR 4 451 (5. 3%) T
HoTr.

(KFRI)

T-ABNOFEMAHRBROMERZBFE L, BITORREIC
[l T WRAG BT AR LA % £ 5 NI SE B )
FHEEBINLT,
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FRALDEE (F) R TEARHL

AR LB IR PA ZEAE (A 5 BBV I
H AN 2 & o [E B 3E A 3R © 92 & 72 55 TAH R R

[N O i IR P ZEE LS 5 SRBEREIE ) 28924
Hautg L LT ARH o F M AR [GALILEO X5 (76
W) F7-1% COPERNICUS #Bx (100 M) JoFh

(76 WD B WT, KA 2mg ZEEH Iz 146 B
FB 53 {51 (36. 3%) ICRIVER SR bz, E2REIEA
1, AR H I 20 i (13.7%) , MRJE EF 15
(10.3%), HR¥E 14 $1(9.6%), HRHA 8 B (5. 5%) T
HoTz.

O ARG S AEARNER] 16 B 1 HlIZFEIE
A GEER - 6.3%) ARDH BT,

RS CFEHE S N7 8 A ERER (100 SR BV ¢, A
Al 2mg &5 X7z 171 5] 64 51 (37. 4%) (ZBIVEH
RO HTz. ERRFENWERE, FEREH I 29 {1
(17.0%), BRJRE 17 51 (9. 9%) TH -7z
ChBEIB NN A GEI)

ZUOEHTFERD S | IRREBEEMD 2 WIXTEER S
HERICE Y EWER EHE SN b0 (BETFHIC
ERTI2EESFSREED) Zafi Lz 1F 1.8-1:
AMD X% CRVO D RIVEFH OFELHIE L OFE B | 12
BF 5 CRVO ORIEASR) .,

(1) EXTENMER

1) BREEE : B (0.3%), HRE LS (5.0%), fH T
HE (1.5%) , MBI EPNBE (0. 7%), #EMEH i (0. 7%) ,
M B EdAL (0.6%), - H i (0. 3%) , HEREEH]
B (0.05%) , #AMEZIFL (0.05%) , #ENE 3 L BBk
(0.06%) BB HONDBZ ENHDHDT, BEE+HITIT
W, BREDSRD LN BAICE®EEPIEL, B
WMEEITH Z &

N2 HANG R A M) BEEZNR L LEFIHER
B2 RBOOFEMT) FERIC THEREE O &Ik P 28
FEICFE D BB IE ) 268728 F 234 L LZFI
HERBR (2 RBROPFEMENT) R Z N2 THBBE
EHEF LI,

Flo, BHEORHOBMIXELZR L, IREF L L
THE - IR, AR EE, MRS O (5% b
BB BN L, EEREAZTT) 2 LI LT,

2) BZEH(0.3%) : BEA FITITY, BENRD S
NSRS 2 HIE L, WYARLEEITY 2 L.
(T2DMOEE] OESBR)

MEME R E IRPAZEIE (2 £ D BB IEA A 588 %
*Gg L LSRR T, Mz B4 2 gifE
IR D BN o7 (F1.8-25K) .
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ERALOEE (R X TE AR AL
2 ZofthoEIER AF ORI L IR AEE I 5 BODRIE S A5
FE B OB R SIS FE % 5 & L7 T
stk | ik e B 4 R CHE SNERNER (BRoERc &

MR | AR | AR | BRFE, | EIPNBE, SRR, MR | AR g
(24.7%) | KEREFSI | IS, AREIENE, AREONS

Ao, FAREERIRAB, AR

#, Mgk, AIENAN, A
FROZ LT, KR, A
TENE, S, T LA —t
AR, %ITHIRME, WEE
Biikde, 7 ROk, HiFES
=3

BHRE TRV | ST ORI, BT IAIRE, 85
U7} BERRARIE, SHBEVEIE, SEEEM
L, SEBEHREE, MR,

FAMEIE, ST RALE, W
Bt Rk, SIS R

JiE, MARSTOYBIENE, R T-IRGE

TG TEGHHOAL | PEGTROARIRE, AT
i PRI, TE| BE, TESHALARD TSR

SHEBALI | Arich, TEEEOLIOE, T
1. EBOCEE, RS OLIERR, T
S AL I

Zof | iR IR Sy | IRAR, HRMCHEE, HRAEFENE, R

B, R o RERR, IRBERRIE, IR
W, Wi g, IRBRZE, IR DA,
B, 7| BRENENR, eRAREAE, W,
B, ONRER | BRETE, ABUE, JCHULE,
IE, JLE IS K DN, RIET
IR

B SEFENE, ALBE

EE FLE, ARG

TR R RERREE, T

HERR FYN

W% BHIR, RPEH/ 2 VT T

=i
2ol AR, s, K5

AiE, #HEM

ED #GFHICERTIAEEREGL. £, KFEROFKIH
FEIE, FRCRLEORWIRY, BN E P APERE & 5

L LEHIHERER (2 RBROMEEHET (2 FR) 1 (AANE
Bz & de) K OERE L EIRPAZEAE IS £F S SMEIEIE A A3 D

BHE R L U FTUARER (2 3Bk (76 #[# & 100 JE[H)
OPEEMENT) (AARNESZ HT) 2 RH LT

H2) BREBREDT-OHERHL L.

)&V 1 HloBLBOLNZLO, WIT EFLT
TERZBEM] GRS Lz boxRE, FBIHE
BNCREH L7z, /o, Big 4 B ciamsE shTn
ROD, A TOHREICABREICESZBRLS
MTRIERNIE A & L TR L7z,
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FRALDEE (F) R TEARHL

9. ZDMDEE

(1)

AFFe G52 X0, 25D VEGF HEICERKT S
R IMAEZER I BET 2 A EFR (OHEE, K
i, MRS BSRBLT HAEEEN H H. BH
BN BB E &t RICE NS CE S
TEIAERER (2 RO ORI (2 /D)) 12k
VD IR MR SE AR B R R DR BLER T, ARAFIH
HREAIRT 3. 3% (1, 824 5l 60 1) TH o7,
1S 0 IR B FE S L P 5 BBV IR A 3 2 FRSr
TRt RICEWNA CHEE S s IR (2 3K

B (76 [ & 100 HH) OPFEMT) BT D

Bkt FEAE B F R O FEHRL, AHIFEHFE

AIRT0.6%317 il 26 THHo 7.

MRS D IR PA IR (2 O BRI 2 A3 2 /&

FraxtRE LSRR 2 35 (76 R0 & 100

81|

M) OUFEMITICRBIT 2T — X 1AW GERR L (i
¥rpET — 4% — bk 4.8 ), BITOREOXISRN

RN RS ) TH D FEERL LI
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2 1.8-1: AMD X (% CRVO DEIERDRBFIB B UREEE (MedDRA ver. 14.1)
LEERARBGI (RRJREE) : [AMD; 896/1,824 51 (49.1%) 1 [CRVO;117/317 51 (36.9%) 1]

10 of

16

AMD CRVO
(VIEW 1 }x TR VIEW 2) (GALILEO) (COPERNICUS)
0-96 14 0-76 0-100 3@

PT VTE Combined VTE Combined VTE Combined

MedDRA 14. 1 N=1, 824 (100%) N=146 (100%) N=171 (100%)

kR BIRIE 1 ( <0.1%) 0 0

DR 2E 1 ( <0.1%) 0 0

FEAS 1 ( <0.1%) 0 0

[EHAME 8D F U 1 ( <0.1%) 0 0

AR oD #7573k 7 (0.4%) 0 0

TN B BE 2P 5 ( 0.3%) 0 0

PAZE R A kN B 1 ( <0.1%) 0 0

R AR 6 ( 0.3% 0 0

BEOZ LT 5 ( 0.3% 0 0

g J¢ 3 (0.2% 0 0

AR g e A 1 ( <0.1%) 0 0

ES] 1 ( <0.1%) 0 0

— B 1 ( <0.1%) 0 0

H N 14 (  0.8%) 0 2 1. 2%)

B B R 4 (0.2% 0 0

FE T HNRE 5 ( 0.3% 1 0.7% 0

HANRAE R A 1 ( <0.1%) 0 0

FEAE 1 ( <0.1%) 0 0

s P it 0 1 (C 0.7% 0

HaE B HH 1 480 ( 26.3%) 20 ( 13.7%) 29 ( 17.0%)

MBS 1. 19 (. 1.0% 1 C 0.7% 1 0. 6%)

i ML fa 6 ( 0.3% 0 1 0. 6%)

ks M e 7 (0.4%) 0 0

AL 5 (0.3% 0 0

T LR — PSR 2 (0.1%) 0 0

gV B kL AR 1 ( <0.1%) 0 0

AR AR 1 ( <0.1%) 0 0

£ e 3 (0.2% 1 (C 0.7%) 0

fa I 1 R KR 11 ( 0.6% 0 0

A A 12 ¢ 0.7% 2 ( 1.4%) 1 0. 6%)

14 NP3 28 0 1 C 0.7% 0

8 6 e 14 ( 0.8% 0 0

i) R | 1 ( <0.1%) 0 0

AR 1 ( <0.1%) 0 0

AR Rz fi 10 ( 0.5%) 0 0

BRI FE i 1 ( <0.1%) 0 0

ARAE 11 (  0.6%) 1 C 0.7%) 0

AR 42 ( 2.3%) 8 ( 5.5%) 7 4. 1%)

AR 158 ( 8.7%) 14 ( 9.6%) 17 9. 9%)

IRZ 5 FEhE 9 ( 0.5% 1 ¢ 0.7% 0

R A R 6 ( 0.3% 2 ( 1.4%) 0

IR A i 9k 1 ( <0.1%) 0 0

AR g i B 6 ( 0.3% 0 0

IR g H i 0 1 ¢ 0.7% 0

AR A 7 e 20 ( 1.1%) 0 1 0. 6%)

AR Mg 5 (0.3% 0 0

IR B Jen i s 2 1 ( <0.1%) 0 0

MRHg 2 2 FEAE 1 ( <0.1%) 0 0

AR > F475% 53 ( 2.9%) 7 ( 4.8%) 4 2. 3%)

TR 1 ( <0.1%) 0 0

i H 1 1 ( <0.1%) 0 0

W BRI 1 ( <0.1%) 1 (C 0.7% 0

AT 55 B 1 ( <0.1%) 0 0

AN 3 (0.2% 0 0

14 N5 1 ( <0.1%) 0 0

et i 1 ( <0.1%) 0 0

VEIREHEN 41 (1 2.2%) 5 ( 3.4%) 8 4. 7%)

K B TR 2 (0.1% 0 0

£ P 72 if. 1 ( <0.1%) 0 0

EBEAE M 12 (. 0.7% 0 0

HPARMERE D 5 (0.3% 0 1 0. 6%)

FHEEF L 3 (0.2% 0 1 0. 6%)

FHELE I 0 1 0.7% 0
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AMD CRVO
(VIEW 1 Jx OV VIEW 2) (GALILEO) (COPERNICUS)
0-96 18 0-76 i 0-100 3
PT VTE Combined VIE Combined VTE Combined
MedDRA 14. 1 N=1, 824 (100%) N=146 (100%) N=171 (100%)
B B i 4 (0.2% 1 (C 0.7%) 0
HEBEA AL 1 ( <0.1%) 0 0
BT E R 2 (. 0.1% 0 0
EARNE 5 ( 0.3% 0 0
AR R A Ak 21 (. 1.2%) 0 6 ( 3.5%
AR 7 1. 52 (1 2.9%) 7 ( 4.8%) 5 (  2.9%)
1 IR 6 ( 0.3% 3 ( 2.1% 0
F A% FLEF HH 1. 1 ( <0.1%) 0 0
FRpeh et LB I 4% e 1 ( <0.1%) 0 0
AR 7 & B v A 1 ( <0.1%) 0 0
il 7 (0.4%) 1 0.7% 2 ( 1.2%)
SEARSE 3 (0.2% 0 0
T IR 2 (0.1%) 0 0
kA RS 15 ( 0.8%) 1 (C 0.7% 3 ( 1.8%)
AN R P 2€ 0 0 1 C 0.6%
NS P 3 (0.2% 0 0
HANEE SR O 2 2 (0.1% 0 0
NG i 1 ( <0.1%) 0 0
B H i, 16 (0.9% 0 0
ARG 4 (0.2% 0 0
M tass FRz L 13 (. 0.7%) 0 0
R A b ROE 1 ( <0.1%) 1 C 0.7% 0
] <N 0 1 (C0.7%) 0
G i, 4 e 1 ( <0.1%) 0
ARy BfEE 1 ( <0.1%) 1 C 0.7%) 0
S EVANEES 0 1 C 0.7% 0
NS T BRHERE 3 (0.2% 0 0
A ERR 1 ( <0.1%) 0 0
PR P i 1 ( <0.1%) 0 0
1B A % 1 ( <0.1%) 0 0
7 KRS 1 ( <0.1%) 0 0
TR 29 ( 1.6%) 1 C 0.7% 1 ( 0.6%
BT 20 (- 1.1%) 0 0
b 9 ( 0.5% 2 ( 1.4%) 0
il - {4 A 8 ( 0.4%) 0 0
LERRES ey 1 ( <0.1%) 0 0
4 IARZE 1 ( <0.1%) 0 0
il 7 A e 28 ( 1.5%) 2 ( 1.4%) 3 ( 1.8%)
RN 1 ( <0.1%) 0 0
SR RENERUiLY) 74 ( 4.1%) 4 ( 2.7%) 6 ( 3.5%
fil -4t i 5 (0.3% 1 (C0.7%) 0
IER NIz 8 ( 0.4%) 0 2 ( 1.2%)
[ER RN 1 ( <0.1%) 0 0
T 1 ( <0.1%) 0 0
1N R 1 ( <0.1%) 0 0
HEL 2 (0.1% 0 0
AR 2 (0.1% 0 0
it 1 ( <0.1%) 0 0
BT E 1 ( <0.1%) 0 0
VRO 55 Wi 1 ( <0.1%) 0 0
TSRO AR 2 ( 0.1% 0 1 ( 0.6%
TESHERAT R AR 2 (0.1% 0 0
SRR BE 3 (0.2% 1 (C0.7%) 0
RS 11 1 ( <0.1%) 1 (C 0.7% 0
RS HH i 35 ( 1.9%) 5 ( 3.4%) 0
SR JAE 2 (0.1% 0 0
RN S 1 ( <0.1%) 0 0
VRS A 9 ( 0.5% 0 1 ( 0.6%
TSRO I IE 2 (0.1% 0 0
FESHBATIE TR 63 ( 3.5%) 5 ( 3.4%) 4 ( 2.3%
TEFHINALE 5 PR 1 ( <0.1%) 0 0
VRSO IER 1 ( <0.1%) 1 (C 0.7% 0
[y 1 ( <0.1%) 0 0
SRR EOE 4 (0.2% 1 C 0.7% 0
2% R e B LR 1 ( <0.1%) 0 0
P 6 ( 0.3% 0 1 (. 0.6%
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AMD CRVO
(VIEW 1 Jx OV VIEW 2) (GALILEO) (COPERNICUS)
0-96 18 0-76 i 0-100 &
PT VTE Combined VIE Combined VTE Combined
MedDRA 14. 1 N=1, 824 (100%) N=146 (100%) N=171 (100%)
i 1 ( <0.1%) 0 0
14 N 5 15 ( 0.8%) 1 ¢ 0.7% 4 ( 2.3%)
RN 4 1 ( <0.1%) 0 0
I A G- 3 (0.2%) 0 0
AIR 51 ) o e 2 (. 0.1% 0 0
AL 1% AR R 1 ( <0.1%) 0 0
AL % 1 i 1 ( <0.1%) 0 0
L % H 1. 1 ( <0.1%) 0 0
LB X B IS 7 (0.4%) 0 0
PoN— 1 ( <0.1%) 0 0
L7 V7 F = HEim 1 ( <0.1%) 0 0
i _E - 1 ( <0.1%) 0 0
US4 of =27 3 (0.2% 0 0
T ERER TS N 1 ( <0.1%) 0 0
iRE L5 89 ( 4.9%) 15 ( 10.3%) 3 ( 1.8%)
ek sy =1k 1 ( <0.1%) 0 0
JRIPER,/ 7 VT F = e 1 ( <0.1%) 0 1 C 0.6%
WEfERZ 1 ( <0.1%) 0 0
W HRYE 1 ( <0.1%) 0 0
e 1 ( <0.1%) 0 0
S i L B 1 ( <0.1%) 0 0
T & 1 4 (0.2% 0 0
TR 1 ( <0.1%) 0 0
SRR 2 (0.1% 0 0
EEARIRT 1 ( <0.1%) 0 0
R I b 2 1 ( <0.1%) 0 0
VAR & 1 ( <0.1%) 0 0
rhkEE 2 (0.1% 0 0
— AN IR A 1 ( <0.1%) 0 0
TREF KR 0 1 C 0.7% 0
Fagail 2 (0.1% 0 0
ARHRE 1 ( <0.1%) 0 0
RS 1 ( <0.1%) 0 0
EAR 2 (0.1% 0 0
BARA 1 ( <0.1%) 0 0
T L — PRIk 1 ( <0.1%) 0 0
AT 1 ( <0.1%) 0 0
i 2 (0.1% 0 0
=y 1 ( <0.1%) 0 0
=30 1 ( <0.1%) 0 0
i A 1 ( <0.1%) 0 0
s 1 ( <0.1%) 0 0
HLBE 1 ( <0.1%) 1(C 0.7% 0
Bl LIE 1 ( <0.1%) 0 0
& 5 FERE 4 (0.2% 0 0
T LIV —EZ D FEIE 1 ( <0.1%) 0 0
F95 1 ( <0.1%) 0 0
FERE 1 ( <0.1%) 0 0
AR PN 4 6 ( 0.3% 1 0.7% 0
e I 7 (0.4%) 0 0

VIE: VEGF Trap-Eye , CRVO : CRVO (2R D SEBEVRIE, AMD : 383 HHBUANERS 2 B 45 14
*: VEGF Trap-FEye # —ECTH# G IN-BEEETe

1) MedDRA14. 0 TIEXHBEAE
2)  MedDRA14. 0 TlZAENEZSM:
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F1.8—2: AMDR UCRVOEMARBRIZRTREA L -EMEAO—K (25%H2, 141415 5 BRAEEH251)

ZEMEARBEMNE (RBRHEE)

| 25M1,013/2, 141451 (47.3%) BARALEM32/9265 (34.8%)

(MedDRA ver.14.1)

- Bl (BEEE) - Bl (BEEE)
Sl 25 (2, 141 41) 3 5AEA (92 #) i 25 (2, 141 41) 3 5AEA (92 #)
[0k 2 (<0.1%) 0 AR i e 5 ( 0.2%) 0
A B R R 1 (<0.1%) 0 ot 5 ( 0.2%) 0
D AESE 1 (<0.1%) 0 ZERE 5 (0.2%) 0
[ERME, HiEtEs LW NN S B2 5 ( 0.2%) 0
B REE] 1 (<0.1%) 0 MEO7 LT 5 ( 0.2%) 0
=15 1 (<0.1%) 0 LS 5 ( 0.2%) 1T 1.1%)
(B L UBkEREE] 1 (<0.1%) 0 ARSI 4 (0.2%) 0
[AIEAPE D F 1 (<0.1%) 0 £ R 4 (0.2%) 0
[HRpEE] 898 ( 41.9%) 31 (33.7%) NG N 4 (0.2%) 0
FENBEH 1. 529 ( 24.7%) 17 ( 18.5%) SEBE AL 4 (0.2% 0
A9 189 ( 8.8%) 4 ( 4.3%) NS 3 ( 0.1%) 0
fil R 84 ( 3.9%) 3 ( 3.3%) AR Mg & 3 ( 0.1%) 0
AR D FL4) % 64 ( 3.0%) 1 ( 1.1% JEAE 3 (0.1%) 0
AR 72 . 64 ( 3.0%) 2 ( 2.2%) AN 3 ( 0.1%) 2 (2.2%)
AR % 57 ( 2.7%) 0 AN T BRHERE 3 (0.1%) 0
VAN 54 ( 2.5%) 0 T LU —PEERES 2 (<0.1%) 0
[EEmadl 33 ( 1.5%) 0 MR BARIR S 2 (<0.1%) 0
T 31 (1.4%) 0 Kb AR Y 2 (<0.1%) 0
AR AR Ik 27 ( 1.3%) 0 BRI 2 (<0.1%) 0
FE N 1. 21 ( 1.0%) 0 SR 2 (<0.1%) 0
MR A N 21 ( 1.0%) 0 MR SRR K 2 2 (<0.1%) 0
HINET 20 (0.9%) 0 MR L EE 2 (<0.1%) 0
sk AR 19 ( 0.9%) 4 ( 4.3%) ANy BEE 2 (<0.1%) 0
HENEE S if. 16 ( 0.7%) 1 1.1% PHZERE 4 ok N b 1 (<0.1%) 0
FI R 16 ( 0.7%) 1 1.1% AR g A 1 (<0.1%) 0
FAPERD A 15 ( 0.7%) 1 1.1% E 1 (<0.1%) 0
A4 T i 14 ( 0.7%) 1 1.1% —im R 1 (<0.1%) 0
HEE R 1 R SfL 13 ( 0.6%) 1 1.1% ARSI ZE M 1 (<0.1%) 0
IRNE 12 ( 0.6%) 0 ARNE 1 (<0.1%) 0
PN O 12 ( 0.6%) 1 1.1% i N 308 e 1 (<0.1%) 0
A1 F B2 k4R 11 ( 0.5%) 0 2B Ly AR 1 (<0.1%) 0
I EE 11 ( 0.5%) 0 AR 1 (<0.1%) 0
AR 5z 45 10 ( 0.5%) 0 el RS 1 (<0.1%) 0
IR 2 FESE 10 ( 0.5%) 0 HENE R 1 R I 1 (<0.1%) 0
il 10 ( 0.5%) 0 B 1 (<0.1%) 0
fil 7 IR 10 ( 0.5%) 1 ( 1.1% BB 1 (<0.1%) 0
B R JESE 9 ( 0.4%) 1 ( 1.1% AR g £ i, 1 (<0.1%) 0
AR AR 8 (0.4%) 0 AR g T 1 (<0.1%) 0
Al 7 A 8 (0.4%) 0 AR o0 T B 1 (<0.1%) 0
AR D 75 % 7 ( 0.3%) 1 1.1% ARG E 5 FESE 1 (<0.1%) 0
AL 7 ( 0.3%) 0 TP B 1 (<0.1%) 0
i N 7 ( 0.3%) 0 IS HH 1. 1 (<0.1%) 0
i 5 P 6 ( 0.3%) 0 W50 B 1 (<0.1%) 0
ETANEY 6 ( 0.3%) 0 4 5 1 (<0.1%) 0
AR Witk B2 6 ( 0.3%) 0 TR o I 1 (<0.1%) 0
SHBEAREAE U 6 ( 0.3% 0 £ WS 75 i 1 (<0.1%) 0
Tl A H 1 6 ( 0.3%) 0 SREERE M 1 (<0.1% 0
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- Bl (BEEE) - Bl (BEEE)
Blfer# 2% (2, 141 4) 35AEA (92 fl) Blfer# £ERAQ 141 4) BL5EEAO2H)
EBE AL 1 (<0.1%) 0 [GE., hak Lo
A A LEE H 1. 1 (<0.1%) 0 B A FE] 36 ( 1.7% 0
A A LR I [ 1 (<0.1%) 0 F R 20 ( 0.9%) 0
IR 25 J) [ e 1 (<0.1%) 0 LB X DR 7 ( 0.3%) 0
AR .2 P 1 (<0.1%) 0 wE s Y 3 ( 0.1%) 0
LS STVIREES 1 (<0.1%) 0 AR 5 ) P o e 2 (<0.1%) 0
B IR 1 (<0.1%) 0 RPN 1 (<0.1%) 0
PO b AR 1 (<0.1%) 0 ALTE AR AR 1 (<0.1%) 0
TR A Ik 1 (<0.1%) 0 HLiE % A 1 (<0.1%) 0
7 Rk 1 (<0.1%) 0 ALiE 1% HH i 1 (<0.1% 0
T3 A 1 (<0.1%) 0 PoN— 1 (<0.1%) 0
i IARZE M 1 (<0.1%) 0 R 115 ( 5.4%) 1 ( 1.1%)
R 1 (<0.1% 0 ARJE 5 107 ( 5.0%) 1 ( 1.1%)
RS 1 (<0.1%) 0 I i 3 ( 0.1%) 0
A NN R P 28 1 (<0.1%) 0 RHERS
A i 1 (<0.1% 0 LT F = 2 ( <0.1%) 0
AN AL 1 (<0.1%) 0 2 v = 1 (<0.1% 0
[ b ] 4 ( 0.2%) 0 mE 5 1 (<0.1%) 0
G 2 (<0.1%) 0 I BREREE N 1 (<0.1% 0
TR 1 (<0.1% 0 SRR A B 1 (<0.1%) 0
F N RS 1 (<0.1%) 0 [ & OsessEE] 1 (<0.1%) 0
[—ﬂ%-éﬁrﬁﬁ%iﬂsiw‘ 129 ( 6.0%) 0 TERR R Z 1 (<0.1%) 0
B HIRAL O IREE] (A EHFb L O
SN 72 ( 3.4%) 0 b ] 2 (<0.1%) 0
VESRHET H 1. 40 ( 1.9%) 0 R 1 (<0.1%) 0
FESH AT AR 10 ( 0.5%) 0 AR 1 (<0.1%) 0
SN ALBE 4 (0.2% 0 (B, B X ORAR
WO EY (FaB LD
TR AL R 3 (0.1%) 0 K —F &gt ] 1 (<0.1%) 0
RS 2 (<0.1%) 0 AR i FLEE R 1 (<0.1%) 0
TSR S R 2 (<0.1%) 0 [ R bR ] 11 ( 0.5%) 0
TS AT AT 2 (<0.1%) 0 N FEAE 2 4 (0.2%) 0
SR 2 (<0.1%) 0 SHYF 2 (<0.1%) 0
ESHAL AR 2 (<0.1%) 0 T s 2 (<0.1%) 0
TS RO AEAR 2 (<0.1%) 0 TR S 1 (<0.1%) 0
7 1 (<0.1%) 0 A BRI 1 (<0.1%) 0
HAThEE 1 (<0.1%) 0 JE L PE 2R 1 (<0.1%) 0
e a7 1 (<0.1%) 0 s £ 1 (<0.1%) 0
SRR G 1 (<0.1%) 0 3 I A ) 1 (<0.1%) 0
TR Z D FEIK 1 (<0.1% 0 iy KR8 1 (<0.1%) 0
Rk 1 (<0.1%) 0 Riziilrsd 4 (0.2%) 0
[y R E] 5 ( 0.2%) 0 Eagranill] 2 (<0.1%) 0
YR RUE 5 (0.2%) 0 ARHRSE 1 (<0.1%) 0
URRYWIE $5 & OV AR hujiE ] 8 (0.4%) 0 R 1 (<0.1%) 0
AR 7 ( 0.3%) 0 [ L OUR I PR ] 3 ( 0.1%) 1 (1.1%
2 R o B LR 1 (<0.1%) 0 HEAR 2 (<0.1%) 1 (1.1%)
BT 1 (<0.1%) 0 e N 1 (<0.1%) 0
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- Bl (BEEE) - Bl (BEEE)
Blfer# 2% (2, 141 4) 35AEA (92 fl) Blfer# £ERAQ 144 |SH5EEA02H)
102 E N S SR 7
[iFg P 5 ] 5 ( 0.2%) 1 1.1%) 3B 1 (<0.1%) 0
N 2 ( <0.1%) 1 1.1% ERER AT 1 (<0.1%) 0
7 UL — PR 1 (<0.1%) 0 T UE—T S RS 1 (<0.1%) 0
K 1 (<0.1%) 0 BiS 1 (<0.1%) 0
N 1 (<0.1%) 0 A tES 1 (<0.1%) 0
S 1 (<0.1%) 0 (SRS L ORI E] 7 ( 0.3%) 1 1.1%)
YD 1 (<0.1%) 0 AR © 7 (0.3%) 1 ( 1.1%)
[+ & Oz TfiLigkbe
#] 10 ( 0.5%) 0 [ & ] 7 (0.3%) 0
9 FESE 4 ( 0.2%) 0 e I 7 ( 0.3%) 0
FLBE 2 (<0.1%) 0

EL4 1T MedDRA ver. 14. 1

D AMDCTD BIVEA —HE £ TlE [3EBHE] & L CTHEF STz 5,

2 AMDCTD BMMEF—E&FE Cid TR & L THEF STz 2 4,

O Mz oFEL4 T, mAREWERICTHE L,

Vo TEkE , TREANRE) , AN, TETFAamkE , DkEERES) 227 0—
7L, 956 TREFHLEOREEFENGE TERVWAERSR (BBEE L OREERIZM D
W) | & AMEERNERE ] OFS4 T, THREFHEORRBEMRIIGE T 50653 L
DOREBRIIEETERWVEESRSR) & AN OFR4 T LD TER L. NFULLL
ToLEy ;

I ShioFL4

e =l BE ANk | ZEtEa Nk 2% N ANk IR A AR TR T At
X e AR (2, 141 1) 10 (0. 5%) 0 3 (0.1%) 2 (0. 1%) 2(<0. 1%) 16 (0. 7%)
PHEHE R BANEMO26) | 1 (L 1% 0 0 0 0 1 (1. 1%
- AR (2, 141 6) 6 (0.3%) 0 1 (<0.1%) 4 (0.2%) 0 9 (0. 4%)
" A ) HE (92 i) 0 0 0 0 0 0 (0. 0%)

5 ARBIOWEISIED H B, AMD OISR (B Ete) & L7,
6 M EoEE] OROETHHE LT,

CRVO : CRVO \Z ¥ 5 HBEVEAE, AMD : 72 H RNl B 254
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1.8.3 RAXE (R)

wk~—2 (k) ZH,



RATDIRMNICEZZRT L5 &,

==
(%)
201X F @ ATHET (E@hR)
2013 &£ 4 AkaT
H A B E R L 5y B % 7 871319 |
ENBAUE
I= : AR % A VEGF*BRE#I
nhEeAERS oo . &S | 22400AMX01389
T T A ) =T HFARRES & 40mg/mL T | 2012 1]
2 ~ 8 CIFT 5L A B A % ) B Bt HRIERALA 20125 11 A
P i T 7Nt T b GEGFRIER) BFERESHR ==
EIERE
EYLEA® solution for IVT inj. 40mg/ml IR 2011 11 A o
D

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

WES ROBEIZITHES LN L)

(1) AHN ORIk U BUE OBEERE O & 5 BE

(2) IRSUTIRF PTG D B D B, & D WY D5
WD D HEEIRNEEDBEERFIEANRERT S
BEnnH5. ]

(3) IRNICEEORIED H 2 BE [RIENELT DB
nnHsn. ]

(4) HEESUTIEIR L TS ARt D & 5 2ot [ Titda,
PEWR, RIMEFE~OKL ] OHSHE]

| ik - ARICEET AHALOEE

[HARE D B ARBA ZRE (< 1% 5 WBIZIE]

L (DBRAEORER 1 I 1 % HEZIATY, ZOFE |

RROBE ORIEZ MR B L, ARG |
ERICOWTREICHBIT 5 2 L. |

WA - K

oz T A U —T f FRPERK 40mg/mL

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

e g | CEIETHLEOT omg

134 7 (0. 278mL) 1, 77 U~k |k
(B T#H )™ 11, 12mg

U U KFET RY A 0. 222mg
U UBE—KFEF RY 70 0.313mg
AT b Y 7 A 0. 65mg
FERLERE © 13. Ing

ARY YV _— | 20 : 0. 083mg

e
(1A T )

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

¥ T v A =—ANLAZ I E W TRES LS.

WEE - 2R
FPL T T IRAE ST A 0L A 2 P 5 Jikn 2 BEZS 1
ARG O IR PA S (0 5 BBV

WAx - HE
POETIEEFEME 44 S MEENEE

T7 VN7 s (BEAHEZ) E LT 2mg (0. 05mL)
1y AL 1E, W3 A GEAR) YT AR S
T5. TOHOHEYICBWNCIL, @, 2 » AT
(1 E, EFENES TS, ek, JERICK Y EER
b2 HRR T 5.

S D ERAREA ZEAE (2% 5 EBLRIE
T7IV~E7 b (EfEfx) LTl RHED
2 mg (0.05 ml) ZAETHAANEEGT 5. FEHEIE, 1
w AU LEHTFHZ L.

L () BB, BNEET A E T, |y Al 1A |

BT ENEFE L.

| [ MEetiE] ;
L () IR SR 3D & I % R L, RS |

RO DLW EIITEBRERE LienT &

L (2) BRARARER T, FIBRIGHRIC SV TR AT |

PRTWARV. WRICHIG SR L 2 DRER DS |
SO, WINRFREGIR O A RE & fEME & I |
AR L7 ECAR ARG D2 L. Ak, WEE |
B350 B AR A G0, IR TO%R A |
o0 L TR RIROWRE(T) L.

BERALDEE
1. EERS ROBHEITHEEIKETHZL)
(1) #kNFE, mEREREDBE [—BMEICIRER
ERITHZEBDHD. J( THEREANER]
Bt TERZEIWER) OEEHR)

(2) Wi 2E AR S 0E— M AR i 6 1 o0 BEA: JRE S8 o>
WzZE DERRIK T O 5 5 BEMHMZEF R H 5
bhadZendbs. ] ( TERREWER] KO
[ZOMOER) OHESH)

2. ERGERNIE

(1) MR U BE 9 D M ek z A L, iR TESS
DFEEFHABT D +o 7 ik - RO & 2 IRF
EDORPAAZEEGT 5 L.

(2)  AHTIRPNTESHICES LAE A S5 3850 (H3E3,
s T o R R R OV SR ) ~ oD B BUE 0D B
FEREIZOWTERNIC o RMZEITo 2 L.

(3) AHIDOTWFENTES OBRIZIE, FRROSICEEL
RINBATH & &b, BEFHICERT A ESE
Gl UCHRER I, IRV, AR EofaE

I EE-EMEORGTEAMCEIVERTZ &



FENLEHEINTVWALADTHEETHZ L.
( TRIER ] DIESMR)

1) fHFARRERL, BEAE T TS 28 (F
MAFRHEEEZITY, WHTR, I UFRE
IRAX A, B R L — 7 R OWE B ig s 5 &
T2 &. )

2)  AFIBERNT, 53 7R R & R A HRA
D217 5 Z & URBHUE RURANIAHA
Fh 3 HEIMNOEGH% 3 HETRETHZ
&)

3) WMOEAT ¢ VH —fFXEEEHE, TR
PNIEFHCITR R Lanws & (T
LoEE] OEEMR)

4) WEHKGEFGTZD, BEEMN 0.05mL TH
L LERERNCHESRE TS L. (TH#EAHLE
DEFE| DHEBM)

5) BFEITHL, BBNKZRET 2R (R,
Fei, &M, TRE)BHSbHEaIcX
EHIGEET LI ET L L.

(4) FHFENEFICIVIREZ Bt LR EED
BENDH D DT, AAMBG%, Szl it
DOERE L RE LA OF B Z@ENAT) Z &

(5) AHIDR TR %, —BEICFEHE 2 B 5 b
NBZ LD, ZORERNEES S £ TH
PO O B0 1 B B85 00 AR LT 1R S AR L
LORETS L.

(6) A~ AT avf ) 7 i ofn A 4B BE 8 % D IR ) 18 f 23 38
D b5 MR P O EFRPAZEAE B A ~ DB 51, sk
T2 EBEELL.

3. BlERT™Y
OB FARGIEFHAEME #1445 MEHEREHE
EINACE N SN B AR (2 3B ST
Q FHD)) BT, RFNZEIY T bz 1,824
B (8 W =& 2mg ¥ 5-:610 431, 4 = & 2mg ¥ 5-:613
i, 4 & 0. 5mg $5-:601 ) 4 896 ] (49. 1%) 1=
BIWERAMFRO bz, FERRIEAE, MBI 480
141 (26. 3%) , ARJF 158 14l (8. 7%) , BRE 55 89 14l (4. 9%)
Th-oT-.

I BARANZEN O 1) Bz BARNAER] 76 51 (8 3 =
L omg L5 25 0], 48T L 2mg ¥ 5126 ], 4 38
Tk 0.5mg #5125 ) 31 45 (40. 8%) \ZEIVER A

RO L. ERREIERL, MEHm 16 #1(21. 1%),

9 4 41 (5. 3%), RUIRARESR 4 61 (5. 3%) Th -7z
(FKFBRE)

S D ERAREA ZEAE (2% 5 EBLRIE

H AN % & To [ B 4L A 55k C 980 & 72 55 AR EK
B (76 D ITEBWT, KA 2mg ZEH IS4z 146
Bl o 53 i (36. 3B IZRIMEA S binlz. F7eEl
TERE, R 20 #1(13.7%), BRE EH- 15 i
(10. 3%), HRJE 14 151 (9. 6%), HRAIEL 8 1] (5. 5%) TdH

27z

O bAAIZ G S e AARNIER] 16 it 1 FliCEl
TER GRERRHAMm - 6.3%) 233D BT,

HESL C S S 72 55 AR ERER (100 A 1B W,
AF omg A 4% 5 S 171 61 P 64 B (37. 4%) [ Fl
VEFAZED ST, E2RIWEMIE, HEHm 29 £
(17.0%), HR¥E 17 51 (9. 9%) ToH o7z,
(ZhREIBINAGRER)

(1) EXLEEA

1) IREE : BN (0.3%), IREES-(5.0%), M+
splEE (1.5%) , SMEMEANEE 0. 7%), MR
0. 7%), MR LR L (0. 6%), figT-AH
1 (0. 3%) , FARFEHIEE (0. 05%) , MEREZIFL (0. 05%),
R E R RIEE (0. 05%) A Hbivd Z &N
HBHOT, BEETHIT, BENIED LN
ARG A2k L, MY LB EIT 2
L.

2) BZE (0. 3%) : BIZRE IV, B ARD
SN BEAIIIHR G 2Pk L, @Y 20 21T
Y2 L. (TZoMoEE] OEBMR)

(2) ZoinEIER

1~5% e HEHE
il ki R

AR | GEMEH | DRFEML, | IR, UMY, Sl | Ik
Q4.T% | KEITEOL| B, IR, RO A,
I R R, O, £y
%, WIBAMIEL, FiEO 7
LT, RS, e
Mg, 7 LAE
SRR, AT %,
7 KUk, AiE
IR FTURTR | TR, TR, 2
e T, SHOEIE, U
L, EHEEREE, W,
PRI, ST RRAEE, 8
I I, RIS R,
BB BEE, 6 1T 2

5%LL

=

TSR TEGHEBAL | TES TSR ALAL
fir. PG, TE| B, TR ik

il

SR | RCRCB, DEMINZE, YEAY
i LRI, VRSN, T
S

Zofh | IR RS | IRAE, IRCHE, AREFEE, R
B, MR ORERR, IRBRRRNE, IR
W, VR | R, IRMEZE, AR DH A,
B, 2| IRECIERR, meHRIERE, A9,
B, RN | BT, ZEHUE, JEHUE,
VRN, JLENC K 2P, KT

MR AR

)3
SR EPEIE, ATPE
TR L, AR L B
TR R SRR,
kg Bl
W7 HER,_RPEA LT T
R N

AR, S, SRR EUE,

ot Fagaliin

ED BREFRIGERT28HFFREE0. £2, SHFROFEIA
BEIE, FRICREROZR VIR Y, BTN A P R 2 5
& LIRS (2 RO AT (2 4RR) ) (RANE
Bl %5 Te) R OMEM L IIRPAZEE I ) HBHEEEZ 35




B AR L U ISR (2 3B (76 M & 100 ()
DOFEIENT) (AANESIZEL) Z2af LTz,

H2) BREBREDT-OHERH L L.

5

EEE~NDRE

— Rz EEnE CITAEBENER T LTS DO T,
HEETLZ L.

VENR, LR, RIBFAORS

(1) LA SR AEIR LT FTEEME D & % Ao MEAT 154

(@)

6.

1.

8.
(M

(2)

H LW Z & R ATRE 2 oM, ARAIB G-,
WY R A VWD X oET s L. [UY
XOIR - fo I EEMEBR (3~60me/kg % FEE TR KA
IR ) 12BN\ T, BEMWORERD, iE
PE, BRBIRFET R OMRRAE UL, Ak
B OEMAHE SN TWD. Blo o
WE - BB (0. 1~1mg/kg ZIFIE 1 H ~28
BRI FTHE) 2B\ T, B O£,
PR OV AT TE) OB EE ShTnb. i
BRIV T, AF OB EE MRS H it
7=, ]

FHLA O LA TIIARF G-Il 2 i) s
528, [B FRHALTF~OBITIIRHTHS. ]

NEFEADEE

AN, FAENR, L, ShISUI/ NSRS
T D RAMEITMESL L CuZau, [EATRERA 2. ]

BERS

FEARERBIC RV T, —mEORIE EAEA®RE SR
TW5., HEFBEOEIMIEVCIREN EH3+25 2
ERBHDHOT, RIEZREL, BENBED LN
LA ICIEY R AEEITH Z &

BRLOEE

BERK

AFNIWFERRNIC ORG-S5 L.

58

1) AFNE, EHEENCSEICRTZ L. KRk
B U7RERDS 24 BERZHE 2 72 K oIl
TAHZ L. REIHE TEIBITHE L-EMN
24 K ZHZ 2V IRY, BEMEKRTT S
TENTEDLN, VERNRIZEDDZ L.

2) BRRIC X DHERBEAITV, HFHRICHR T, 18
B XNIEARRD LNDGE, ResITHEN
BOOLNDLGEE, REPBDOLNLIHEIC
IEA LN &

"5

30 S —VOIRBHE AT L.

HmRAAE

D 124 70ME 1 BFIR) OAOFHETS
ze.

2) FIAFvIHOXY v TETY, SAT
NDALEOIMIZEFET D, (E1)

(E1)

3) FEICFEMRS NIRRT 4 V& — 1 8RS
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Crax (ng/mL) 6/3 19. 3+22. 8% (0-54. 0)
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(ng-day/mL) 6/3 1194190 (0-474)
MRT (0=t 10s) 6/3 1.66+2. 37%2 (0-5. 75)
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BHIEBLMHENIRE T,

W= R T A 2Ll LRGBS IR OAE T 23 16 SCFA



x VIEW2 HERICETHAMERVEREEHK
(1 FBRU 2 £HOBR)

® VIEW HERICE T 2F5MMERVRERHK
I EBRV 2 £HDOHE)

C) PRS2 Bl %/ FPAI 51 SIS RTA 51 2

@
J

VIEW2

S

O-III Ll L 1 | T - ——
0 8 16 24 32 40 48 56 64 72 80 88 96

| TR+ P RE

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

] VIEW2 BBRICE T 2 REEERNDOTHE(E
(X FE) OB

(2) B4V S TARERER (VIEW 1 3t88) &Y

TEFMIEE TH 5 BETDRS HAEIC LY 1 FERIZHEN
DHERFF STV BB OEIS (PPS fi#HT) 1%, AFKI S8
WL 2mg B GHETIZ 95.1%, Tt RA~T 4B
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3,4,9)
EEEHMEIEE TH D ETDRSHR AN FKIC LV 24 B IS E
BIER AT 156 CFU EOBRAEER L NI BED
TG (FAS FEHT) 1%,  HHEEE 22 1%IC%F L, AK) 2 mg
B 5RET 60. 2%, RERIZEI 38.3% (95%ISHEIXE : 24. 4
~52.1%) TH Y, KFELNEEIENR TS Z EAVUR
7z [(p<0.0001, Cochran-Mantel-Haenszel (CMH)
BE). BARAEMIZEWTY, <AL 12. 5%k L,
AH) 2 mefs 5HET 61. 5%, FEMAEIE 49. 0% (95%EHHIX
f:3.93~80.04%) Tohotc. /52 A TYH, XK
BE 32, A%ITHRT L, AAI 2 mgf 58ET 60. 2%, BERMFEIE
27. 9% (95%IEHEIXE : 13.0~42.7%) ThY, ARAE
HicBWTh, R 25. 0%Z% L, &K 2 megfk 5t
T 69.2%, RERIZEIE 44.2% (95%{SHE XM : -1. 57~
77.36%) Tholz (TRBH).

< GALILEO HERICH (T 5 HRMMER VIZ5EIH
(24588, 52;BERUV 76 8B DHHE)

— FOREAE 2 s En =p = R A ome 4 5
b — T i L e e RS TR AR 2 AR % JE M L 7
= . = 24 B2 16 UL Lo ik Ess PN - -
[GALTLEQ %%k (B AN % & o 5 UAH [E B 3 [F] 38R, I BEOHAT () (45 R Us/68) (62100
COPERNICUS 7§k (Vg2 T AHAXSR) 1. GALILEO 3R T3, HAR NI (Wwe ®/13)
N N o = #H TOREBIER N 227 P 3.3%14.1 18.0+12.2
A 2mg B 5 REIF 200 HE T4 T L IZEF6mlk G L, ?T%ﬁ;m;—)fwf%gﬁgm,/&> Bl (65) o)
2 ¥ — 1. Ry ~ : 0.6%£10.9 17.3x11.5
Z O%IE PRN 255 217V, —F, XIMREEE 48 W H FAARH @ 1a
FC 4382 L1 Sham {EH* L, ZD#%I% PRN & 5% 2(;\;?“ ETORGRIBERAGEE | 2 5.3%1.5 5.740.9
% 4T - 7=. COPERNICUS 3Bk TI, AHK 2mg £ 5-FE1% 20 FAMEN | a1z 6.050.0
N NN = P 25l i 15 L LA - 32.4 60.2
HHETA4HZLIZE 6 mIBEeS L, ZORKITPRN 5 Pty ahiestyeitareal O B L (22/65) (62/103)
ATV, 07, IBREET 20 A FECIX 4T LI RAMER | o /i
Sham {E4F L, Z O IE PRN #5247 o 7. L CORMRER) G0 | an | OSSO OES
B AL 3.3%14.3 15.9+13.5
M1 24000 48 HHF T4 I LT, 52 LML 8 2 L IC — ® ()
B U G o TR 2mg %5455 Sham M 247 > 7 e [ 105712 1.6=28
o BARNEM 7.6+5.8 12.2+1.9
<BR5EE> 76 WA C 15 CF DL LT o 29.4 579
B L8 (ARELE) KT BEOEE () (FAS) (2102 6:2) (523123)
b omy HeReRatls A AL o
(/8) a/13)
- OCT Ty 12 X2 POMEEEOBINZED 5 & 76 3l H CORFBHEN A =T O o 2T ERESTAS
LB, REBERNAITRZNETOREAIT NG 5 TR = BEE{RSE (LOCF, FAS) o - 1(581)4.6 — (01331)7.1
XFU DT ® 43)

+ OCT I & 2 HULERIE 2, BEREMORARIE L D & 50um 2

() PN % 4 K/ A {51 4 S AT 51 %

X1 : 48 H £ T4 LT Sham JEH L, ZF D113 PRN &5

Z BN
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2 20 HFCAWMTLIZE 6 IS L, ZTO®%ITPRN &5
324 W H F CICEMPIE L E TIEkEE) L LTz,

GALILEOZAER

20

: %%%%+%%%%Hﬁﬁ/%%7]

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
8 THELRERE
ogict 3 o AFlometk 58

(320 BBIES M D - 385k

GALILEORZRICH T2 REBERNDOTEYELE (XFH) 0#B

(2) #4M S M HAAER (COPERNICUS 5HER) 2

EEEHMEIEE TH D ETDRSHR AN FKIC LV 24 B IS E
BIER AT 156 LFU EOBRAEER L NI BED
TG (FAS fifAT) 1, XPHEEE 12.3 %ickt L, AAl 2
me P 5-FE T 56. 1%, BERDZEI% 44. 8% (95%IS#EIX[# :33.0
~56.6%) TH Y, KFHELNEEIERL TS Z EAVUR
S (p<0.0001, CMH #RE). £/ b2 WHTH, %t
HERE 30 1%IC % U, ASH 2 medt 58 C 55. 3%, AEMAIZ=IE
25. 9% (95%IEMEX R : 11.8~40.1%) Th o1z (FESR
R .

#x COPERNICUS EAERIC & I+ 2 B R U5 EIH
(24588, 52:BEHRU 1008 H D i#)

R HRRE AR 2mg B 5B

24 1 B 16 CFLL LoD geER P 12.3 56. 1
HONTZBEOEIE (W) (LOCF™, FAS) - (9/73) (64/114)
24 38 H CORMHEHRNA=2T O o -4.0%17. 96 17.3+12.78
YA R R S (LOCF, FAS) - (73) (114)

24 1 B ¥ TORGFEE - EEUERE (FAS) P 6.5+1.33 6.320.66
52 il H {2 15 0Ll E o esn St 30.1 55.3

Z NI BEOFIE (%) (LOCFH, FAS) : (22/73) (63/114)
52 8 B TORMMBIER I A2 T D P 3.8+17. 14 16.2+17.35
AR ARER S (LOCF, FAS) (73) (114)

52 il H ¥ TOHRGEH - EEUERE (FAS) o 10,63, 85 12,249, 07
100 J T 15 SCFLA R ks P 23.3 49.1
HBHNFBEOE S ) (LOCF™, FAS) R (17/73) (56/114)
100 i H TORFMBERN A 2T O o 1L.5+17.67 13.0+17.72
THPEAL B+ BEHERE  (LOCF, FAS) (73) (114)

) PIEEZ M 1/ AT 1148 S 2T (1

¥1:20 M HE T4 LT Sham FEH L, Z D% IE PRN %5

2 20 HFCAWMTLIZE 6 IS L, ZTO®%ITPRN &5

¥3:24 WH E TICREITIE L, 2o 2mg £5- X3 Sham 4 D [F]
Fos 5 MR OMBE T PEdGE) & L. ZnlADEEE,
LOCF JEIC L » THisE L 7.

COPERNICUSERER

(3 ) IS W S -3 1 3 3ok o

O & 6 216 20 26 2 3 3 40 46 4B 52 % G 64 BB T2 76 0 G4 G862 %5 100
a Tl RRE
ot A Fl2mgk 58

B COPERNICUSEHERICH 1 5 REBRERNOTFHELE (XFH) OB

MR R
1. fEREF

77V N GEBE M Z) 1L, B M VEGE &
FE1 RO 2 OMIas KA A %k b 1g6l D Fe R
AL NTHES LTABR A EHEREAE CTH Y, A
HOF afZ/RKE LT, BHEEINREREAMTSD
R BB A2 B AU D 9 19 73 1 A2 3 A e OV 8 T HE e
B4 25 EEZ 5N TWD VEGF-A KO IFEK
T (PIGF) Bz, AkOZHRKL D bEWHFET
WAETHZ Xy, ZoEHEZHET D, F£7-,
[FIERICHRIR B~ B 503855 P S5 C\% VEGF-B
WKhHEETD. 77Ut hOk b VEGF-Ag,
VEGF-A5, VEGF-B K TR P1GF-2 |27 5 & DAl
EF K 1L, TN 0.5pM, 0.36pM, 1.9pM K ¥
39pM T - 7= (in vitro) &1,

2. BMETIVIZETSER

<R, Ty RO L OIRE BB T T T
T, 77V ME, BN OJEA 7 i B A &
O R HE D362 2 4] L 7= 1820820 )0 L—f
—F RIS A ST LTIk, 77U~k
N OB T RNEEIC LY, L —F—EEROIREE
FrAMAE (ONV) OFE A BIH S, FZBRICE R S
iz ONVIRE O M E IR A s Lz 2.

BEMES CEAT HEBEENAMR
—W&& T 7 )T N (GBS Z)
Aflibercept (Genetical Recombination)

%%iﬁ . C4330H6812N116801306832
(REEMY, 2 &)

8 §9 115, 000

A BH:e  VECGFZEEKIOE2 Ig KAALY, b b
VEGF SR/ 2 D3 Ig RAA >, kUt k
T1gGl DFc RAA b 72 54327 X BRFR A
DY Ta=v k245 FnbERINLERT
FEHLZ A A PEE RY

WERWOEDEE
B ZRDTZ0, ARSI ANTARIE TRAFT D
ze.
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maE
TAV =T AENESAF > b 40mg/mL
1 Fv b

W3 E 30

1) Dicioccio, T. et al. : /A T VIR FENE B[
ke GHELAN) 1(2010)

2) Anderesi, M. : XA VI EAENE R B AN E S
To s A EIFR AL [FIFRR ] (2011)

3) Stemper, B. : /3o /USRI PNEEE[24 3, AAK
A % T AR [EI B SR [FRAER ] (2012)

4) Stemper, B. : A /UM EANEEH5G2 0, HA
A% & e NAH FE RS [FIEAER ] (2012)

5) Struble, C. et al. /A T)LEKGAEPNER Y
HRE (43710) 1 (2008)

6) Anderesi, M. : /3o T UEK LA NE R EE I AHFER
(2, OFafErT ] (2012)

7) Anderesi, M. : 23 /USRS AEPNEBE [ IAHFABR
(24EM, BANT (2012)

8) Vitti, R.L.:/NA = LBEGAPNE RS IARFER
(/7 — %) ]1(2011)

9) Stemper, B. : /3o =/VIREAENEEI76 #, AAR
A % E oo AR EI BRSE R RER ] (2013)

10)  Vitti, R.L.:2SA L3R5 PNEEEE 5 A ER
(2438, s —%#)]1(2012)

11)  Vitti, R.L.:23A T U3EEHPI% R[5 IAHEER
(52 38, s —%)1(2012)

12) Vitti, R.L.:2NA o) USRE A PNEERE (5 A EER
(1008, Wb —2)](2012)

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

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

l§l_Zhong, X. et al. : Mol. Vis. 17 : 492(2011)

16) Rafique, A. et al. : /A T/ USESALPNE R3S
FEP] (2008)

17) Shi, E. et al.
H](2011)

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

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

20) Nork, T.M. et al.:
1042 (2011)
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Arch. Ophthalmol. 129 :

WCEREE R 5T
FEERRICGEEHOENERHZ>& £ LTH TREIC Z5F
RFE.

NA VRS c AT A HNA T A= 3
N
T530-0001 KPRmidbXMEE —TH 4% 9 =

S RBGEGR S EIRFER EIRER=S
T533-8651 (fHEBIE(ER5) KB HIE | X T HiE
3-9-19

BERFERESBVEHLEE

WA VM <FD wé”ﬁﬁmzofwﬁ%%

S RBGEGE S EIRFER EIRER=S
TEL 0120-921-839 06-6321-7056
SZATEERT 9:00~17:00 (++ H - HLH &)

et & RKMIERA S
KPR HE) X T #1E 3-9-19

RYERRFE T () A VIR ERE S
KT ALRHEH T H 4% 9 5
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1.10 BE - IERFOHEEEENOT LY [H1T]

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

ﬁ%

i3
s

FI2VRILVETEDT7 I/ BBEIRVSRAILT « FEES

SDTGRPFVEM YSEIPEITHM TEGRELVIPC RVTSPNITVT

LKKFPLDTLI
ATVNGHLYKT

VLN?TARTEL

PDGKRTIWDS

NYLTHRQTNT

NVGIDFNWEY

RKGF I ISNAT

IIDVVLSPSH

PSSKHQHKKL

SEMKKFLSTL
RVHEKDKTHT

TPEVT?VVVD

TIDGVTRSDQ

CPPCPAPELL

VSHEDPEVKF

I
GLYTCAASSG
GGPSVFLFPP

NWYVDGVEVH

YNSTYRVVSV

ISKAKGQPRE

DIAVEWESNG

LTVLHQDWLN

PQVYTLPPSR

QPENNYKTTP

|
GKEYKCKVSN
DELTKNQVSL

PVLDSDGSFF

YKETGLLTCE
GIELSVGEKL
VNRDLKTQSG
LMTKKNSTFV
KPKDTLMISR
NAKTKPREEQ
KALPAPIEKT
TCLVKGFYPS

LYSKLTVDKS

|
RWQQGNVFSC

SVMHEALHNH

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

YTQKSLSLSP

GK

AN A=t e/
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% o f IRt T O LEEOET
ML
N123, N196 :

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

Gal-GlcNAc—Man

N36, N68 :

Gal-GlcNAc—Man Fue

|
NeuAc, , Man-G1lcNAc—GlcNAc

Gal-GlcNAc—Man
N282 :

GleNAc-Man Fuc

|
Gal,, Man—GlcNAc—-GlcNAc

GlcNAc-Man

R T IRKS AT 2B i 2 £ O INin s BEZE 1

=g
|
=g
g [e

77Vt GEIGFREHAZ) & LT 2mg (0.05mL) 21 # HZ &1
[\l e 3 [ CEAHD) HHEANEET 5, EO%OMERFIZIB W T,
HE, 2 T8I LEL M HERRAREST 5, B, IERICE WV REHEE
HEMET 2,

R B .
U - MR RIS, AL A

k

ZIE SOk =i

* HTHORGR G AR AL I TMEIE (BE1ERT « Z24H)
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il K O %)

JFAE : 77 Ut N GBI Z)

A
XA T VL
s ¥ 7 A Y — 7 WIS 40mg /L
D=y 1 Eo$5E (0.05mL) o,
77V N GEEBEHEELZ) omg
123470 (0.278mL) 1.,
77V N GEEB L) 11 12mg
X ML
e ¥ T AV — TR RN % >~ R 40mg/mL
BAy - E 1 Blo# 55 (0.05mL) .
77V N GEE B Z) 2mg
13U > (0.165mL) H,
77U (BRI Z) 6. 6mg

*OFTHORGRRE AR B IE (B1ERT « PEMRIES)
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i M| 2k
s OESEHE (mg/kg) ! -y e FRN
Tk A - - - »500
? - - >500
[iivstks
EHILY/ s R 15 5 B |mEHE LRI
RIS P
H=r 13 W 0.05, 0.5 0.05 2L I o BRD—u Mk DR & 5%
AH¥ (mE/A4E) BN 0. 25, SiE (BTEHINR K OV 1Al oD
0.5 IREIINEE) <t & g
(mg/eye) BE DL
W=z 1338 W+ 1, 2, 4 1 1 LLE IR —i@ it B R IE
ALY |y AN (mg/eye) (FTEANAR R O Al o
4 1 ) JEVEINSE) <3 & 3
2mg/eye @ 1 5 THL VEGF Trap HT
AR dngeye B A R O 0D FLHE D S
131 [=1/6 3 é%,/\@?’é%fcﬁb
H=r 4 & 1.5, 5, <1.5 Lb5LLE: FRiEkE, ~~ k7
A (3E/E) 15 Uy REOANEZ 10l
(mg/kg) . Bhg CRERIKA ¥ T A
FEH) ROEIE GO
R ZE R e s )) DFRREERZE
ik
5LLE KBRS (BERREE) Kk
OBPEE (RREAIPRE - FERL AN
R+ SEREATRL OD) DOFRRSF
IZEAl
H=2r 138 T 1.5, 5, <1.5 L5ELE: Rk, ~~ ~2
AY (2 E/E) 15, 30 Uy FROANEZ B E O
(mg/kg) . Bhg CRERIKA X0 A

SR . BIE CRRRA
ZERATERRIRA) . KR (R
HEE) S OWRE (REAIPAE -
SERIISSAIA - FRSGHI A D 8i))
DR FHIZAL

15 DLk D, AT R
Do E BA ()
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Bayer Yakuhin, Ltd. Page

fart (Fe)

~ &t
=

s
Nt

TR

Fe 5511 5

R

b M7
PEE:

B )

=7
A P

4 1

R
(1 [=1/38) W

2, 10, <2
30
(mg/kg)

2L RIMERER, ~~ 27U >
FEOANEZ o o, &
figh CGRERIR A Vo ¥ 7 L FEE B
oL R GOREAIEZE fa T
R R OKERE (R 2
W) ORI

10 BLE : miF7=A BEWRAD. BUN
M, RI-A B, INE (BE
RIBSHE - SR ORA) @
FHAR AR b

H=7 13
A ¥

R
(1 [=1/38) W

3, 10, <3
30
(mg/kg)

SLLE - AN, RS, FRifn
B, ~~ b7 Vv FROANE
rar o, Bk CRERE
AV Xy LB | BIE
CRARHHINR ZE fa e plisi )

B RERER) | IPE (EA
ORI - EIRDOER) |
lggaoma (M%) O/RRF
HIZAL

10 L b FHEHEE, AEE)
IRE RN R AT R
o RIEAE 27 e T AT

U, BREE CEERIREHEAD - 3
B DY) DR HIZEAE,

&t

s

511 5

i

b

I
PEE:

E7RET R

=7
A P

8#» A
(1 [a1/4 3#)

i+
LN

0.5, 2, 0.5
4
(mg/eye)

0.5 LAk : RO —i M D8R FE S
(T A B OVl 1 (S i oD g
HINEE) <3k &g

200 E : SRR ERE OV A
gy

=7
A P

6»H FrR
15#WETIE W
LE/E, 20
#Ho 12 @i
1[8]/238)

3, 10, <3
30
(mg/kg)

SLLE  RERD, MWL - BB
o HlE. RIMEKE, ~~ F2
Uy REONET 1 e O,
T4 7Y = U, G-
7= A EEN, MiRAELF T A —
2N (2L AFa—1L, y
GTP, ALT, AST, ALP) . JR7zA
HeIza7o7Iomn &
fze - g (Ee, SR OZEH;E -
W, RIE. bR oZEME - BA,
%) | HiE (e giE
%) | BE (BmiREEEE
a2) . BE CRERIEA Y XA
FEEHNE) | BRI CGRORw
2T E) o OB (kAT
e - BERIAEAMAE - ZERAMAE o P
Py L TE (N - T o ZEE)
LEOMMTRE
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gl ERs T S R R A IR R R (VIEW 13K

PR O VIEW 2 3R) O BFEMEATHRR

[RIVER" - 5%l EaFor (2 4E[H]) o BRRMAMESRH © 5%l LAFoR (14

HoOEZE i £ T) ]

IR SUTER TR L BN S 5 A E S

BIVEFAF Bl = 896/1824=49. 1% e A A A i

Bl A DR T SC = T R il st pE G

e 1. 480 {4l (26. 3%) M7 Kbk 411/1465 {7 (28. 1%)

AR 158 fi (8.7%) WRE T/ LTF = 79/554 i (14. 3%)
TR 146/1628 f1 (9.0%)
BUN 136/1671 1 (8.1%)
8 A Bk A% 102/1660 ( 6.1%)
ALT 90/1646 i ( 5.5%)
SEE AR ERA 90/1635 | ( 5.5%)
s vrF=r 92/1674 il ( 5.5%)
FRYU T 85/1674 il ( 5.1%)
RNOFBEEL, BRREM R 27 LI RREH ~— 2
T A T EIRLL FOBBRE S ) &Y,
s T e
S = 70/796 i (8.8%)
HLEREK 145/1661 {4 ( 8.7%)
AR EREL 124/1660 #i ( 7.5%)
SERRMERA~E 2 1 e 113/1642 ( 6.9%)
~v k27U v b 111/1658 i (1 6.7%)
TI7—E 98/1553 il ( 6.3%)
U »oSERER 102/1659 4 ( 6.1%)
L~ Kok 93/1723 fil ( 5. 4%)
P OFBIFIT, BRBREME R 2R L RER ~—2
T A v THYEE TR EOERE L %) 277,

= th | A = RS A BGERGE (FA)
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BEE - REFOREELEEHOELY  [EM]

b4 - Bl

& K

B oae - R

MRS D ER IR PAZERE I fF O B BEVT

M - &

77V v 7 GEln L z) S LT1LEIBZD 2 mg (0.05 mL) &Y
T ARNEEET 5, 5B 12 AUELITHZ &,

B 5 S o B E

A B O 25

7 (63
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Bl | A I S T R VR 2 {5 TR [ e R B R St B
(COPERNICUS #&8B& M O} GALILEO #RBR) PR fRATHS B

[RIVER : 5%LL AR (76 £7213 100 @[E) . ERARRAMEE « 5% L

ok (24 O EEFAME T) ]

OIRBRIR I ERN T L OBEMER H DA EESR

BIVER S B R 117/317=36. 9% TR A AP S

~ N N SEAERE LR % LA 72 N

BIVEH o FiE Bil¥  (EBLER) B B A BB O PO Bil% (FEBLER)

R 1 49 51 (15. 5%) FEIFRMERARE (F1) 28/171 # ( 16.4%)

AR 31 4 (19.8%) ~<hZ7 V> (L/L) 15/194 13 (7.7%)

T 5 18 f3il (5. 7%) ALT (IU/L) 10/194 #i (5.2%)
7I7—% (Iu/L) © 5/87 13l ( 5.7%)
77 v —)L (mmol/L) 10/201 31 ( 5.0%)
7 vrF=> (umol/1) * 12/85 ( 14.1%)
L~ K okE (mg/dL) ™ 19/84 {51 ( 22.6%)
MM~ KofE (mmol/L) * 17/81 # (21.0%)
i ‘//V//*"/ LVr7F=vk 6/71 (8.5%)
(mg/mmo1)
e w\///:z/ LT Fov 5/65 {3 (7.7%)
(mg/mmo1)
*1 : COPERNICUS 7
*9 : GALILEO 3Bk
P ORHFFIL, WHRREMRE 2R L lREL <— A
T A v CHAEE EIRDL T OWBRER (%) 25T
FEAEE IR A T 5 72 " e
BB 5 D e R
LFREER (GIGA/L) 11/191 43 ( 5.8%)
PRI 70 B 25/158 {3 ( 15.8%)
(mmo1/L)
ARiEk (TI/L) ™ 8/93 {3 (8.6%)
FRILER (T/L) * 13/75 4 ( 17.3%)
~<hrZ7 V> (L/L) 16/190 {3 (8.4%)
~EZBEY (G/L) 14/180 {4 (7.8%)
HEK (GIGA/L) 15/181 #i (8.3%)
TT7—¥ (HERH) )
L " 8/97 il (8.2%)
7L 7F=> (umol/1) * 6/95 {4 ( 6.3%)
M~ K okE (mg/dl) ™ 6/107 {3 ( 5.6%)
*1 : COPERNICUS #BR
*9 : GALILEO 3Bk
P OFBIRIT, BHRREE R 2R L& ~—2
T A v CHUEE TR EOWBRER %) 257,

= Zan
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mitEags | WO 00 & S M wER BB IR EHEBRER Lo iBiE WL, BEEN
5.3.5.1.1 WAL A Randomized, Double Masked, Controlled Phase 3 Study |COPERNICUS-24W [ ] 20l - 200 [ ] HESE FEN S H

of the Efficacy, Safety, and Tolerability of Repeated
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