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AMD IR sEEE 25 (Agerelated macular degeneration)
ANCOVA 85 HT (Analysis of covariance)

ANOVA 3o HT (Analysis of variance)

APTC Antiplatelet Trialists' Collaboration

BCVA i IERL /] (Best corrected visual acuity)

BRVO HAREERIR > K2 PAZESE  (Branch retinal vein occlusion)

CMH Cochran-Mantel-Haenszel

CNV JR#&AEET A 1% (Choroidal neovascularization)

CR/LT OCTIZ X 2 0is () DIE X (Central retinal/Lesion thickness)
CRT HLEREIE  (Central retinal thickness)

CRVO AR L ERARPAZESE (Central retinal vein occlusion)

DME BEIR IR s BETEIE  (Diabetic macular edema)

DR BEPRFMANEE (Diabetic retinopathy)

ETDRS BE PRI E F- 1B MFSE (Early Treatment Diabetic Retinopathy Study)
FA TNF LA o EIRIEER (Fluorescein angiography)
FAS R ORISR (Full analysis set)

Ig o 7' 171 > (Immunoglobulin)

INN [EEs—f%4: (International nonproprietary name)

IVT RS- (Intravitreal injection)

JAN HAREIE L —Br4 7 (Japanese accepted names for pharmaceuticals)
LLOQ E& FRE (Lower limits of quantification)

LOCF BH&ETAM A =2 7 475 (Last observation carried forward)
mCNV JRAT R 31T 2 WRAEIEHETZE %8 (myopic CNV)

MedDRA ICHEFEEFHFEE (Medical Dictionary for Regulatory Activities)
MRT )i F (Mean residence time)

NVA K841 E  (Neovascularization of the angle)

NVG M F AN (Neovascular glaucoma)

NVI W ET A M (Neovascularization of the iris)

OCT YT M ERE (Optical coherence tomography)

PDR HABEME R pEIESE  (Proliferative diabetic retinopathy)
PIGF A% IR (Placental growth factor)

PM JHIUTHR  (Pathologic myopia)

PPS TRBRSEH G E S E A L2 BEER (Per protocol set)

PRN VEEIZS U, BERE (Pro re nata)

PRP INAHENE - %EE  (Panretinal photocoagulation)

RMP I Y R 7 PRGEHE (Risk management plan)

ROP KA HEEE (Retinopathy of prematurity)

RVO HAEERIREAZESE  (Retinal vein occlusion)

SAF LM R S4EH] (Safety analysis set)

VEGF M4 N HEFEIR - (Vascular endothelial growth factor)
VEGFR VEGF= Z&/& (Vascular endothelial growth factor receptor)
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1. BARDOERE
TAYV=T® [—4 . 77U~k 7 N GBI ) 1 1%, mENREEE T (vascular
endothelial growth factor : VEGF) & OENI-FEEBFAMEL AT H2EF ORI EZ HIIZ, & M
a7y (Ig) GI1OFe R A A 2k NVEGFZEK (VEGFR) Ofifust KA A V&S L
7o B n kAL 2 Fl G5 BE S HE C. Regeneron Pharmaceuticals Inc. (Regenerontl) TAIH X
oo 74V —=7%HFHKNEFKIOmgmL] XX [7 A4V =T EKNEHHF >~ b
40mg/mLJ 1%, W ENEGERICRINTER L7277 U <Lt 7 b OEREERFITH Y |
Regenerontl: & U'Bayer Pharma AG (Bayer Pharmatl) (24 - CIHFIBA% S - IRELHVEGF
FHEEAICTH D,
BT, O PRSI A% (choroidal neovascularization : CNV)  Z £ 9 12 R0 75 5
751 (age-related macular degeneration : AMD) HFE % %52, HEFAMEIAERAER (VIEW1EER) T
K OVA AR Z & e A E R ERER (VIEW2RBR) 2233 i S, EAET1H A Z &iz1al,
RS AN G- L, ZO%OMFEIX2y A Z L 21imlo a7 77 0 TREHZ X - TH,
BB - HERR DO BTz,
VIEW1aEr, VIEW2:ER & O/ CTOH T AR, 5 TMHERBROFRICESE, N1 35
MRS THULE T RFS IR 28 8 2 1 5 Il s BE 28 M | 2 2hae )Tz & L CTHL&E I e AR
REE 21TV, 2012F9 H IR A IS L7, 7ods, MRS E TG (AR L& AR S KR RE 23 T
DILTEY ., 201 14F11AIKE T, BINTIX20124F11 A IZIRFERGE 2 BUSts. Z4uE TIZ1108L
EDE - Hilsl THRIEAR Z UG L TS (202411 A KRR
FZ, MEFHIREAZESE (retinal vein occlusion : RVO) ®O—o>DJiRMITH 5, M LERIRES %€
Jit (central retinal vein occlusion : CRVO) (29 SBEEIEA A7 5 & 2 %52, WA S IHE
B (COPERNICUSHER) ™9 &% OVH A Z & o5 MAH ERE LRGSR (GALILEORRER) "973 % fi
S, 1y A ZEC1E, EgeeElfE T AN G- L, £ ORITHR GBI TR GITI - T*,
BB - HERIR DO BTz,
COPERNICUSE %, GALILEORBER OFEFRICEKE D& Ao /LIRS0y TN 0 Ik
PAZESEICME 5 SRBETRIE ) Z22hme U & U CRGRFIH — A B AGRHGE 217V, 20134F11 712
ARG Lz, 7ok, REREUIZIRIZOWTL, KETIZ201249H . FRINTIZ20134-8H 1
KRS, ZNETICII0OE « #CHARRZ G L TWD (20244F11 A FF)
H3IZ, IRIITHLIC BT AR A M (myopic CNV : mCNV) ZH+25BE 5 RIC, BHA
Zade T T M CHE AR ER L FERE (MYRRORRER) ™23 FEj S, #EE5#%13HEKR S
IS T BT L o T, RSGE - HEFFIR D580 b,
MYRRORFER DfEFAZF D & | S VRS DRI BT DRSS A m e | %
NRE XTI & U TR — A AR S 21TV, 20144F9 H 12 A AR C e ) D &7
B L7z, 7eds. RRREUTNRIT OV TR, BN TIF20154 10 IZ&KR S, ZHE TIZ100
PLEDE - M CARGEAZBRIG L T\ D (20244F11 A FER)
F4lZ, FERPEBEFIE (diabetic macular edema : DME) %47 % B3 2 %512, WA EIHH
B (VISTA-DMERER) "o, HAZGTHEIMFAERLFERE (VIVID-DMERE) "7k REAN
FIAERER (VIVID-Japaniif) 235 Siv. 14 A Z &1, @#igesEm - ANES L, £
D#%IT2H A ZEITIRIOFE G L o T HHSGEE - MEFFIRDBFEO bz,
VISTA-DME#E, VIVID-DME#ER, VIVID-Japanitlik Oft SIS o =LA ES
S THEPRISEBEENE ) Zhe XIS & U CmGRFIH A ARG 217V, 2014411 H (T
AREBA Lz, 78, AREUIRICON T, KETIT20144E7 A 59, M TIX201448
HITARE S, ZHETIZ110LL EO[E » Hilsl THRFE 2 S L T\ 5 (20244F11 A FFRD)
20D CRVOIZFE - HBEFIEIC I 2 T, RVOD & 9 — DDA T &b % MM Ik 45 4% BH 2 i
(branch retinal vein occlusion : BRVO) (T 9 SBEFIEL AT 2 BF LRI, AR EZLH
AR E BE S [ERRER (VIBRANTRER) M08 S 4v, 14 H 2 Liz1fE, d#igeEay RS L,

717
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FO®KIT24BEH O G LIE, 24 A ZEIZ1RIOBGIZ L - T*, H18GE - HERIEPFRD L
776

VIBRANTRER O#E RIS & | AN 2 VSRS AEBEORRZ IS LT b TR L
ARPAZESE I FE D SHBETRIE ) & St TS ARPAZEIE 2 0E 5 SHEERIE ) 23R SUdshiR & LCK
PRI — A AR HFE ATV, 201646 H ICKGR 2 HUS L7z, 72388, ABBEXITEFRIT N T

%, CKETIE20144£10 H 10 RN TIZ20154E2 H F12 | &GRS, T E TIZ100LL L[ - H
WCARBEZRE L T D (2024511 HEER)

EHIC. MAEBARENE (neovascular glaucoma : NVG) % H 42 BE 25512, [EWNEIFHRER

(VEGARRER 19 )t 'WWENERAGRER™19) 23 Ffi 4L, #IEIEEE K O O% O R G A E - 7o %
5. (VEGARER) ST [EHE L (VENERARER) (2L - T*, IRE PSR &R - A HE e
DUEDFRD LT,

VEGARER, VENERAGRERO#ERICIESE | Ao VIR S Tl &8 ARk NRE ] % 20hE
IR L U CRKGREFIE A AR GE 21TV, 20204E3 H 12 H A2 B W THER THRA D AGR

EEAS LTz, B, ARESUIRIC OV T, RROFADIE, EWR Lo B K OB el
WZEED & 201956 A IS A/ H IR IR ICHE E S T,

FelZ, KRAHEBYE (retinopathy of prematurity : ROP) B35 &2 %5:1, AAZ GBI HE
BrI:[FEER (FIREFLEYERRER) M908 Fhi S i, #lEEG K O O% O F& G EUEICHE - 1= 8 -

IZX > T*, ROPICxT 5% (HFEMEDOROPHR L . 2O BAREEEFHIIRIG S 22V iIREE) 28
BOONT-, -, BHRBEOFNMMEZ B0 & LI-FIREFLEYERBROMGRBR TH S, BALZE
T MM E I FEFER (FIREFLEYE NEXT#RER) H104 ki b <o 528, 1k oo R ¢
—EB ORI A IE B 452D TRE 2 520 L T B,

FIREFLEYE#§%, FIREFLEYE NEXT#ER (RN, 1) OfERICESE, o L3

SRR RAVEMIE | 2 2hBE TR & U CRRRFITH 5 FAGRHFE 21T\, 20224F
IAICARZTAG Lz, 7e8. 2022412 H IZBRM T, KETIF2023F2H ITAGR S, ZNET
(Z30LL EoD[E - Huls CHAGEZ TS L T\ % (2024511 A KR &

RO T ARAS BT AL I 2 1 © INEneEBEZ5ME ) | [HERRERARPAZESE (S PE 5 BRI E ) . [
VA BT D ARSI A | R OV DHESR IR S BEvAIE | OFFE I T 2 i L, HRA
AT o TohE R, 20229 H IC I, RS OME ., AR NLZEEOMMREICET 5
A4 2IEFE3 S KRIES FH) A 0O NFETOWVTIIZHREY LW OFEESE L
&7,

X a7 7T 4 TG LE, FRNSEE S T Y 2 R TRk ISR G D TR, HRGRIBRIERICIE U CEE
FHENRFRETH DM, JNEDOBEALZRET 272012, FANZED b RIIILTREZ1T .

* AR SNTEHERVCHARITEFIRCE ZSRITES 0,

T RANHNIZEFE D50% L ETLURIFT — 2 GO R T — 2 0 v A7 %1757z,

T ORBVEMEBLEIL (7 A U —7 PRS- RN R AOmg/mL | ORNRESUTRNE & LTRREN TV S,
(7 AV —7 R TARAESR I~ homg/nL] OINREUITAIRE L L TITER S TR,

1) VIEW1EE : KEROHFZ D24 [H, 154/i5%. 1,2174
H2)  VIEW28ER : 1> K, 7T RFEME (AARET) . A—A N7V 7, BNES, 707200, A
AT D267 [E, 186ftia%, 1,240

VIVID-JapanitBg : HAS, 17His%k. 73%1
KETE., FERFEBEME L W UAEROHE T, RSO3 R THERBMEE ] 23201945 A ICBM S
iz,

#3) COPERNICUS#ER : KE, W4, A1 F, A AT )b, aar 7055 E, 55fizk. 1894
¥4) GALILEORER : 7 U7 KFHFEHIK (HAZT) . A=A NZ V7 BRINEE D10 [H, 63k, 1774
#5)  MYRRORERER : HA, #E., A5, FE., Lo THR— 1055 E - ik, 205E5%. 122641
76)  VISTA-DME#S : kE, 54fiiik. 466
7)) VIVID-DMERER : HA, A—Z bJ U7, BIEAOL1L, [E, 7367, 4064
)
)



I. BtZE(CEHI 5IRH

71:10) VIBRANTEER : K[E, #F ¥, BAO3»[E, 625Esx. 1834
E11)  AKGERE, BEARRZNRESIIZNR THERE T DR AIRPAZEIE (S0 O MBERIE) & S, THEEEIRPAZEIE A S

HBEEE] & LCER S,

1£12) AGBEF, BUAGEZIRESUTANR T O i IRPAZEIE I O MBI L 5 RS ) thbe,  THEEE

IRPAZERE LA 5 SHBEAIRIC K 2 HMEE ) & L OKR ST,

7£13) VEGAMER : HA, 19/z%. 544
7:14) VENERAGER : AA, Thizk. 16/
1#15) FIREFLEYERER : 707 KMk (AARET) | KN, Z727 AV, FHRO275 EH, 645E:%,

1184

1116) FIREFLEYE NEXTER : 7 D7 eI (HAGT) BN, 77 AV B, D247 [E, 550

(1)

(2)

(3)

(4)

. 8941

. HAROBRFIRE

R R ORS IBET AR I A% 2 £ 5 N S BE A MR E IC B W T, 74 U —72% A1 58O
FhEX, 7= X7 ARG L TIHELUETH L Z ERMEEs T, (VIEW1EER,
VIEW2i5#)
(TV.5. (4) 1) AZMERGERER (1. 06 TARKS S A M 2 £F 5 MEmEBE A M) | OHSMR)

523 B A1 AMHERF S T BE OEIS (RAERIFRITRER)

[VIEW1EER] 71 U —7 2mg8i = & ¥ 54£95.1% vs 7 = &' X~ 7 51£94.4% [RERIZE (Wi{195.1%(5
FEXME) :-0.7 (-4.5,3.1) ] Thotz FELMERIMIEL10%)

[VIEW2:&ER] 71 U —7 2mg8i#Hl Z & ¥ 5-8£95.6% vs 7 = B X~ 7 5.7£94.4% [FFHI7E (MRI95%/54H
XE) :-1.1 (-4.8,2.6) 1 Thotz GELMERAEL0%)

S HABNEIH A T AR ERE3RI ARG L, T O%OMERIZ2H HIZ1E O T ey
7T 4 TEREFINER S,

HEEEAREAZEED 5> b, MBIET OHIRMZEIE IS ) M EA AT 5 8BF BT, 714V
—T7HEHEGIZLY, 245 T60.2% D HEE N5 LT FiE L, IR TIEEY+18.03CF
2k L7z, (GALILEO#5%)

24 BIT_R—RA T A B 15XXTF L EORNSER B SN BEOEET, T4 V=T T60.2%TH
0. AEREE (22.1%) ICxT SRS RREE S NZ (p<0.0001, HAICMHREE., R ZEAIMRT RS 5

52 T $60.2% D EE 15T L il L, 2R TR FE+16.93C7 21k LT,
2418 7> 5521 F TOEME G RIEIX, 250 TH 7=, (GALILEORER)
(TV.5. (4) 1) BRI (2. MEEIRMZSE 0k > SEHHIE) | OHEBR)

MRS ARPASEIE D 9 B, MR DB PASEIEICfE > BB EL H T 5 BEICBWT, 74
U—T1AEGIZED 24 TH2.7% D EHE D15 TFLL FiE L, 2R TITFEE+17.03C
T L7z, (VIBRANTRER)

24T BIZR—RA T A B 1L EORNSE R A DN BEOEGIE, 74V —THE5H#T52.7% T
BHY . L IRERE (26.7%) (T 2EBESREES 2 (p=0.0003, WIICMHRRE, MEERIMEHT#E
)

24 B OF 5 LIEIZ2 5 AIZ1B O G LY | 52HFF TH7.1% D BE 153X T L. FdkE L,
IR TIEEE+1T.10 78 L2, (VIBRANTRER)
(TV.5. (4) 1) BRI (2. MR ZSE 0k 5 SEEHIE) | OHEBR)

RIS BT DRSS A E 2 AT HBREFEICB W T, ERIEFMHICESS TA U —T#&
Hizk v, 24 B TT A ) =T EGETIIEH+H12.1CFEN LTz, 248 F TORGRHIT
VHI2.9FTH 7=, (MYRROR#ER)



BEIZE9 5IEH

(5)

(6)

(7)

24 F BB T A EREBIERITICFEROR—AT A4 o nbOBbEIX. TAV—TETHI2.1LFETH Y,
AT (-2.0309) 1T DS KEFES 2 (p<0.0001, ANCOVA. & ZEAIFEHTHS )

A8 ITIE, T A U —T HERETIE50.0% D HEHE TI5 X FELL Bk L, 2K TILEE+13.5
LT LT, 24BN TT AV —7 852G S 7 AR T E+3.930 70 &1L
THo7z, (MYRRORRER)

(TV.5. (4) 1) AZERGERER (3. FAIEHIC I D IRGEET A M) | OESR)

BRI BRI 2 A 5 BEICB W TC, KT, 74 U =74l Z L B EHRETYE+10.5
LT, 8l T EHERETIYEH410.TXTFTHY . L—HF—1RER (+1.23XF) [T AHTA
U ~7*&5£¥@%@@Mﬁ%ﬁ Sz, (VIVID-DME#Ex)

523 F BT BB IER NI LT E D R—=2 T A b DOEC R, T4V —7T 4 Z L #HE5RET+10.53C
7\ Sﬁ;&?ﬁffﬁi“@—klo.ﬁ‘(?f“%@\ L—P—RFERE (+1.2307) (IR S BREES L (p<
0.0001, ANCOVA, FRFEAIFRHTHS F)

52 B ICEITHCRTON—A T A U NEDEALEDYEEIL, TA V=74 T L R5HT

-195.0um, 8l Z L BERET-1924umTHY . WTNDOT A U —T EGEES L—W —IRER

(-66.2um) (ZHRT HEENEI RS2, (VIVID-DMEGRER)

523 H 2 TZ)CRT(D/\»*X7/I’ UINDOELEIX, TA Y —T 4l L B AET-195.0um, 8 I & B

FET-1924umTH Y . L—W—15KHE (-66.2um) (X 2HEEMED VRS 72 (p<0.0001, ANCOVA)
(TV.5. (4) 1) ARERGEFER (4. BRI BT | OEBHR)

MAEFAERANE2EZHET5BFICBNT, 74 V=7 EELEKIC, IREIXFEY-8.5mmHgZ
fEL., 70.4%0EH CHLEHTEIME 7 L— KPR SEES LT, (VEGA;&%)

LR A TZQHEE@/\**X'}/{ YINBOTEALEIL, TA Y —TRET-8.5mmHg, AIEFEET
-4.9mmHg, Z{tEOMEF LY OREMEIT-4.9mmHg  (RI95%EHEX : -10.2, 0.3) THY ., M
9% IEHEIX M D LIR230% LAl 5722 Enh ., T A U — T BEOBEREHC R D BB I MGEE S h
72072 (p=0.0644, ANCOVA. MRAEMIFRATHRE FL)

BIREBRICBWTH, 74 V=T HE51EZIC, IREA8.3mmHg TR L, 81.3%0 AH TITE
A 7 L — RSgeE s L7, (VENERA%E%)
Ll [T DIREDN—2F 1 2725 AL, -8.3mmHg (F{U95%(FHIXH : -12.2,-4.4) THY,
W95 %E X M D LIRSEE CTH H0mmHgx FEl-72Z &b, T4 U =T ORMENPBREES
(p=0.0004., EEAURE, MRALBIMHTHESR)
(TV.5. (4) 1) AR (5. MEHERNE | OEBR)

RN HAIBE B F B\ T, BARDHEIMETEMITICONWT, T4V —T#,EI2L, m
HEEES TIHEWEDOROPA /2 < . D ORERBEFNERIFL 2 VEZOE S (BHEE) |
82.7% ThH V., 74V —T7T8EIZEDHEDEIE OIS %IEFHEXE O T IREIXT72.2% T, $
ANCHUE LT R EEOMIE (66%) B2 TBY., 74 U —TH5BEOINEIE OB
T OB RGE S e (BEERTRER) . (FIREFLEYERER)
H A LIS O [F L HUIR O A 0ME R BEREATIC SN T, 7T A V=T 52X . 248 S CIEE)
PEDOROPH 72K, D ORRARIFEEFLINIRIF L 72 W BB OEIS GRER) ™74 ) —T &
HRET85.5%TH Y, L—F—IRERECKT D7 AV —T HGREORERZEN-5% L b & 72 DT
H1388.4% T, HANIHE LK (95%LLE) # TFH-TEY, L—F—J5FERICHT D
TA Y =T HREREOIFLEIRIE S L0 o7 (BREFRTRES) . (FIREFLEYERER)
16| IR EMEOROP 72 < | D OR B R EEFEER D W EE ORIE1397.4% Th - 7-
*7_ (FIREFLEYE NEXT# 5 o i f##T)

(TV.5. (4) 1) BERMEMGERER (6. RAVIREESE) | OESBM)

747



I. BtZE(CEHI 5IRH

(8) 7AV—T1%, Fiiz/etiiE EVEGF” 7 X U — (VEGF-A, VEGF-B, X UPIGF) & OfES
AH=ALEH[T 5,
VEGF-A L OfEGEAM: (In vitro) EIRWNEREE (1, U8F) ([cEkS%, IRNIZEBIT S
PFIVEGFIEMEDREGME (22— 3 U EBFL) RRENT,
( TVL 2. 3PEH ] OHEBH)

(9) EARZEWER® & LT, REE (IRNZ%Z, IRELA. @<t SMEME RN,
i, MR ESE BRI, A, MR < B, EBRAL. MG BROIEE) | MMAR
e ERENWEA & LTHEHN, IR ERHLLND I EBH 5,

( TV 8. BIfEM ) DIHZH)
F) #HHFHRICERT A EERE AT,

X1 a7 T 4 TEE L, HRNCEHE S - e R TSI BT 2 vk, S ERITER IS U CiE
HHENATRETH L0, JREEOBE[L A BT 572012, FRNIED bz BTN THRE 21T 95,

32 BRI IS 1) 2 B M OV PRI IHESL L TN 2o, BRSO BB 65 7 A ) — 7 o534
XN,

X3 WEDER : N—ATA LR L THR EBIEEO T L— ROtE

¥4 T A VU —T RN TERE40mg/m Lo B KRS

X5 NS XRFET ML D HEE

%6 AN SNIZEBE D% L TUSRT — 2 NGNS T — 2y A7 &21T- 7=,

%7 FIREFLEYE NEXTRER Clr3alBRigiii 217> T/l

3. HROEF|IFEFE
INA T IVDIED, BIREHZ L DB A E 2 v MUK S 5,
(TVIL 11, @A EodERE)] KO TXI. i) OESMH)

4. BEIEFERICEAL TRAMITNEHN

1 EAE B3 5 B I A Mv, R0
B HHEE T A R T A 5%
RMP A ( T1.6. RMPOMEEE | DIHBR)
BADO YU A7 F/METEE & L 48

TIER STV D EM
ol FHAEE T A K7 A v fiic
HEHEIEBA i
AFNT T BB AN 2 TEHE « 203 L LT201946 A 27THICEA B KEIC LD . FHb K
FHEERLORBEZ=ZIT TS,

5. AREZHRVRA - EFALOGIREIER
(1) A&EBEH

<7 A ") =T FHFERNEE&RA0mg /mL >
(MEFEFARE, RARBIRE)
G Y A7 ERE R AR ED L, @UNCERTS2E ([1.6. RMPOME ] OEZM) |
<T7A V=T HEFERRNIFAHF Y F40mg/mL>
(MEFHEZRE)
I Y A7 EHE 2 RED L, @UNCERT S22 & (T1.6. RMPOME] DHESBH) |

(2) Fa - (R LOFIREE
A% L7



BEIZE9 5IEH

RMPOHEHE

AR U 2 7 B EE (RMP) OM2E (2025435 HHEHT)

1.1. ZEVERETHIE

[BEEREESHEY 2 7] [EEREENY A7 ] [ B2 A ER]

AR PN ZE SO BRI ZERR TSR ROPEFIZH T 2RO LMt
IR 5 IR - e R T

HANEZRL L, R ONHE I e ROPHEE TOMRER IR

SMENE BN B

1.2. AEICB 9 B Mt S

ROPHEFE IZH T D B oA E

| FRRICEAS S REVEREHO T2 0 OIES)

I BREICHEEAS Y 27 F/ MED T2 D OTES)

2E£%£é$%ﬁ+ﬁ®ﬁg

4. ) 27 Fr/MEGEHE OBEE

T OS2 RS B

WH O U A7 f/METEE)

BN EIE S22 M TG E)

- —REFHEGETAE (NVG) -~ SRk
i

-77U&wtfk@%MWE%
(FIREFLEYE, #%%20090) (23T
MW®%ﬁ%%Tt$%%ﬂ% R MR
WOFH A BB & U7z
(FIREFLEYE NEXT. #5220275)

- FEEMEFHEGETAE (ROP) —REAEHERIE

3. AT BT 2 A - SRBR O E A

- 77 VLS N OFE IR
(FIREFLEYE, ##:20090) (235 T
ROPDIBIR %52 1) 1= B st R I R %
WOFHME A B & U 7=iikieatr
(FIREFLEYE NEXT. #5:20275)

BNV 27 fe/MEiEE)
P

T 74 V=T RPNEFHRA0MgmMLE T A V) —7 O TRV S~ S 40mg/mLLiZ B3 2 RMPOBEZED e
BT OMEMIT, INATEGEN B EFSIR S OB R IE R B — VU THRAE L T &,




0. &FICEAT HEE

1. BR5E4
(1) #04
TA V=T FARNESHE 40mg/mL
TA V=T RNES S >~ N 40mg/mL

(2) *%
EYLEA® solution for IVT inj. 40mg/mL
EYLEA® IVT inj. KIT 40mg/mL

(3) BIRDHE
Hriz7p L

2. —fB4&
(% (daE)
77U~ N BT z)  (JAN)

(2) %4 (dnfik)
Aflibercept (Genetical Recombination) (JAN)
aflibercept (INN)

Q) AT L
-bercept

3. BEAN(TRMER

SDTGRPFVEM YSEIPEIIHM TEGRELVIPC RVTSPNITVT
LKKFPLDTLI PDGKRIIWDS RKGFIISNAT YKEIGLLTCE
ATVNGHLYKT NYLTHRQTNT IIDVVLSPSH GIELSVGEKL
VLNCTARTEL NVGIDFNWEY PSSKHQHKKL VNRDLKTQSG

L
1
SEMKKFLSTL TIDGVTRSDQ GLYTCAASSG LMTKKNSTFV

RVHEKDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR

TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ
L

1
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT
ISKAKGQPRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS

DIAVEWESNG QPENNYKTTP PVLDSDGSFF LYSKLTVDKS

[
RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK 2

N36, N68, N123, N196, N282 : BfHfs & ; K432 : i 7awy s
C211-C211, C214-C214 : 7= FMMET AT 4 RS

MI-1 ZI2UNLETrO7 I/ BEIRVSRILD 14 FiEE



AMICET HIEH

N123, N196:

Gal-GIcNAc-Man
NeuAc,., { Man-GlcNAc-GIcNAc

Gal-GIcNAc-Man

\/

N36, N68:

Gal-GIcNAc-Man Fuc
|
NeuAc,., { Man-GlcNAc-GIcNAc

Gal-GIcNAc-Man

GlcNAc-Man Fuc
[
Galg, { Man-GlcNAc-GIcNAc
GIcNAc-Man

I-2 7I7URNLtET rOELEHEHOHETERE

\/

N282:

\/

FRARUDFE
773 0 CassoHes12N116801306832 (Z /X7 BRIy, 2814K)
o1& : §9115,000

&

d\

- AEFR (WmRE) XIFFEHE

ENERE

(BA%) 77V ~vt7 ME, B FHBRAMERE S "7 EHTH Y| 4327 X/ BRI BT
DY T =y P2 FINOIERISNLDHES VRNV ETh %, 1~102FB 07 X/ BT e M
W HESEINF (VEGF) ZAR1OFE2Ig K A1 >, 1056~205% HiZt NVEGFZEAK20%3 Ig K
AA v, FT12220~432% HIZ b FgG1OFc KAA > n, 77V~ 87 ME, Tx A =—
ANBAZ—PREM LV EEA SN D,

(3£4,) Aflibercept is a recombinant fusion glycoprotein composed of the second Ig domain of
the human vascular endothelial growth factor receptor 1 in positions 1 - 102, the third Ig domain
of the human vascular endothelial growth factor receptor 2 in positions 105 - 205, and the Fc
domain of human IgG1 in positions 220 - 432. Aflibercept is produced in Chinese hamster ovary
cells. Aflibercept is a glycoprotein (molecular weight: ca. 115,000) composed of 2 subunit
molecules consisting of 432 amino acid residues each.

. BRAA. &, BS.
H4 : VEGF Trap Eye
s a7 - BAY 86-5321
CASH %5 : 862111-32-8

CEES



. BDICET SEE

1. MELEFHIEE
() 448 - R

(0~ A DR

(2) "BfEME

U U MU o AHREE R (pH6.2) 123V T100mg/mLLL Lk

(3) Wit
PG R L

DR (OER) ( BR. BER

ek L

(5) BR 1R B AR E 2L

BB L

(6) 5y BEAR 3K
ek L

(7) Z DD E 7 RAEE

pH : 5.9~6.5

2. AVHSTDEREKHTICEITDRER

AR H PRI PRAFHITH AR R
R PRA7 AR -80°C 36 » A B
. ; B DB A AR 12 18,

JHEARR 5C 6571 3 0 A & THEINThH -1
§ L 25C 6 1 RS GRS T)
=% " FEEOET T RO 120 77 Ix+hr & O° .
B x IS EIT T 200W - h/m? FUEA GRS T)
WEEE - MRR pHL #UE, AWM, & 8%

3. AR STDHERDAERE. TE

TR alBR A

1) XFF R~y 7
Q) vzrELTavTF 47

E L

FRAN AT I BE T




IV. Kz d HIEH

1. Fif
(1) I Fz DX A
754, T AU — 7 Oy RN TESHE TA V=T O FARNES A FE > b
= 40mg/mL 40mg/mL
TESTA B IRNESRIR TS BRI
FITE D P (/A 7 L HLA) (L7 40 R U o PHH)
(arex—a A (arex—a UM
T NA A BT 4V E —F S BIREHARIRGS WREFE LT A Y
(2) HFNIDHNERROMHEIR
R T AV — T S FARNTESR IR TA V=T O FRNES HFE > b
IR 40mg/mL 40mg/mL
Ax )
BT 4 v —fF & Bkt
(187 —, 67 my)
"f FuT (PUVY) HruT P
e . F*Aﬁ?—]‘j“)v*RFyfﬂ;jixwvuuv?av‘j\vhuyF
R ERIN A~ A DR

@) FEAMa—F
Y L7gn

(4) HE | DYE
B4, T AV — T S FARNTESR IR TA V=T O FARNES HFE > b
i 40mg/mL 40mg/mL
pH 5.9~6.5
2% 1 (EPRRIERICRT3 5 k)
(5) ZDith

[7A4) =7 HEFERRESFRAE Y ~Omg/mL] 7'V 2 ¥ —a 283 E ST 5,




IV. Kz d HIEH

2. HF DAL
W EDES (EERS) DEERVFMHF

W4, T AU —7 O RN TESR T AU —T O ARNTES HF v b
40mg/mL 40mg/mL
1 ElO#FE 55 (0.05mLYX130.01mL) 1 | 1[EO#F 5% (0.056mL)
TV T N GBS z) K T7 VLT N GBI TR ) K
e | 2mg X130.4mg 2mg
BT 0 (0.278mI® ) & 12U > (0.165mLY )
TV T N GBS ) K T7 VLT N GEIE B R) K
11.12mg 6.6mg
1A T 1) oo
U e —KFF FY 7 A 0.307Tmg Uk —/KFEF N T A 0.182mg
I U Ufe—AKFEF FU 7 A 0.149mg U UfE—KFEF N U T A 0.089mg
) At NV T A 0.65mg HAbF F U 7 A 0.386mg
LA B © 13.9mg KL pE : 8.25mg
AU Y _— 120 : 0.083mg RY Y _— 120 : 0.05mg

KT v A == ANLAX =PRI EZ AW CTEIE SN D, ~RAF —B A7 ORFERAE RS E LTy
JERmEEFH L T 5,
) WA L BICHREOEAEZZBICANBERHEI LTS,

Q) EMBEZEDREE
BARSAYA

Q) #BE

3. RTBBROEBRUVEE

M L

4. A
A=A

5. BAT HAHENED B 5
HESR IR S UV R )

6. HADERBEMHTICHETLLEM
<7 A Y =7 FHFARZS &R40mg/mL >

FBRIE H PRt PRAFIERE PRI YRS
EWIRAF 5 NATI | HF A
o 2~8C sl | s 245 Sy
=AY £
3 s = 1 n'E DAL 27
I 25°C AT AT AR 61 J1 A 10 AECH
i BN TH o1
SRR | HEadOET RO N T A7 A 112051k -hr O PSRN
o) TSN T T A SRA TV | 200W + h/m? (FlLEEAX T)

HEDTHE - YR, pHL AL, EWiEME. SRS




IV. Kz d HIEH

10.

<TA)—T7HFERNFHHF Y +40mg/mL>

BRIE B e i (A7 HE {17 1 SR
FHIRAT . o H 5 A
ki 2~8C X kR Sy 24 % H HEEN
55 2 S DAL R T
INE SR 25°C X R NI 64 H M. 1x A FE THEK
NTH-oT=
HERER | AT TR | gy | P 7 AR 12051 heR O A
() IS T T 7 2>y | 200W - h/m? (EREAR )

WEHEH - MR, pH, M, EWiErE, &8%

. REERVBERREORER

AL
[VIL 11. @ EorEE] KON TXIL. f§#% ] OHESH,
1Bt D22 ENE

BARRNA

- fuFlEDEREEE (HELEFHE)

BB L

. At

BN

(N EBARDEGRESE - BF. SNEVERERSE - 2RICHT 17k
RN

(2) B3
<T A ) =7 WFRRESRA0mg/mL >
AT (T 40 & — A S BRI IARERM)
<74 =7 HFERRNIHAF Y ~40mg/mL>
1% > b

Q) FlREE
RN




IV. Kz d HIEH

4) BHmDOME
<7 A ) —T WHFARNES%A0mg/mL>
ATV R TAWBTTZ A
Thke Ty RBIERY) ~—Ca—T 4 LT FrI A

B 7 2 —fF & it
=— Kb AT LA
=— RN T R B—AREx—h
53 7urBHHT 4 VE— T UNEEAE, A a
HGE4 cBD 7T R 4 M H—=— R)L
Ja &5 13B1X10407000138
RUERGEEE  BARYZ by - T4 vV RSt

<TA)—T7 WHFAREFHEF Y ~40mg/mL>

VU R TARE T A

TV —A Ry— (T8 BT FLT L

FoTo— (Fxv/)  AFLrT7EYTITA GERIRE O/ SY)

1. FZRE SN SEME
L7

12. 0t
REER e L



V. BEICEI SIEE

1. RERITHE
O T IRKS IEET A= 48 2 £ 5 Dnn s BEZ8 M
ORBMEERIRPH ZERE(1F 5 BBV
ORI ARIZ 31T 2 IR BT AL i
O I 3 B 7 AL
O & Hr Ak P Pt
OF S Wikl vhag
KT AU =T ORISR O HAGB IS

2. HEXIFMRICEEYT HIE

5 MBEXIIZRICEET HEE

<HDETIREESFEME 44 5 MERBE Y. MEHREARECF S ERFE. RIERICH

(T HARMGIEH A ME . MRBADZE. IEFERKAE>

5.1 AANC X D16 Blhad DICBR L, KA - WBIC L 217, HEEOTREZERE L, KA
BHOEG W5 Z &,

< HEREFFARPAZSIE I S BMFIE>

5.2 ANAIISR 72 i B RE S8 2K D BR PR OB 2558 60 B 41 2 MR D EIRPA SHE B ~ D3 5
L. BT D ZEMEE LYY,

<MEFHEFAE>

5.3 HRkNFEI O BH (21T 2 AL O EVEITHENL L TV,

<KABEMRE> [74 ) -7 HFARRESRDHKTIF]

5.4 AR DNIIRT T & DEER] K ORI FIN O IG & 70 2 BIEFIC BT D AR O G B
BHETIT RN L6 AR L 2L T DB L, BH OIRESIRAEDNLE,
P, RIS KD HIEES 2 EE L, ARG OESZHWT5Z &, [17.1.13 2]

(]
5.1 AR DIEHBMICI N T, HEE - HEBIC L 58, HEFEOTHRELZE L TARAKREGDE
Mzl U, AR K DIERDLEDIRWEFIIK LT ITERE LRV &,
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(S A — B Felse st FRER | 123G L, #D1%1E8IH = & 1o
) 5., @2mgZ 4 = L c3mH# G L,
Z D% IIPRN# 5.9
m |VIEW13E KIE, BFE | FoE, HREMERORBRMERRT | PO FCNVELE S BHAIAMDE
R #1,21761 : 0.5mg, 2mg#x 4 =
(T2 X~ 2ELM | L 12 BT L%, 0.56mgdid = & |
DFRAE, HEAEAL " EERTZEHE |2mgdill T &, K U2mg8il = & #
S LA ER) 5252017V, LLREIIModified
Quarterly Dosing®
VIEW 25k B, AAR, UL FONV A 5 B R AMD &
fthoF+26 7 #1,240061 (9 HAARA101H) :
VIEW1RBRIZ[F U
GALILEOREBR |[RRM, BA, |A2E, etk OREMMRE | CRVOICHE » HIEREA A 5 B
fhoFH10% [H | B (BiEFHCT 2880 (1776 (5 HAEARA21H) : 2mgZ1
WRAE, MEAEZ(L EIER kT | B ~2008 B34 Z &, 2478 H LI
e EAER) IZExtended dosing?® (24~483#H H
1X4 L 523 B LARRIESE Z L
e
COPERNICUS | k[#H, #F CRVOIZf > S IE 2 A3 5 B
PR 2. DS 18945 : 2mg# 1 H ~20E A 1348 =
b L. 243 B LIF§iX Extended dosing®
(24~48¥ B 134 = &, 521 H LA
Mel3120 = & iz




ARICE T SR

AR e RERE K PIEN
B amowsy | KX FHA ) AR O )
VIBRANT#ER | KE., BT Hwk, etk OB | BRVOILHE > SEiRiEL2 A4 54
HAARDI | R #183%1 (9 HHARA21H) : 2mg
» [H (L= =Rk A8 | 2208 £ T4EZ L, Z0kII24
DORFE, WAEZ L —EiEfcbi (HE OG5, 8l Z iz s
o PR BR)
MYRROR#ER | AA, #E, |A2tE, Ltk CEAMRGF | mCNVEH1226 (55 A A A0
B, B, R (AESOT 2 EED | F) - 2mgZ ARG5S IT46E T8
VUHB—IL | BEE, EAEA L EIEfR AR | ICER SRRV RS
» o PR Ll )
5 [E - Hilik
VIVID-DME BAR, A—2 |FHoE, Zett, AFMLROE | DMELZ AT 5 HE4066] (9 b H
N NZUT B | WEhRERRE TR ANTH]) - O2mgh 48 = & 12
HOEED1LH | (=PRI T D EE |5, @2mgh 438 = & 125EH S
DORGE, (R4 " EERER: | L, Z0%IE8HE =L Ik s
o PR BR)
VISTA-DME | k[ Bhtk, etk OCRRFERGT | DME4 A4 5 #4664 : VIVID-
B Rl DMERBRIZF U
(L= — IR 5 B
DIRFE, MEAE 2 b — e
St FREAER)
VIVID-Japan | HA etk DR, A9 RO | DMEX AT 5 BE T34 : 2mgh 4
B BRI TR WL ICEEE G L, F0%IT8HE
GERIEA(LIFERGE—HER | Dok s
B
VEGARER A A B, etk AAEMER O | NVGHEE 4] : 2mg# Bilnl# 5.4
WEhRERR TR X, RS LA, B
(BTS2 EE O HH KO B IZ2mg % 5
SE VR LAY T RS T T
HE LR ER)
VENERAZER | HA BEhtk, etk ORFERGT  NVGHEE 1641 : 2mg% HFKE 5
R GREIEA LI B
B)
FIREFLEYE |[RMl, BA, |A#hiE, Zott, AEMER O |ROPEE 11841 (5 H AARALT
R fthoF27 % [FH | MEhiemFRER GEEIS OB |[F) : 0.4mgx HERG%I, H
f66% 2%~ D EEEDIRAEX | 5-HEYER N A % o — TR I UE|C
IZ L — IR T DIEL M | FEWVTRIE
DOIRGE, FEAELLIEERTREEDE
IR [E T ek PR LR RER)
b |FIREFLEYE |BRIN, BA. | Ao, Z2tERsii (B4 | ROPHEASIF (5 HAAAILF) :
NEXTR B MDF24» [H | 2R ORISREDRTAR, FEME |5 0Lk L L
VR 2o AL IR A A AR e [ A1 5o PR
Hrs )
a) TRCOMER OB GRRE - RS

b) FHGIEYEIHES T, BEITE L TERET B ik
c) 12WIZ1MIZFE AL L, BHREEEICEH LEGAIZIENLET WlEH D VIE8HE) IckE79 5 ik

d) FRGEEE-> T, RETDHE

{E1) 5028k /X— FBIIAF BT H =7 F U U L& HEH ARG Lz & & OZRZ S 5 BIER L —
HEMAR E LRI SN TV, XA T2 =T F NI ALV BELEAIMEEA T 27 =X~ 7 h0k
RNz, REHMOZEIEN R 20| 200 BFITHRBE KRGS bo0, BBy A
BERTAR B AT o T,

H2) 603FRBRITATT K AN IR E O R 72 ZITV-18UK) L ITV-28K % thlg LTV 2728, T4 5 OEWITAA O
PK/PDIZE# A FIT 72\ 2 0RO bz,

13) EIRAYZe HEg & U TR A 92k L 7=,
KT AV — T ORI IRNTESRIE O HKRRERG



ARICE T SR

<BHBEE>
N AR H Y PoE
. S5 Hh I VR i N
L LA (FHA ) I R O
I | PDY6656:5k KA HAFARNZE 52 L5008 o | RN BrEass] - 1, 2,
)= L SR B RE T AR 4mglkg XIT 77 R & 1R[] >
(A 2L — SR~ T R | 1 CHERBIEIRNE 5
PR B Ak )
PDY66555 5k 7700 TG T HE BRI B G | EHERR A B 4001 © 2mglkg% 1
X DM OIS L K ERE | R CERE RN RS- U
FAfiEN HA[E R N5
(B — i 2% FE e B (B e - 7 =
A G — N —GER)
30555 K[ RN G- Dzt AR | BHRAMDRE 2564 : 0.3,
UVEWZ BT RS R 1. 3mgkgX it ~7" T &R % 1
(ZHEIEM 7 7 2R xR R | M0 TESIRNES (83
R M7= v 4m)
30655 KE RS O B2 2R OE | BHAAMDEETH] - 0.3,
PN R SR 1mg/kg % 1R 2T T KB E R
ElSIRIEELEN Y WG (20 L 103k
HEECT& <D ET)
3075k KE RN 5oz et AR | DMEZA4 %859 : 0.3,
OVAEY) 2T T AT R 1. 3mgkgXiIx7 T v R % KiE
(ZHEIEM Y 7 2 RxRA RN | FHRNES QEMBXICEE
PEEER) LF+6IH )
II | 7027X5% KE W ENESOEZEER O | BEAAMDAEE 1576 (502,
DRGSR 508, XIF603RBR AT LIZIE
(IR = e 5 5R) ) : 2mg % W ANPRN#& 5
(2) BRR E R ER

O, PILETIRBIRFFEME %4+ 5 METEBIZE 1)
1) BEEMEFARZSHER (50288 Y— FA, BRUC) 17

<= FASHEABHBAMDEE 216 2 X512, A#10.05, 0.15, 0.5, 1.0, 2.0%04.0mg
OHREIY TANE G 5217572, KA OREERZBDOT-AEFRIIRD b7z,

<X— FC>ANEABH R AMD B 2801 2 i G212, AA10.15mg X 134.0mg D H[EIE RN 5
(57H BIZAEE C2lE B o 5] BB D526 5) 21T o7, ARH & OB M % 78
DA EFEGIT2/2861T, EONFIKIRE LA (6. siENAR - 5iEo 7 L7 () T»
THNLIFEEETHY ., ZTOENEKR EREE 255 EFRIIRO LN T2,

</N— RA, B, COFE>HEYEREDOFHMIZ IS\ T, BRI 512 X 2 i h s OS54 7
7 VULt 7 MEEITEEO TR FRMICILS . 2.0mgll F Tl bl EoEfl 2y & & T IRAE
(15.6ng/mL) KW ThH-o7-, T, A XV A (IFE, IkFEE. KEXOFERE) KO
DEX G R EREE 2 5 B8 T b/ no T,

PLEDFERMN S, KB OBEEIRFTHD EE X B,

17) /A T VEREAEPN VTR [55 T ARBB BRI 7R Pa e kB (SMELN) ] KGRIREREAT Ve
2) REEHFARNREHER (603:5) 1®
SHEINB R AMD B 2061 2 5 RIS, WT7 % A I S B 70 HZTTV-18G5] (130

IRFBR LA o K OTTV-284F) (HEERAI, SR ERA]D) 24%54mg a4 & & IZ1208 W O
B IRNES GReE) 217, et & TR SIS T 7 U~k 7 MR



aEICET SIEH

AT UTe, MR OZ eI EITRD HivT, W@f ITRIFCThH o7z, mFEHEEER & O
FEAIT 7V )Lt 7 MREFRAIE CREZ2EWVITRD 6T, £, mFEERER T >
VoLt 7 MRERIZ E A EOIERTER FIRME (15.6ng/mL) K TH - 7=,

a) FAHIBAFIZB WV C2FHORAINT ATV-1 L OITV-2) O TIRNBEG-RFI MG S iz,

18) /A = LA ENERE (55 T AHRER: SO 1R Gk OMELN) 1 KGRI RFAT &4t

) POETIRGEFEMNE ZF S MBEREMEICENT, RHOERRBEIN-FRERVAERK. 771
Nt T GEEFHEER) &L T2mg (0.05m) Z15 A C&ICIE., ESE EAH) WFHERNE
595, TOHOHEFHICENTIE, BE. 20 AZLICIE, BFRRAKRET 5, G, ERICKY
BREMREZEERGT S50, 1hAUEHITH L. 1| THD,

Q) AERICERFRAER
U, PILETIREIRFAEME &4+ 5 MEnEBE 4]
FE IR - ASIRRHER : CLEARITIBR (5085K8%) (@47 —4)

(LB =R ]

SHE BT AMD B 26510 AFIORAEH RN G X IR R e 0% 4
P, BARMEROVEMFAER ZET L. £, A0 ZEatid bAAI O HIER OH
BAME 2 AR THEM S Lz,

RBRT VA | EERE T EERGARR

PSES LA FCNVZ £ 9 BHAAMDEE 15761 CK[E 33 7%

AR RN L% c BHBAMDIZAE S FULE FCNVIC L A NK T2 G 55000 Eo F 4
- OCTIZ i‘éf%]ﬂ%qjll}%ﬁ (J"Z) DES (CR/LT) A3300pmbl
. ETDRS [VAE N B IEAR ) SO 73~34 37

. X ér’ﬁ@ﬂijﬁﬁn‘? XH35,400um L
. fﬁlﬂ%Tmm#Fﬁ%{@jﬁ% SDB0%LL FCTHLEIZIX AN &
s FHREFEDSIRE DK E ZD25%LLF f;é:

Be 571 A 2 AR B061 3 OB I IAER IZHI ) (11T . AAI0.5mg, 2mgZ 4 =L X
IF12 L . AmgZE 120 T L 12:5?%%%14<W&5L7‘_ (EEB5H) . <
6~52ﬁﬁifi FEREREEIEN, ZNENOHEOPRN (W 2| r“L
hfR) % 5-%217-7- (PRN#%5H]) . PRN#GOEGIT4E = L ITHE LT,

<PRN# 5.8 0 Hi% 5 v >

- OCTT EP'L\#EJH%}— (CRT) 73100pmbh _EHan
- OCT CHAMEIZ BRI DNER 6D B AL, DO Rk m B IER I SCFH 53R, IR TR
- OCTIZ &Y #Hj éhéu%ﬂ:t M D M REL D B R R
. ﬂ?ﬁf_ 7pclassicE A i &
« FAIZ X 9 B &30 2 HE UGB o s 281 E,
-ﬁtﬁ%%%wmm
B XM |12 B2 HDO0CTIZ L D CRILTDR— AT A MEDS DIV B
HH
BHNMERI RGN |ETDRSIR N FIC X 2 @B IER S U 0B (b &, AN E 1 LizBEDE
IHH A, CRILTOR—R T A MENSDEE Y
BRWERZRADEE (DR S - BE 0ElA . CNVIEZEEDZ(LE, NEI VFQ-254 5+ % =
T H TOEbE el

ERRR M | AEER. BWEN, EERAEFEFR, RETLICESTAEFSR, KT 2L
HH

AT F- ] VRIRB IR fi b

FEFMmEE (FAS)

BIWRFHIIEE (FAS)

BEREIFHMEIEE (FAS) 7k
¥ AFHMHE B ICHOWT, bR EAEH L-, £t chISTIREIC L HplEs
BH L. a=0.049 & thilik 7=,




V. BEICEI SIEE

CNV (choroidal neovascularization) : JRK&IEHT A= L&

OCT (optical coherence tomography) : YT ¥ilr/Ezt

FA (fluorescein angiography) : 7/LA4 L&A & NIREE Y
FAS (full analysis set) : & KO xR

NEI VFQ-25 (National Eye Institute 25-item Visual Function Questionnaire) : K[E [E SZRRFHMFZEFT D 25T H H»
LR OBRERBEIZ OV TOT v — b
¥1HAoLE  ETDRSHEAFKICE D

%2 R OH}eRF - ETDRSHIRICL D m

e AR U OB NN 15305 L B
FEIEAR ) R DI T 315 0 SE S

(#58)

<128 B IZBIF A CRILTDOR—A T A AMENSOZLE (FEHMAEA) >
CR/LTOWWIZIEE £ TICH 5 RERE TR DLz, 12 BIZB T 5CRLTOR—ZF
A EINS DAL EIE, WEREAIKRT-118.41155.2um CEHE tHEER2) Tho /-
[p<0.0001 (4 H Eopfl) : UEARtHE] . £72. PRNEGHTH %5210 H Tix-129.3
+150.4um ToH -7z [p<0.0001 (%4 EH EOpfE)  VEARRE] .

KV-1 CRLTOR—RASA VEILDEILE : 128 (FEFMIEBR) . 128 L4 (FIXREE
{IEH) (LOCF. FAS)
N 0.5m 0.5m 2m 2m 4m
B iy | 1zEor | oy | 1Eoe | 1oEos &k
) n 31 32 31 31 28 153
H A& -87.7+ -107.1+ -96.1+ -69.5+ -157.6+ -102.6+
(um) 101.4 86.1 102.0 94.5 160.4 113.0*
19 n 32 32 31 31 31 157
i v -152.0+ -75.1+ -169.2+ -56.3+ -139.8+ -118.4+
(um) 112.7 111.0 138.5 133.1 228.6 155.2**
16 n 32 32 31 31 31 157
i A& -161.8+ -139.1+ -182.7+ -107.4+ -208.6+ -159.8+
(um) 107.7 126.6 146.8 112.2 202.1 145.3"*
59 n 32 32 31 31 31 157
i X -123.5+ -108.0+ -143.0+ -111.6+ -161.4+ -129.3+
(um) 118.2 106.7 156.2 135.8 215.7 150.4**
SEAE - R HE R
¥k p<0.0001 vs X— AT A M (4 H EOpE)  (UEARRE)

LOCF (last observation carried forward) : ff&EEh 2 o 7 4 EiE

<IRREIER I SCT OB b &, S ES L BE RS
o2 bE (RIKGHEEE) >
R IER D12 B OX—R T A EN D OB EITE SRR TH5.719.930F (Y
EHERERZE) THY [p<0.0001 (4 H LopfE) : EAtHE] . 0.5mgXiE2mgD 41
TEHRE T, ENENA8.8+£9.2 T, +8.3£10.10F (FHMEEIEEERZE) Tholo, Fio.
PRN# W ToH 5520 H TlE+5.3113.5XF (CFHEEEHERFE) Tho7 [p<0.0001
(4 H EopfE) - EARURE]
AR O FEEHEF S (12 H) 2B\ T, 2R TR LR 2 ENRD b,
iﬂxmﬁjmzzmiz’»+5.73Gcfa%ot Wkt L. 0.5mglt 2mgD 4 = L & 5/ TlI %
n%“n+8 8F., +83UFThH-olz, 7o, dmg G5 TlX. 2mg& 5RE % LAl 5 %0 H
RO LN o7, 5T, 52 BIZHE VT &K TR K OISR i =N &
N, EEORNOEAEN+E53LFETHo7=DITx L, [EEHRGHIC2mgd 4 2 }:&“5
ZZ T REOR ST OB REIZ+9.00FTho7-, SHEDHE OB BT, KFGHICE
WCHEER BB & 052238037, TRHDZ EnD, BAMIC2mgD 4 = & 3[E5E 7
BHZITV, ZO%II8E T LI G532 HiEZ BIHEHRR CHRErT2 2 L & LT,
¥ ) OUE - ETDRSH AN RIZ K A @ i B SR o B »A 153052k

. CRILTOR—2 5 A MG



V. BEICEI SIEE

V-2 12BEBRUZEBICEITORSBERIXFHOELLE. RAVHEXL-EFIE
CRLTOR—RSA UEM-DELE (BIXREEMIEE) (LOCF. FAS)

O.5n}g 0.5mg 2mg ng 4mg Aotk

AR |12 L | 4L |12 T8 | 12T & _

(n=32) | (1=32) | (=31 | (n=31) | (m=31) | 7157

B IEAR 121 | 8.849.2 | 3.8+11.6 | 8.3+10.1 | 5.248.5 | 2.6+8.7 | 5.7+9.9"™"

LFBOEE | 52 | 5.4+17.1 | 2.6£15.5 | 9.0+10.6 | 5.2+13.5 | 4.249.2 | 5.3+13.5"

BANEE L | 1208 | 18.8 91.9 25.8 16.1 9.7 185
- BEEL 520 | 18.8 21.9 29.0 29.0 9.7 217
| 822t | 150t | 332¢ | 103t | 2L1=
CR/LT 128 | g9 92.6 19.6 925.5 316 | 224%25.4
AR 1 % . -95.4+ 9227+ -25.9+ -22.0+ -25.9+
52 | g9 20.1 28.1 23.2 999 | 244242

Y AR A 2
**: p<0.0001 vs N—AT A ME (4 H EOpfE)  (HEAHIE)
XM O - ETDRSHIRIC & 2 fs M EHL) SCF o #8316 305 L b

<HNPHEFRFF SN2 BE OFIG . CNVIRAHEEOZ (L&, NEI VFQ-25 Git A a7 D%
b & (RBWIRHMEEE) >

£V-3 12BERUS2EE (RIF48EEB) [CHITEBRNMN BT SN-BEDEE. BHRE

HEDOZE{LE. CNVREEmEBENDZEILLE. NEI VFQ- 25 nﬁ'l'Z:ITO)aa":ﬁE (FERH
FRMMIEHE) (LOCF. FAS)

0.5mg 0.5mg 2mg 2mg 4mg Aotk
GETE |12 | 4B E (128 E |12 & (n=157)
(n=32) | 0=32) | =31 | (=31 | (=31 "
WA MER* S| 128 100 93.8 96.8 100 96.8 97.5
TRERS % 52 87.5 87.5 100 90.3 96.8 92.4
1238 n=31 n=32 n=30 n=31 n=31 n=155
I 2 TR FE D -0.142.2 | 1.343.6 | -0.8+4.2 | 0.4+5.2 | 0.2+3.7 0.2+3.9
(& : mm?2 483 n=31 n=32 n=31 n=31 n=31 n=156
-0.01+4.8 | 0.9+4.6 -1.8+4.5 | -0.04+4.2 | -1.0+4.2 -0.4+4.5
12 n=31 n=32 n=30 n=31 n=31 n=155
CNVIRZ HFED -1.3+3.2 | 0.5+4.2 | -1.6+4.6 | -0.7+6.1 | -0.4+4.4 -0.7+4.6
b gy | PS8l n=32 n=31 n=31 n=31 n=156
-1.4+3.9 | -1.4+3.9 | -3.4+4.9 | -2.3£5.2 | -2.6+6.0 -2.2+44.9
oy \ n=30 n=29 n=27 n=25 n=28 n=139
1\1[}3231\%712@5?2]5@% 128 2.6£8.5 | 3.1+10.1 | 4.3£10.8 | 2.3+8.1 | 6.5+10.1 3.84+9.6™
2 a7 OB 5938 n=31 n=31 n=28 n=27 n=28 n=145
3.4+9.4 | 5.4+12.2 | 4.5£11.6 1.3£9.3 | 7.1+13.8 | 4.44+11.4"
SERIE R =

**: p<0.0001 vs N— AT A MH (4 H EOpfE)  (VEAURE)
X B OKERE : ETDRSHLIFRIC X 2 B fs (BB SCFH DR T 28 1530 F A0

< ZEepE >

CLEAR-ITH#E Bl (CEEZEHMEZET) | 0BT 2T X TCoAFHRSIL157
flvp, 25 T12961] (82.2%) . RERHR T13441 (85.4%) WZHRO LT, D9 Lkl
HICEE G A A ERHGH TG T (0.6%) . RERIRT196] (12.1%) TH-o7-,
BN F o e 2O FEFGITIREEI166] (10.2%) . RERIRO LG5 R
U 60k (38.2%) . HRJE EH3061 (19.1%) 7 ETholz, 2HMORBRILIC
B3 5 A EFRIIMEIREE 16 (0.6%) . WERIRORBRIICEIH T 5 R HEFLILHME
B 8% (5.1%) . IRE EF76] (4.5%) e ThoTe,



ARICE T SR

ARBICBW T, RBREKICBET 2 HERAERG, WBEKICHET 2% 5P ILICE- T
A EFEG L OB 50 T I3RR0 bk o T,
K EGTFHICHE S DA EFGL, RBRICHES 2 FERRUCETEIND

1) A = VEEEEN R (5 RIS - AR : CLEAR-IT HRABR (SMEILAN) 1 /KGERERFAR &R

) AL ETIRGEREME 2445 MEBEBRLEHEICE VT, AFORBINE-AZERVAZIE. T77UKX
ILtET b GEGEFMHZ) £ LT2mg (0.05mL) 1A A EIZIE, E#HE3E EBAH) WFERKRET
B, TOHROEFRICHENTIE, BE. 20 AZEICIE, BFHRRESET S, 48, ERICKYVIE5H
REBEERETEM0. 17 AULEHITEI L, | THS,

(2. BERAERZFE)
FNHEAE - HEFE%RAR : DAVINCIEHER (706548) OCBaT—4%) 9

(GREREZE]

NENDODMEZ A4 % B 25812, AH O~ 72 Bk OG- TR A& G- 217
W, ZEEROZEZHETT 2 & &b, REHBERDICRE TR B2 RRIIHET
% A BT S Lz,

RERT A v | MEE AL E i ok B EER

PIE DME# A9 584 : 22141 CKE. #F %, A—A MU T D35 E, 39iik)

F7pBPULE | 1B 2 2B R A2 A3 5 18 LA LD B 2o

- ABRIRIZOCT CHULEREE  (CRT) 23250umPA b o> s 12 K S ER PR 2 R
L7 B5DMEZ BT 5

« 2T Y —= U TR BT A RERIEOETDRSH £ C L B H i i EA ) U5
73~243L7F (AR L AH1717C20/40~20/320) 7o &

Fpbro Y | - BRBRARICHENERY A TINIC L A 1REREE AT 5

cWBRIRIZ A 7 U — =2 7 ORI3» A AN CEEE I ST BT L — W — e e
BT L DR EIEE AT 5

cRBRRIC A7 V== ZORISH A LINICEIBRE AT v A REIOIRN X IXIRE
PG L D IREIREZHT D

cWTNDDIRICAZ V== 7 OFi3H A LINICVEGFILEAIC L 5 1EIE L= A
T 5

- RBRIRICIEEMEDOPDRAE H T 5

cay b= A AREOREREEAT D

s YRR CHIME = > b — LR R (RN E T B IM)E 23 180mmHg
ML 2[E] 3 5 ) E T U HME B E 23 160mmHg B . b L < 1345 9E B 1 E A3
100mmHgi#)

- FIEIE G- B O/RI6 K A LA M E S X 3D OB E 2 A3 5

BT IR E LB LT ABAREET D L

Pe 50715 K GURE B ARKIB G (&L O G-MRERNC4EE) * 1R N — Y —IRERE D 5RE

\HEVEZ 2B Y A7

« AFN0.5mgdi = L B EHRE - AFN0.5mg A 4 T L IT48 M H £ TR E LT-

- KFI2mgdaiH =L B R - AKI2mg A4l L 1C48E B £ THRE L2

« AFN2mg8il = & W HRE - AF|2mgA 4 T L Z3EF L L-%., 16~48¥ A %
T8E =L 5 L=

- AFI2mg PRN# 5.8 « AF2mgZ 438 = &L 123AF& 5 L=, 12~48# A £ T
ARAFN G ILEIZHE > T4l Z L IZFEl L, PRN (MEIZS U, bR #5 L
7=

© b —IRIREE ¢ SEBE L — W —JEREETTIC K 1R A LE B IZ1E TV, 16~48
HHE T L — Y — AR 06O VA 2 16 [ 1R DL T o0 88 5 ¢ 52
L7 (48 Z L oA b )

* 1 AKIBGRECIE, BHEICL— — AR 2 506 L, 2488 B UMIC L — 3 — AR EE 2 T35

A, 16EEIC IR FOBE TL—P—IT L 5 L A% 2 — 1A% EHi L 7=




V. BEICEI SIEE

< ARHAI P G- U >
+ OCTCTHILERE (CRT) MNZEIE TORMKE X D & 50umitBHI N

+ OCTIZ X 0 I S 40 2 Ml o BBl S XE e D ZERAMEZ AL S D WO I REIE Tk
L <o fEEE (CRT) ﬁ)250pmb&i@%ﬁfﬁ€@ihﬁﬁﬂﬁi

« OCTIC X 2.0 EEE (CRT) OBIMMNIRD S, ol mks ER ) U535
ZTNE TORE LTFEN LT L KT

. %%%@Hﬁﬁiﬂzﬁwaulﬁl}kl&ﬂ##65jc$uﬂ&é=§ﬁtw:om@ HhY 77
4=V R (FLENSERImmOEH) (SR IENEE L2

< b — W — AR AL YE >
L—F— RN REIZE > THATH D LEEREMMNAR L, hode td
PLFOWTFNNIDIZZYE T 556 ¢
© BEBE UL O MR IE 23 500 um LAY
< HEEHLEE OREME BN 500um AN (B2 L 7= EIEARIE & BE3 5 454
« HEREAE IS O &P 23 TARARRFLEALL T, WO RS & S5 BEH 0 8 O 1THRAR R L
SHOEZLIN
L— W —FIRENEFIC L > THEA TR LR ER 2SI U 725813 50 L 7e
vy
ﬁ}?ﬁ'ﬁﬂé% 24 HIZBIT DR\ B ER N LTFEDOR—R T A ins O L&
FEAfIE

H PRI 521 BIZH U B @G ER I SLTFE DO R—A T A Uinb O bE, 243 B K U2

FTAMTE B WH&~~274/#Ewi%uimﬁﬁ&%ﬂﬁ%mt%%@%A\%ﬁﬁ&
OB2EBIZBITAHLEKEE (CRT) ORX—Z2AF7 A4 UMb 0Ok, L—F—15
APIEIE

Therett | AEES, BEA, ERLAEFR REPIRCESTLAEFRR, LT, APTCE
AHImE FI XL 2@k IERFR QL

AT R FRAER 732 fR AT
FEFHIE E (FAS) D ARFIE GRED L— Y IR D E O REE, £
HEIZEEL, $1 @@ R % %3 5 7= O Hochberg D FEE AV 5

PRERI 72 fi AT
BIREHEIEE (FAS) : Ak, 7272 L. 521 H Ofiftr CTid. ZEMOREIIIT
koYAAR

OCT (optical coherence tomography) : Y T-¥lrE st

PDR (proliferative diabetic retinopathy) : HEFFHE R 7 HEIFE

FAS (full analysis set) : KON R S44E M

QAN BTN & R CALE Z4T 5 2, HEHORD 0 IZEHO R WERN T Y U % Rk T CIRERIC
LA 2 51

@ —V— AR HEEFEAOL U XEEEE L, MBATBEMEDO AL v FE AN, L—V—IRFEEFRT
BRG], L—Y—D A v Fu2blol-FFE (PASCALL—H—DEAITHEAZ0) . L—F—BHLFELT
SRR RS

@ .S (CRT : central retinal thickness) : b7 7 4 —/L K (FLEDLERImmOEM) O
L

(#&R]
<24 BICBT DR EE ER I SCTFHOEE (FEFMGEE . BEERETE SR >
24 HICBIT A EEBIER T CFROR—ZA T A4 b OEbEIT. W OARE| % 5RE
(+8.5~11.4X7F) & L—V—IR¥ERE (#2537 LV AEIZLEL (p<0.0001~0.01,
ANCOVA¥) | K GHED L — P —1REREC RS 2 BB 23 G S 47z,
¥R A EEDR, REBERANCTFTEON—R T A AMiE AR L LIZANCOVAET L

<52 12 51F B R ERS STFROEAL i, 15307 EOBAEEDH b T EH D
&, CRTOZ{LR, L—¥—imollsk @KRFHEHR) >

521 1125513 5 RA B LA CF IO~ — 2 74 Vi OBALRIT, AFE 5HECTIE+0.7~
18105, L—F — RT3 LT Th o7 [p=0.0001 (4 H Eopff) . ANCOVA
%],

X IR ZEER, KRB ERICTEON—R T A iz A& L L7ZANCOVAET v



V. BEICEI SIEE

£V-4 2BEBRUSZEBIZEITAREBERIXFHOEILE (248 : TEFMIEB. &
EERIMRATIE R - 52:8 : BIXREEMEIER) . 15XFUEDBRABELAADNT-BEDE
&. CRTOZ{tE. L—Y—AEOEL (BIXREFEHEIER) (LOCF, FAS)
L AL
VASERE 0.5mg4il = & 2mg4illl = & 2mg8il = & 2mg PRN
e BehRE Be Rt Be Rt BehaE
n 44 44 44 42 45
AHN DN 2438 0.0 5.6+0.8 5.5+1.1 3.8+0.6 4.4+1.3
BeE- a1 523 0.0 11.7+£2.5 10.8+2.9 7.241.7 7.443.2
L——RR | 241 1.7+0.5 0.0 0.0 0.0 0.0
PRSIy 5234 2.5+0.9 0.8+0.8 0.5+0.7 0.8+0.9 0.7+0.8
gig%ﬁ;gfﬁ@ 9.5+16.1 8.6+14.6 11.448.7 8.5+7.5 10.3+7.5
BE %2 6.6+2.4 9.6+2.4 6.3£2.4 8.442.3
pfiE - 0.0054 <0.0001 0.0085 0.0004
(FRE L) (ANCOVA*3) | (ANCOVA*3) | (ANCOVA*3) | (ANCOVA*3)
15305 UL B DR FiekaE
IS T BE DE| 9 (20.5) 15 (34.1) 14 (31.8) 7 (16.7) 12 (26.7)
9 A R (%)
@4 4 B EOpfl — 0.2311 0.3320 0.7836 0.6189
(REH L) (Fisher's Exact | (Fisher's Exact | (Fisher's Exact| (Fisher's Exact
Test) Test) Test) Test)
i;jﬁggu?‘” -67.9+135.2 | -144.6+110.7 | -194.5+143.0 | -127.3+141.8 | -153.3+132.2
(B0 (43) (44) (43) (41) (44)
BE %2 -84.9 -116.6 -63.2 -93.8
4 B EoplE — 0.0002 <0.0001 0.0066 <0.0001
(BRE 1) (ANCOVA*4) | (ANCOVA*) | (ANCOVA*4) | (ANCOVA*4)
ERBIESRN SCFED |
R () 1.3+20.7 11.0+15.4 13.1£10.5 9.7+8.9 12.0£11.1
AR e 12.9+2.9 15.242.9 11.442.9 14.0+2.8
4 B FoplE - <0.0001 <0.0001 0.0001 <0.0001
(EHE) (ANCOVA*3) | (ANCOVA*3) | (ANCOVA*3) | (ANCOVA*3)
15305 UL B DR Sk
DI ST BE DE| 5(11.4) 18 (40.9) 20 (45.5) 10 (23.8) 19 (42.2)
5 G B (%)
i 4 B EOpfl — 0.0031 0.0007 0.1608 0.0016
MEHE) (Fisher's Exact | (Fisher's Exact | (Fisher's Exact| (Fisher's Exact
Test) Test) Test) Test)
;'EQ%E (CRT) & -58.4+177.6 | -165.4+135.7 | -227.4+149.0 | -187.8+135.0 | -180.3+124.4
um () (483) (44) (43) (41) (44)
RERT 722 -117.3 -156.4 -134.2 -132.5
4 B FoplE — <0.0001 <0.0001 <0.0001 <0.0001
(B EFIE) (ANCOVA*4) | (ANCOVA*4) | (ANCOVA*4) | (ANCOVA*4)
SR R R 2
1 24 B UK, L—V —FIREEEL T8, 16EMICIEILTOHEE CL—F—IC LD L AT a2 —
B & £l LT,
2 OARHEERE— L — IR
X3 IREREETEOR, KAEBERNIITHEOR—R T A MEEIERE L LIZANCOVAET L
¥4 WRIERLZEEDERE. CRTONR—X T A Az &L L7mANCOVAET L

LOCF (last observation carried forward)

LIRS A = T ShE



ARICE T SR

< ZEepE >

DA VINCIFE: (52 ) 2B\ T, T X TOHFEFGIIAH B HHE CTL756] #1604
(91.4%) . L —H —IRERET440B]H 3961 (88.6%) 28 b=, TRAEFLIIARFIE
HRECREBEH 5001 (28.6%) . IRm2661 (14.9%) . IRIE ES2401 (18.7%) | &L+
2201 (12.6%) . M7 K oBESEM - R X X717 LT F =2 MR 4 1945
(10.9%) . W FIRHIML - 77U a~F 7 o B BMR418%1 (10.83%) . L —¥ —JRERE
T AR HIMB (20.5%) . FEEHMSH] (18.2%) . HRJM « AT IARFIEE - & I E A3 45541
(11.4%) 72 ETholz, WEBREKICBEET 2 EELRAEFRIL, AFHRGEEO BN 2L
FRREZE « /K « FERAR NGRS B, B FIRICE 72, RBREKICEET 2T IR 5
N noT-,

9) A VIR AENERE [ AR IS - T EPRSREER - DA VINCIRER (SHEA) ] AAGREFREAm R

F) BRFEMZECEVT, RHOERREIN-AERVAZR., [77UNLET+ GEGFHRIBZ) &
LT2mg (0.05mL) %11 A &ICIE., EHSEHFEARET S, TORIE. E%. 20 AT &IC1E,
HWFEARRST 5. 46, ERICIYRERREZEERG T, 1HhAULHIFHZE, | THD.

(4) REERIEABR
1) BN MEAREEAER
(. PILETIREIRFAELE %44+ 5 mEnEBE 4]
BAAZSCE MR R | VIEW25ERY
EMAAFER - VIEW1EER CBNT—%) 2

[ERE&RMEE)
VIEW1i#ER, VIEW2:ER1X, BHMAMDEE 2 %5212, ARO[ E, 2tk O3
B A2 RFTT 2 B CHEM S -, ME/E DA E - HEREZRE (CLEAR-IT I #5)
DFERMNE, RARGHEE LT3 2OHEKTHE (0.5mgdill Z &, 2mgdil Z & |
2mg8ifl = L) AFE L. VIEWILER & VIEW2RER D% &« OFERIC I 0 | AF|oAa 0%
WZOWNWT T =B X7 HIELMEEMAEL 72,
BTV A v VRS (L e R kR
5 LA FCNVZ£E 9 B HAAMD 52,4574
VIEW1:Ex : 1,21761, VIEW2:&5x : 1,240% (9 HAARAN @ 10141)
TAEIRERE | - HKBRIRICEBW T, FAIZ LY R S L7 AMDIZRE 9 U1 O HULE FCNVOIEEIE
A (BFHLECNVIRE 2 &) 2487 550mLL Lo B4
- CNVIRAHFEDRE IR D50%L 1
- RERIR O ETDRSH 13RI & D e b EAL ) SUT M T3~25 307 (AR L AL
T20/40~20/320) 7o &
TR EYE | - FRBRIRICIB W TFAIC X 0 3 L 72 28 S 2N 124 AR PLEE A (124 AR AL
SHIEAEIL30.5mm2é L, SR IT L, PR, FAnE+2E5T) 2825
< ABRIRIC, WA, IRe A b 7T X< EGERE, MEAERS. ISR 0T
2 BRI IER S OO IR L 5CNVE AT 5
cWTORRIZ, HERPEBYE, BRI SEEEE (DME) XITAMDLIAL a5
IR SFDOMOMEMEREEHT 5
c RBRIRICVEGFILERIC L 2 1RERAHT 5 s




V. BEICEI SIEE

5 J5 ik SRIBAZ . AHI2mgdill T & F R, 0.5mgd il = & G, ngSL LG
B, KT = X~70.5mgdill = & *&“Efﬂi@ﬁi CHEAEZIZEI O AT, R
NG 21T > 7=, TREBRIGIFF I eRE4E = & $ 5% 3180 ﬁﬁﬁb‘ FDRITERED
BHGA Y 2= WG LT (BERGH)
S2IHMRIMIL 1%, FHEL %)KTQEFFHW%%I%@KI@%%K& L. B&GEAEITEE
L7=%aid, 2nlinn WlEH AW IE8H) oG Tx5 2 Lt Lz (Modified
Quarterly Dosing#) .
<Modified Quarterly Dosing ] F#% 5- 5.7 >
mﬂf¢uﬁﬁf(aw)ﬂ%mif@mﬁm;@%mwmuiﬁm
* OCT CHBED BT MNFRD Hiv, O EEIER ) CFENR T E TORE X
?iﬁmiﬁ,ﬁi%uiﬂiﬂ:
+ OCTIZ & 0 FH 41 2 B 3B S ME oD HE N D frd4 ik
* iz 72 classicBH A I
- FAIZ 10 Bt S 40 2 8 SO 0B o v tH M 251 b
© FT 70 EEEE O H i
- AiE O FRERZERE 57> & 1208 FH LL_E 23800
A5 2 521 B IZAR ) 3 HERF (ETDRSTR AN FIZ X D e B ER ) LTFHOK T N1 T
P B i) SN BEOEIE
A5 R UTFOHEEDO2BEEIZEBITHX—AT A b0 bE (OfkEiEIER )3T
P B B, OB E (R ERL) SR 15305 DL B N) Lﬁ%%@i'/\ ®
NEI VFQ-254 5t %2 27, @CNVIEZHE)
3B hERRE (CRT) 0% ks 7o
P H
ARWERRER) |96 A (29:H) # TR DT T ORI
R EE H
REAME | AEER, A, EEAAERG. RGTIE-T AERG, L. APTCE
P H FIZLD ﬁﬁﬂﬁimﬁé\z%ﬁé$ﬁ Al
PR S I FREER) 72 MM (B OMBRAEBRE L, Mm% B8 UHIEGEE G S 7= f# )
FEFIEE (PPS) ZK%U&LEFH@7 U R~ 7GR RT S IES M O REGE
(BRAEH210%) *AAE@§E MaZE L, FRNCEDZIEF (KFI2mgdill =
CEERE, AKN0.5mgdilll T L FERE, AF2mgSilE = L BERE) ITHEVVRE R T
9,
IO A BRE LT (R 2B 8 L FIEGEHTI S Tn i)
BRI E (FAS) : AR GRED T = X~ 7 HGRECR3 D EEE O M
. 7L, *ﬁ/ﬂi@%ﬁ i%%ﬁ'@b TRTOARFEREGREIZBNT, FHE Trfﬂﬁ
THH CHLMERBRIEI N2 BE D, FHANZEDTNEF (KﬁUng@ﬂ e
BHHODOR@O., AH#0. 5mg4ﬁ N ?ﬁ‘ﬁ—ﬁi@@@@ AH2mg8ilil = & % HAt
DOOB, FHOD) ITHEVREEIT D,
VIEW1iE: : AFI2mgdiH = & B 5HODIZB W\ TSR S h o 1o 20, BRIE
T LTz,
VIEW2i 5 : AFI2mgdil = & e 53 OOIZB W TEEMEN R S 1220, BRE
ERT LT,
PRERI 75 i bt
EjJDmT*fﬂﬁIE B (FAS) . HERMFHMIEER (FAS) . ¥o&EMMNT - VIEW2R
BRIZEBIT 2 HARNOE RGN 2L
CNV (choroidal neovascularization) : JRK&IHT A= ML &
FA (fluorescein angiography) : 7/\A4 LA & NIREE Y
OCT (optical coherence tomography) j'lﬂ:I‘FL)?E &t

PPS (per protocol set)
FAS (full analysis set)
NEI VFQ-25 (National Eye Institute 25-item Visual Function Questionnaire)
HE G722 2 TR
BT 5T = R< 7 OFLE T NRAEIEET A 1 4 1 5 DS S5 BEZS PHEIE (23 2 KGR E R OV &

*  HAIZ

: VRBR LA S A L 7 AR

S N wﬁ%ﬁﬁ%ﬁl

: KEENLIRFEIFSEAT D25
IZOWTDOT o — b

X 9= X~7 (Ef#irz) & LT0.5mg (0.06mL) %1% AMmICHERSy A CEAH) Ak

WG4 %, ZOROHERMIZINTE, RIS & 355 R 2 8 B4 5 25,

FHZE, |

X1 VIEW2RBRIZIB W T, 920 H

15 HU EORWEAZ &

R EMThN 28 Tid. 1008 B Of5 R 2 & ekl & LTV




V. BEICEI SIEE

(CNVY#ZER, NEIVFQ-2567t 227, CRT)
%2 VIEW1GAER : W195.1% S X k., VIEW2UR : mif195%( #H X [H

[#E2]

@ BARAZESCEMBERRLRER . VIEW2iKERY

VIEW2iRER L, 4 > F, 7 U7 KB M (BAET) | A—AFF U7 BRINEA,
STFUT AV, A ATTILD26H [E., 186 TEMIT-,

<H2H BN BHERFR SN BEORG (EEFREE . RIS >

521 B IZ B W TR DR SN B OEIG L, AK2mg8ilH = & & 51 T95.6% TH
Sln, TR TERGREE SARIRGRELE O, W{H195%(E 58 X[ D _EFRAE A
NH26%LLTFTHY ., BBIMEDI0%E FEl~7=2Z &b, RKEIOT X TORRGEETT =
R 7Nk 2 LMD MEE S A7,

¥ RS OHERF - ETDRSHLFIC X 2 e 58 IERL SCF AR F 2315 30 F R

(%)
100 -
96.3 95.6
804
5 I S5=EX<J0.5mgdBE
7 907 Bl #52medEC s
4 A0 5mEdB
& 407 AFI2mg8ET &
T 1% 5EH (FAS)
204
. 123 | 75

n 269 274 268 270
521 : X BEHfEH
(BREEMIFARITHER)

MV-1 SBAariRSh-E&E0ESE (LOCF, PPS)

RV-5 MOV Sh-BEDOHMBE (LOCF, PPS)

. Fo_bE X< A
B 0.5mgdil & | 2mgail =& | 0.5mgdil =& | 2mg8iH = &
n 269 274 268 270
SR - H
B AR émt’%@ %) 254 (94.4) 262 (95.6) 258 (96.3) 258 (95.6)
FEfF AEab) B -1.2 -1.8 -1.1
(MEI195%15 #E X [#) (-4.9—2.5) (-5.4—1.7) (-4.8—2.6)

a) 7=E X TEREH-AFIELGE (EEREZESLLMUZ V)
b) FEHPERFE10%

X RO OHMeERF : ETDRSHR A FEIC L 2 & ER T U OIR T 231530 FA i
LOCF (last observation carried forward) : ff&EEh 2 = 7 4 E1E



VAN
q=

BICEEY HIEH

CEMFHBIER) | 9618 A ICR 1 2455 HE  (BREAFHHEE) >

<B2M FIZRT DI mBIER N T OB R, HARUES L2 BEOE S, NEI
VFQ-255 5t A a7 04 ek, CNVIRAmMOL LR (BIRFHEEE) . CRTOZ(LE

BEBIERNILTEDONR—=ATA onbOELEIEL, KV-20LB0 ICHBE L, 52

HIZBWTAAIZMgal Z L 58 (+7.630F) OT7 = A~ 7RG (+9.430F) (Zxt

TOERNEDR SN0 T2 T2D . FRNZED TNAF IS > TTREZAE T L7,
M B OLE : ETDRSH N RIC X % e fi b IR ) SCFH ORI A 1530 FLL

KV-6 52BBICETAREBERNXNFHOERILLE. RAVKXEL-EEDEISG. CNV
RE@EOLEILE. NEI VFQ-2585T R 7 DEILE (BIRFHHEIER) . CRTOZEL
2 (GEMFHMAIEE) . 96EBICHITHFFHEIER (FRRFHEER)

(LOCF. FAS)

. AN el AF
Belite 0.5mgdid =& | 2mgdil =L | 0.5mg4il Z & | 2mg8iH = &
n 291 309 296 306
523 | 148 B 0 8% E.[al ke 12.4+1.8 12.2+2.2 12.342.1 7.5+1.2
e i B 1 SCF D 28 AL & 9.4+13.5 7.6+£12.6 9.7+14.1 8.9+14.4
FER ZED) -2.0 -0.1 -0.9
(R195%1 5 HE X [4]) B (-4.1—0.2) (-2.2—2.1) (-3.1—1.3)
WOMUE I U - i (%) | 99 (34.0) 91 (29.5) 103 (34.8) 96 (31.4)
REf 750 -4.6 0.8 -2.7
(WI{RI95%15 #E X [H]) (-12.0—2.9) (-6.9—8.5) | (-10.2—4.9)
CNVYH A [Hifd
n 278 294 287 289
22 & : mm? -4.245.9 -6.0+6.1 -4.246.1 -5.245.9
FER ZED) -1.2 0.2 -0.7
(R195%1 5 HE X [#]) B (-2.0—-0.4) (-0.6—1.0) (-1.5—0.1)
(25 1E#H]
NEI VFQ-25& 32 a7
n 287 304 290 299
EivE|  6.3+14.8 4.5£15.0 5.1+13.7 4.9+14.7
FE ZED) -2.8 -0.9 -2.0
(R195%1 5 HE X [#]) B (-4.9—-0.7) (-3.1—1.2) (-4.1—0.2)
CRT
n 290 307 293 302
L& pm| -138.5+122.2 | -156.8+122.8 | -129.8+114.8 | -149.2+119.7
REf 750 -10.7 9.3 3.6
(WI{RI95%15 #E X [H]) (-21.2—-0.1) | (-1.4—19.9) | (-7.0—14.2)
9618 ziggi?jfigigi 4.7+2.3 3.9+1.9 4.5+2.3 4.0+1.8
A BIER) T B2 L& 8.5+15.0 6.0+14.9 8.1+15.8 8.1+15.6
REf 2D -2.8 -0.9 -0.9
(i1R195%1E HE X [4) B (-5.2—-0.4) (-3.3—1.6) (-3.3—1.5)
NS - .
BIDHERS 2émh‘%‘%&ﬁ%{ ) 272 (93.5) 282 (91.3) 275 (92.9) 286 (93.5)
T 720 2.2 0.6 0.0
(R195%1 5 HE X [4]) B (-2.0—6.5) (-3.5—4.6) (-4.0—4.0)
WANGE U= - ik (%) | 95 (32.7) 83 (26.9) 98 (33.1) 104 (34.0)
REf 750 -5.8 0.5 1.3
(i1R195%1E HE X [4) B (-13.1—1.5) | (-7.1—8.1) (-6.2—8.9)




V. BEICEI SIEE

a)

TR EI8EITH D

b)

c) ARG —F = X~ T RGR
¥1E)D0kE - ETDRSHRAIFEIC X 2 i G BRI SCFE oA 15305 E
%2 ) OH}eRr « ETDRSH N RIC X 2 i @5 EALU) U O IR T A3 153K
%3 VIEW2REBRIZB W T, 92 HICHE G M Th 7 BHE T, 100 B O RE K& & LTHW:

(XF) 10 -

e Rt
O 38 M N S F S5 Tk

R—2F4> 4

EE %51

FAL B DT/ N "RV KD HEEME - ARG — 7 = X~ 7RG

i TR~ ABH
0.5mgdid =& | 2mgdil =L | 0.5mg4il Z & | 2mg8iH = &
963 | CNVR 22 i fi ™3
n 283 297 289 292
Z{r & : mm? -4.3+6.6 -5.7+6.5 -4.146.3 -5.1+6.4
REfZED -0.8 0.4 -0.6
(1R195%1E HE X [) - (-1.6—0.1) (-0.5—1.2) (-1.4—0.2)
(25 1EH#]
NEI VFQ-25& 71 % =2 73
n 290 307 293 301
e  6.3+15.5 3.9+£16.7 4.1+14.8 5.3+17.2
HE 2= — -3.4 -1.7 -1.6
(WI1RI95%15 HE X [H]) (-5.7—-1.1) (-4.1—0.6) (-3.9—0.8)
CRT*3
n 290 307 293 302
ZAbE : pm| -121.1+130.4 | -145.6+127.6 | -117.4+119.8 | -144.9+118.4
REf] 720 -17.0 4.3 -9.7
(R195%1 5 HE X [#]) B (-29.0—-5.0) | (-7.8—16.4) | (-21.8—2.4)
SR R R 2

WEAREERIT., T2 XA~ 7RG, AFI2mediH Z L BERE. 0.5mgdil & & F 5 REIX13[E], 2mg8if

Modified Quarterly Dosing#A

—@— S5=EX<TJ0.5mgdEAE(n=291)

—@— A #HI2mgd:B & (n=309)

—0— AH|0.5mgdBZ & (n=296)
A#12mg88 & (n=306)

8 12 16 20 24 28 32 36 40 44

-

B REHEE R

48 52 56 60 64 68 72 76 80 84 88 92 96 (&)

-
BRMFHEEE

V-2 VIEW2RHERICETHREBERIXFHROLILEDNHT (LOCF. FAS)



V. BEICEI SIEE

@ BHELAERER - VIEW1GHER?
VIEWIRERIT, KIE, BT Z 025 [E, 164ffi5¢ TEME 17z,

<52 BICH I DHERFF SN BB 0BG (REAHMREE . REEOMITRER) >

521 FIZB W THABHERP S 7o B OFIGIT, AKI2mg8il = & e 5-4£T95.1%Th
Slz, TR THERE L SRFIBGREL DT, W95.1%EHE X R D ERRIEA
THUL3I%LTTHY, IRIYED10%% T ~72Z &6, AADOTXTORLGHTT
=B A TN DB ED R S L7,

¢ L) OHiRs - ETDRSHARIC & 2 S Bl L) 5018 T 231630544

5218 : F EBFHEIE H
(IREEROAEATHER)

V-3 SBHAriRSh-E&EDESE (LOCF. PPS)

RV-7 R|AVHFSh-BEDOHBE (LOCF, PPS)

100~
95.9 95.1
80—
8 60 B 5=EX<7J0.5mg4B L
%‘ Bl A%2mgdB &
| A%0.5mg4:B &
& 407 AF2mg8E= &
F 1915 5 E% (FAS)
20 -
121 | 76
0_
n 269 285 270 265

. FobER<T A
Belime 0.5mgdil =& | 2mgdil L& | 0.5mg4ill T & | 2mg8iH = &
n 269 285 270 265
SHERR s =
BADHERE ST iﬁiﬁ %) 254 (94.4) 271 (95.1) 259 (95.9) 252 (95.1)
TEfH] 720D - -0.7 -1.5 -0.7
(M1H195.1%12 18 X ) (-4.4—3.1) (-5.1—2.1) (-4.5—3.1)

a) 7 =X T HREH-AFEEGHE (EREXEZESLUZ v

b) FELPEFRAIE10%

X ML OffERF - ETDRSHLIRIC & 2 f s M IE L) SCFE AR T 2316 305

<H2H H IZ

B 5
EEAEDOE{L&E, NEI VFQ-2554
GBEINFHGE H )

.96 B I

| EEHIEE )

B IER ) SCFH OB R, SN SE L BEOEIE . CNVH
AR T ORIE (B
B DA FHEEE  (PREEAVFHERE) >

CRT D Ak &

KEBERITCFEOR—=A T 4 b OEbEIL, KV-4D LB ICHRE LT, 52iF
HIZBWTAKI2mgdE = L 5/ (+10.930F) TT = X~ 7G58 (+48.13XF) |
AN&WAM)@m@enﬁ@@ﬁréntoﬁﬁﬂﬁﬁm

*+5AEZE (p=0.0054 :

L7z OFlIE

H., T X T RERIC
ZED AR

O, FHE

X, 7= X~ 7 EEET30.9%,
XY D AAI2mg4 i
‘—’f}léof&_*ﬁ/i%ff‘g?‘ L/f&_o \3571;\

AK|2mgdid = L e 5HETIE37.56% T
TR GHOEBMI R EN R0 2T
52 B DT R TOFEHGRET, 4.5



V. BEICEI SIEE

~6.77h" A4 > NONEI VFQ-255 31 A 27 OEALNFEH b,
X1 OE  ETDRSTIRIC K 2 e B 1S5 o 23 153050 |k
X2 B LA EERR, BRE BRI SUTkA iE R L L7 ANCOVAET /L

KV-8 2BBICETAREBERNXFHOEILLE. RAVKEL-EEDEISE. CNV
REEENEILE. NEI VFQ-2585T X7 DEILE (BIREFMEIER) . CRTOZEIL

E GEMFHHIEE) . 96EEICH T HEHERE (REMFHHEE)

(LOCF. FAS)

. T A~ AF
BIH 0.5mg4ill =& | 2mg4il =& | 0.5mg4il = & | 2mg8il = &
n 304 304 301 301
52 |14EH OB H-[al % 12.1+2 12.5+1 12.1+2 7.6+1
ot e I IEA ) SCr e D 28 & 8.1+15.3 10.9+13.8 6.9+13.4 7.9+15.0
R ZED 3.2 -0.8 0.3
(MA195.1%/3 #5 X [H) — (0.9—5.4) (-3.0—1.4) | (-2.0—2.5)
pliEe 0.0054
3 * - .
BAdE 1”“%‘%}% wp | 94 609 | 114 375 | 75 (209 | 92 (300
R ZED 6.6 -6.0 -0.4
(Hi18195. 1% [EHE X [5]) B (-1.0—14.1) | (-13.2—1.2) | (-7.7—17.0)
CNV/H A Hifg
n 288 296 287 286
R : mm?|  -4.2+5.6 -4.6+5.5 -3.5+5.3 -3.446.0
A 7D -0.3 0.7 0.9
(Mi{R195.1 %5 HE X ) B (-1.0—0.4) (-0.0—1.4) (0.2—1.6)
(2515 ®]
NEI VFQ-25& %2 a7
n 300 298 289 292
A | 4.9+14.0 6.7+13.5 4.5+11.9 5.1£14.7
R ZED 1.3 -0.7 -0.6
(Hi18195. 1% [EHE X [5]) B (-0.7—3.3) (-2.7-1.4) | (-2.6—1.4)
CRT
n 284 285 278 285
A& : um| -116.9+108.4 | -117.5+97.8 | -115.1+105.8 |-128.2+112.8
96 2@205%?%%%%) 45+2.2 4.0+1.8 45+2.2 42+1.7
ot e i IEAR ) SCr e D 28 & 7.3+17.1 9.3+15.9 5.1+-14.6 7.1+16.8
FE 72D 2.4 -1.7 0.4
(Mi{R195.1 %5 HE X 1) B (-0.1—4.9) (-4.2—0.8) | (-2.1—2.9)
N X - .
BB RS 23%&%;& %) 273 (89.8) 283 (93.1) 271 (90.0) |275 (91.4)
R ZED -3.3 -0.2 -1.6
(M 1H195.1% 15 FE X 1) B (77— 12) | (-51-4.6) | (-6.2—3.1)
3 % - .
BA e lw“‘%‘%;ﬁj@ (%) 93 (30.6) 108 (35.5) 70 (23.3) 99 (32.9)
A ZED 4.9 -7.3 2.3
(Hi10195. 1% [EHE X [5]) B (-2.6—12.4) | (144—03) | (-5.2—9.7)
CNV/H 2 Hifg
n 289 299 291 287
R : mm?|  -4.246.0 -4.5+5.8 -3.3+5.8 -3.4+6.3
TR Z2D) — -0.2 0.9 0.8
(MA195.1%/3 15 X [H) (-0.9—0.6) (0.1—1.6) (0.1—1.6)




V. &

BICEEY HIEH
oy VA= Savi AF
0.5mg4ifl & | 2mgdi Z & | 0.5mgdil Z & | 2mg8i = &
96l | [Z&1h ]
NEI VFQ-25&5 A =27
n 300 298 290 292
v | 4.2+14.3 6.1+13.9 4.3+13.4 5.8£15.3
FER 72D 1.4 -0.2 0.3
(M1195.1 %15 #E5 X [4) B (-0.7—3.5) (-24—1.9) | (-1.8—2.5)
CRT
n 284 286 279 285
Z{bE : pm| -114.4+110.2 | -108.1+106.2 | -107.7+112.2 |-121.2+115.8
SEYSAE R HE (R

a) WEARERIEIL, T = X~ 7RG/, KRAI2mgdiHl & L K E5RE, 0.5mgdil = & 5 REX13[E], 2mg8iE
T HEERII8EITH D

b) ZAbEDE/N RN L HHEEM - AFIEERHE— T = X~v TG

c) HBEHEZETEIR, HEBERIUTEHEZ LR L LIZANCOVAET L (vs 7 =B X~ 7R 51f)

d) BHPGHE—F = X~ T HRERE

X1 OUE « ETDRSHNFIZ X 2 @ G EARUN 0o A 153 L =

¥2 1R DHERF : ETDRSTRAIFEIC & 2 e 6 ER 1 SCFE O T A3 1530 A

EE&51 Modified Quarterly Dosing#i
FiyiE 10.9
B
-
EIE
g 4 —@— S=ERTT0SmEHECE (n=304) O |
1) —@— AF|I2mgdiBZ & (n=304)
2 —0— &K#I0.5mgd B¢ (n=301)
ol AF|2meg8E L (n=301)
R—RZ54> 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 (@A)

- =
B R ETEE B BRETEEE
* :p=0.0054 vs S=E X< J0.5mgdB L% 55, AFI2mgd B LR 5 —SEXTT0.5mgd B LR 5D BRI E
(T{8195.1%ER8X ) : 3.15(0.92—5.37) (5 HZEENR . ReBERANFHRERLEELLI-ANCOVAETIL)

V-4 VIEWIERICETHREBERAIXFROEILEDNHT (LOCF. FAS)

@ BAERANZBEITZEoEHMBH (VIEW2HERI D EH ) 19
AARNBHAAMDBE 2 %4 & Lo S IR X, EEFERBR (VIEW2iER) & L
TEBENTNDEZ ED, BARANTEIT D AREI O OV 2 2 A Bk 2 2
SWCHHIT 212720 . %M E A ARNEMORBRIEDO —EMELZRFTT 2720, #
SRR 21T > 72,

VIEW2RERFEMHIL : 1 > K, 77 KPEME (BEARET) . A—A N7 U 7, B
HWE, TTUT AV, A ATZAD26H [E, 186tk



aEICET SIEH

<520 BN BHEFF* S 7= BE OEIE >
AFH 2mg8ﬁ;<‘:%5 2k 0, 52 BICH A DR S BE 0BG 1T, 24EMTIX
95.6%. HARANEMTIX100% TH -7,
£V-9 SHALNMF SIN-BEDEIS (LOCF, PPS)
H AN VIEW244£ ]
B 5 T RAwT AF T RAwT AFH
0.5mg4ifl = & |2mg8ifl = & |0.5mg4ill T L | 2mg8iH = &
n 25 24 269 270
D DHERF S BE - Bk (%) 24 (96.0) 24 (100) | 254 (94.4) | 258 (95.6)
FEf 22 -4.0 -1.1
(TEI195%15 #E X [#]) o (-11.7—-3.7) - (-4.8—2.6)
a) 7oEX T EERE- ARG (EEEBEITERTEE A
¥ A OHEFF : ETDRSHLRIC K 5 e i IEAR /) ST OAR T 231530 7oK i
<52LE LRI D EEBER ) RO bR, RAPMER SN BEOEIE, 961E
BT 58 %ﬁﬂﬁjﬁc%ﬁzmﬁbi>

52@9 NFSIDRAE 5o

HANEMTIZ+H10.0CFThH o7,

£V-10 52/96EEBIZHITSH&

BB EAR S SCFEDOR—AT A b OB L EIL, 2N T+8.9CF,

SEERNAXFHOEILE. 52BB ICRANMHEF Sh-EE

DEE
TFoUERT | RAME T | RAAE T | AKISHE T &
0.5mgi 5-8% | 2mgi 58E | 0.5mg 58 | 2mgh 5-8F
. _ < ‘ 94.4 95.6 96.3 95.6
DPEN (D) P | BRI | (osum69) | (2620274) | (258/268) | (258270
‘(PPS)“‘” R AAA 96.0 100 100 100
35| (24/25) (24/24) (23/23) (24/24)
k o er 9.4+135 76+12.6 | 9.7*14.1 89+14.4
%ﬁj Q}E@;ﬁ? B (291) (309) (296) (306)
(FAS fOCF)“ = HAA | 9.4%+13.0 85+84 | 15.9+10.6 | 10.0+11.1
‘ | (25) (26) (25) (25)
B 85+150 | 6.0+149 | 81+158 81+15.6
‘u 2 =] .;. = AN
iifgi 5;2?22 @;ﬁ;ﬁﬁ R (291) (309) (296) (306)
(FAS LOCF;‘ - HAA | 7.3+182 | 5.3+159 | 16.0+11.3 | 10.5+13.2
‘ £ (25) (26) (25) (25)
SAE 12.4+1.8 12.2+22 | 12.3+2.1 75+1.2
VEROEGEE (FAS) Eg* 128408 | 125+1.3 | 124+21 774+1.2
ot oot e (o4 o |2 4.7+2.3 3.9+1.9 45+2.3 4.0+1.8
A T2 ) Eg)\ 45+2.4 3.1+0.7 3.8+1.7 3.4+0.7
() PRS8BT A 31 8
SR R R
X R OHMERF : ETDRSHR I #IC L 2 fd@iE BRI SUF O IK T 23 15 374w
@ %&£ (VIEWIERER. VIEW2KERGESARYT) 20
ENACEME SN2 H AR 2B ofFEMr (24H) ) 2BV T, BEMA*IX

ARHFN P 5-RET1,824%5H 89641 (49.1%)
WZERO b, EREIER X, ARAIH 5B CRE B 48041 (26.3%)
HRE E5H-89%1 (4.9%) .

(8.7%) .
iR 5451] (9.1%) .
VIEW1RBRIZB W T,

. T7= tzvﬂﬁﬁﬁim%mmum (52.3%)

. MRJE 15841

T B R T EGREE ORI M 1714 (28.7%)
IRIE _EH-39%1 (6.6%) 72 TH-o7z,
BRI BT 2 EE A ERGT, AFIBGRETHNRE,

JId 1.




V. BEICEI SIEE

BRIENS1IH, 7= X~ T EEHTHRIVKT, BIRNRAEIFICED i, R
BT 28 G5 ILICE ST ERFRRIT, T2 A~ THRERETHBIRNRD1IFIZZED 5
iz, 72k, RBIRICEET A TITRD 6o T,

VIEW2EERIZFW T, RERIKICEE 3 2 HE R A EFGIL, AFIBGRE MM BIEN
3%, MM L, MR, MEEESE Bl ANRE, Il MERNE M, S Bk
SEMERE, 7 7 FHEEE, OEE, BN AET, BARENFIBISEO b, T=E X%
TERGRE TR BRI ISR ST, RBREKICEE T R G IR E -T2
FHELIT, AFIE G RO FIE*2 361, EEEAM, HAKT, e, K2, &
PEREBNIRIERERE, 7 7 FTHEZE, EmtENA BARA, STREE 2 SEEREE 2K 141
IR BT, ek, REREKICEE T 5B 1L, AFB G R CRMILE R AE &/ MM 25
H 23 E 1N ERD BV,

2RBROOFEMRNT (M) 1BV T, ARABEGEECEI D (117 B ALz B AR NGERI 7645 * 3
317 (40.8%) (ZEIERMR® bz, ERIERIX, FREHimies (21.1%) . IR¥E.
FORAMER 3% 46 (5.83%) Tholo, REHKICE#E T 2 HE A HEFL K ORBREKIC
B#H T ARG H LI E T FEFGIIRD o7, KRB

*1 REFHICERT 28 FFRea L, ETHUIHEL, IFE TOEIHFRRELHR LT,
* 2 I FEVE D 1] & AT IR E K O EEREE LR —AEF]
* 3 AAI2mgdilll = & B GRE260, AKI0.5mgdi = & 5 RE266], AHI2mg8lH = & ¢ 5-EE25/)

RV-11 25RO EEEZRRAEE : FFEHEN

A F) Fo_bE R~
n 1,824 595

TXTOFEFSL 1,744 (95.6) 567 (95.3)
ARICERE T 2 A EHEFSL 1,548 (84.9) 523 (87.9)
RBRIBDO A EHS 1,425 (78.1) 486 (81.7)
BRI B 5 A EFS 123 (6.7) 44 (7.4)
BH5FEICEEST L4 EFFS 823 (45.1) 294 (49.4)
AHBRIRD HE e A HEFR 65 (3.6) 26 (4.4)
AREBRRICET 2 A E RS 5 (0.3) 3 (0.5)
BH5FHICEET 2 AEFES 13 (0.7) 11 (1.8
YO ERG 1,542 (84.5) 494 (83.0)
ARSI B 5 A EFSR 42 (2.3) 10 (1.7)
O EERAGERS 437 (24.0) 146 (24.5)
AT 2 A E RS 10 (0.5) 0 (0.0
APTCIE T X 5 Bhfjifn 42 FE f2 F 5 60 (3.3) 19 (3.2)
FEBIENE D I FE 25 (1.4) 12 (2.0)
BN 2 13 (0.7) 5 (0.8)
1. 5F 24 (1.3) 3 (0.5)

B (FBLIHE%)
a) AHK2mgdiH =L, 0.5mgdil =&, 2mg8iH = L B EREOIHEARIC LV RE!
b) T RTOFEEELD S H, APTC (Antiplatelet Trialists' Collaboration) FEFEIZ & ¥ HIE S - Bk Az
EieHs
3) NA TVFERANER [HARNZ & T8 MR ERR L R VIEW23ER ] KGR RERHAL &k
2) Ao VR FENERE S B TAERER VIEW 13ER (SMEIN) ] KGR IRFREAm & B
19) Ao Z VEEGFENE R [VIEW2RER B AR £ AT, 24F/] AFRRERHLE kB
20) A T)VEREHENE R [VIEW1, VIEW2REROEA i, 24EM] KGRI A

F) PILDETIRGIEFEME 4 S MBERERICESVT, RFORBESN-AZERVAZERK. [77UR
L7 b GEEFHEBR) &L T2mg (0.05m) Z1»x AT EICIE. EfE3E (BAH) WFEANRST
%, TOROHFHICEVLTIX, BE. 2»AZEICIE. HFAREST 5. 4. ERICEYIREM
REEHERAHT S, 1HAULEHIFTEHZE, | THD.



V. BEICEI SIEE

(2. WRERFAREAZRIE (CH 5 HBLZE]
2.1 RO EEARBAZRSE (< S B BEZME

BAANEZECFEMHEERIFRGHE . GALILEOER+Y
S IM+E5ER : COPERNICUSERER (GBS T—45) ©

(FHERBIE]
GALILEO?EE%&U“COPERNICUS?&%%% X, CRVOIZFE ) SHEIRIEA A4 5 BE 2 XI5
. RBNOFENE, VR OB BT 5 B CER SN, BHUAMDEE %
xf% LTS A - HEERRRR (CLEAR-ITHRER) M OEWNATERMSH
7o MAHFER (VIEW1RER & O'VIEW2iER) OfERn S, KF o HEKR OHE%
l2omg#% 4 Z L 1T AN G35 L3E Lo, GALILEO# SR & )COPERNICUS
RER DK 2 OFERMN S | ARENOBIEFRHT R 2 EEE 2 WG L7z,

RERT VA | AR A L R o FREER
PSS CRVOIZfE ) SBtVpE 2 A4 5 B
GALILEO# % : 17761 (5 HHEHAA : 2161)
COPERNICUSZ 5 : 18913
TrpPUJLYE | - CRVO (RO » H AR (2fkE ) SEMBERIEZ AT D18 LA Lo B4
« OCTCTHULERIE (CRT) 723250umbl b
c REBRIR OETDRSIE R L DB B ER I SCFEMNTI~24LTF (AR L AR
T20/40~20/320) 7o &
T e | - SBRIRICVEGFILEA SUIRIB R E AT a4 RRIORNE G X B8 EZ A9
)
. %ﬁ%ﬁﬁ&&:fﬁﬂ%ﬁ%%ﬁiiﬁi PRP IR L —H —NhEEIC L AR EF T 5
s WL DRRIC RN, AR, 25 PR EE I EEE 2 & Teid
mﬁﬁf%ﬁf%
. fﬁﬂlﬁl?ﬁﬁ H OiI6 5 A LI M R E XL OO EA 3 5 foc E
Be 571 RGHERE & ABIRE (KAI2mg# 5) K OETER RO 2RI EIEL 28N 1)

71.0

GALILEO# 5 :
1H~200 B 1348 & L (ARG OT AT 217 - 72 (EEFREY]) , 24~48
WA IE, AFIET4E Z L ICFEHI 2TV, RG> TARIZ G L, 14
TEHTRE 408 & L A TESE Z17-7- (Extended dosing}l| Rz r2E) M)
523 H LAREIL, AAITEL8HE = & ICFHi 247\ P 5L I HE © TAA % #%
5 U, {ATESRECII520 B ERIAR 285 U, ZhLlfEIEsi = & o i 4
T, R GRECE > TAAZ G L, Wit e bIC760 B £ TRkl L7-

(Extended dosinglf] (8 = & 2%%) *1] |
%1 AR DO Extended dosing] (24~68i H) 72 5 ONNTATENEE O Extended dosing]
(60 68 H) 1%, H#EGIEEIINME> TARBOM - IENES 2170, &5 L7
ZIATER 21T 5

COPERNICUS### :
1A ~2008 H 3438 = & ISARHAI 5 X ;tffj&%f%ﬁot (FEHGH) , miEs
BT, 24~48HH 14:5 Tl 52 HLARRIX 128 T LRl A TV, RS
YE|ZHE > TARAIZ B G- L2, 1003 H £ CTifili L7- (Extended dosing#) .
2 52T LIRE & BEIE] 70 B G- AW BE L T S AL 72 35 13 - R 4 4008 ) & A T RE

< Extended dosingfl o> 5 HEUE >

L LT-5E

« OCTCTHLERE (CRT) 2NZILE TORIE L Y & 50umiB N

« OCTIZ X v Mt &0 2 MRS o0 B S OB A D FE R 28 Ak & 5 U M I R .
L <IZH LR (CRT) 250umui®%§£ PEOVE AR IR

« OCTIZ & 2 HLHEIEIE (CRT) HEINASERD BHiv, o m G IER ) SUsn <
NETORELFE L5 LTFLL KT

WE LS
« B FE B ) 3 iRl SRBERE 2 B 53T LA BB ONZOCT O %77 ¢ — 1
%) (P D ERImmOFM) ([SRBRENTFE L2y (GALILEORER O
I




V. BEICEI SIEE

B i AR D s miaERE Ry 55307 L Edk® (COPERNICUSEER D #)
Bt 24 B IZR—=A T A B 15T L LD TG EN I BT BE DEE
FTAHTE B
A~k 24 B 2B T 2O EBER I LTEDOR—2 T 4 b O b, @H Lk
R IE H JE& (CRT) O_—AT A b0 R, OIRNHTEME ~ & T LB O
. @WNEI VFQ-258 32 a7 DOR—2 5 4 b DEE

BHEME=IK BUHEIZR— AT A VI 15T EOR N EN L LT BEDOES . 528 B
FTAMTE B B AR EEIER e, POoMEEE (CRT) M ONEI VFQ-2583 A= 7
DR—R T A NEDOEAET NIRRT AME ~EETLEREOEEG L
B GALILEO# B Ti%761H H . COPERNICUSHB TIZ100H BT _X—2F A b

FHmTE A 153X F U EOR AT A5 iz E %m% \mmmmﬁ%@mmﬁa\
COPERNICUS B CIX 100 B (21T D@ B EHR ) 054k, bR E

(CRT) & O'NEI VFQ-254& #227®~~274V#%®%m%ﬁUKﬁW%$
ME~EM#ITLIBEOES Il

Tkt | AEFEL. BWEN. EERAEFS, RETLIIE-TFHFFER, LT, APTCE

A TE H %Kié@%@ﬁ%ﬁ%ﬁ 7y

FAAT F T FREERYZ2MRNT GE1FEOMARZ B8 L, 1258 UHIEGER G S = fighr)
FEFHIEE (FAS) ﬁ%ﬂﬁi@fﬁjﬂi%ﬁi TRE D B D RREIE

(FEfRHT : 24 F Tl $¢Lk%%%#&%kbf%ﬁ)

IR OWRA Z B8 L7t (2 B8 LGk EHI S Tz
ZUGHIEEE  (FAS) HJ: 2L, MEOLZEMEAZE L, FEFHMEEE T
EEEPEDRRGE S NS AR Y . FRNCEDTIER (O2HHIE) IZHEWRREE
179,

GALILEORER : @IZHB W TEBMER R ENR o Todod, REEKT LT,

PRI 7R AT
TRl H OREAT (GALILEORRER : FAS)

—REHmEE  (FAS)
BAEHEEE  (FAS)
ﬁ%%ﬁ:mymmm®%%@ﬁéﬁﬁﬁﬁ@ﬁ%%®ﬁm(Eﬁﬂﬁﬁﬁ)
J? a

Lo SRt « X=X 5 A /@ﬂ%”ﬁ/%{/mrﬁi Bl D IR IE H M O Yk aE A T
H@%W’GMﬂEOﬁ% BT D BARNOES LM 72 &
% KRPMEIZLOCFIEIZ L » THlise

FAS (full analysis set) : & KON R S4E

NEI VFQ-25 (National Eye Institute 25-item Visual Function Questionnaire)
 KEESLARSIFFERT D255 H 22 & 72 2 BREBEREIC DWW T DT v — b

OCT (optical coherence tomography) : YT ¥WrE &t

PRP (panretinal photocoagulation) : AN EEEE

VEGF (vascular endothelial growth factor) : Ifil.%& PN Rz HEFEIK 1

@ %1EH - T ARNES &R CAEZIT O 23, EHRHORDVITHORNES Y P& /e T CIRERIC
LAHT 2 FE

@ LA (CRT : central retinal thickness) : LV 77 4 —/L K (F.OENS ERImmOFIH) OHE
B

@ i i&FHI A = 7 4MEE  (LOCTE : Last Observation Carried Forward) : ZKAMEIZ % L CAIFTO et D)
TEAH A TR TE S 2 T 5 1k




V. BEICEI SIEE

€L

D BARAZECEMMEEELRRER : GALILEOEER (76:BFE TORE) ¢
GALILEORBR X, 7 V7 Kk (HARSETe) . A—A 7 U7 KOBKMNEAS D10
# [E. 63kt T iz,

<24 B IZ15XF L EORSEmERN B LN BB OES (FENE B . MEAIfRITRS
B) | 24l H OREBERILTEROELE, CRTOZ(LE, IRWNBrAmE ~E 7L
TBEFOHIE, NEI VFQ-2563t 227 02 k& (ZRFHMEEE) | 52 BICHE T 54
SMEEE (CWEHMEEE) . TeEBICBIT AKEIHMEEE GEMFMEEE) >

24 BIZR—RA T A4 DB 15X F L LD N E N B LT BEH OFIGIE, ARAEET
60.2% . BEFEHEET221% TH O . KH OB FEF I3 3 2 E# B 2RGE S iz
(p<0.0001, WHICMHAE™) .

¥ M R OV — R T A R IEAL ) CHEE L 7= I CMHAR &

(gg{ (ggl p<0.0001%1  p=0.0004%'  p=0.0004%"
p<0.0001%1 (%2 B LEDplE) (AB LDplE) (% B EDplE)
taiEatEE
2 % g 63.1 60.2 I 55+ AR
e 5 | Sk
®» 40- » 40
£ | BiEsEaD
2 & A4 E K (FAS)
20 20
. oLis3le7] losfiig [12714.3
n 68 103 n 68 103 68 103 68 103
2458 2AE-
FERFFEER T EEEE 523 : 76i:
(EFEHT) (JES?.J:Fﬁ”*ﬁi) =REMEIER || BANEEEIER
(BRELAIFRATHIER) el
t: 24 BB ETIZE#AGIELT- T RBAMEIXLOCFRIZ&>THELT=
BEITIERELLE:

X1 ERUA—R5( Y BEEERN THZLARHICMHRE
RV-5 15XFLULOBRAOBENHON-BEDEIE (FAS)



V. BEICEI SIEE

=V-12 24/52/76 B BIZHE T H15XFULDRABENAONT-BEDEIE (243 :

MIEE . BRELAIFEHTHER - 52:8 :

T

ZREHMEIRE - 7638 : BINFHEIER) . RERBIE

RAXFHOEILE., CRTOZEI{LE. NEI VFQ-2585T R a7 DELLE. BRRIFE
MEANEETLE-BEDEEG 248 : ZRFHEIRR - 528 : = RFFMEIER - 7638 :

%1
%2
%3
%4
%5
%6
X7
%8

EBEE@IERE) (LOCF*', FAS)
e . TR SRR e
IR | AR | e ()
n 68 103 —
2438 |(A1EH & G e P ER R (n) 5.3 (68) 5.7 (103) —
ARFN OV 5105 (n) 0 (68) 5.7 (103) —
1530 F L L O IIER I BT BE D 38.3%8_ <(.0001
HA% . (%) 15 (22.1) | 62 (60.2) | (oenm k)
o e A 3.3+14.1 18.0£12.2 14.7. <0.0001
WW%IE%%ijC%;ﬁ@KﬂC% (n) (68) (103) (ANOVAXIO)
ULEIEE (CRT) OZ L& : pm -169.3+224.7 | -448.6+256.0 | -239.4. <0.0001
(n) (67) (103) (ANCOVA*11)
(25158 ] IR AEmE ~ LT L7 3 (4.4) 3 (2.9) -1.5%8_ 0.5947
BEDOES n (%) ' ' (I CMH M & #9)
(2515 3.6+9.7 7.5+9.6 4,951
NEI VFQ-254& 5 A =2 7 02 v (n) (65) (96) :
521 (A1 %2 T S A% (n) 10.5 (68) 11.8 (103) —
ARHN D -4 B0 5% (n) 0 (57) 2.5 (97) —
1530 F L L ORI E R I DT BE D 27.9%8. 0.0004
Hon (%) 22 (324) | 62 (602) | ComonmgE)
o e A 3.8+18.1 16.9+14.8 13.2. <0.0001
WW%IE$EijC%§ﬁ®R'ﬂ:% (n) (68) (103) (ANOVAXIO)
R (CRT) OZ L& : um -219.3+233.9 | -423.5+250.3 | -167.5. <0.0001
(n) (67) (103) (ANCOVA*11)
[ZE&1GH] IRNHTAEmE ~ LT L7 -2.5%8 0.5185
BEOHS 0 (%) 6 (8.8) 6 58 | (mpmCMERE)
[Z2EEH] 4.5+10.1 7.849.0 3.6. 0.0049
NEI VFQ-254 5 A =2 7 02 v (n) (67) (98) (ANCOVA*12)
7638 (A1 A T I ER A (n) 12.7 (68) 14.3 (103) —
ARHND V-8 H-[a K% (n) 1.7 (52) 1.3 (91) —
1530 F L LR IIE N I b T BE D 28.0%8, 0.0004
Ho i n (%) 20 294) | 59 (573) | (gmoMmkE)
o e A 6.2+17.7 13.7£17.8 7.6. 0.0070
WW%IE$EijC%§ﬁ®R'ﬂ:% (n) (68) (103) (ANOVAXIO)
FULHEREE (CRT) OZ{bE : um -306.4+246.9 | -389.4+273.7 -44.2. 0.1122
(n) (67) (103) (ANCOVA*11)
[ZE&1GH] IRNHTAEmE ~ LT L7 6 (8.8) 8 (7.8) -0.6™8, 0.8887
BEOES n (%) ' ' (I CMH M E #9)
[Z2EEH] 4.9£11.3 7.4+10.7 2.9. 0.0445
NEI VFQ-254& 5 A =2 7 02 v (n) (67) (98) (ANCOVA*12)
TEHE + R 7

M6 FU DB LERH LN EFEOEIE ] KO TIRIHTAMLE~ LT L2EFORE ] ZER<

248 H F TICRMI L Lo B RgGE L Lz

245 T BN BT 5 24~5218 B O AR O #e 5. [m1 %%
52l 5E T HIZH 1T 5 52~T61 H OAK| O3 5-[A14%
Extended dosing#l (52~76:# H) 1%, fA1EH +AHKIEE

AFIHE— [BIES (FAF) 1 #
5238 K 61134 B EOplE

H K AR —2 T A i@ ER &g & L7ZCMHR OB 2 VTR L7z




V. BEICEI SIEE

K9 MUK R —R T A g R IE ) TR L - mICMHR &

X110 FHEE, HUKR ON—R T A Vi@ IER 2 BEEMR & LIZANOVAET L

X111 FHRE, IR ONR—2 T A UiIREEER D 2B EDR,. CRTOR—R T A ViEEHEE L L7ZANCOVA
TV

12 BERE MR OR—RA T A V@B ERNZBEDR, NEI VFQ-2555 A 27 OX—R T A Ul wIE
&L L7ZANCOVAET L

241 H F TICWT IO DIRN BT AEME ~ L E1T L7 EBE OEISIZB W T, AFIREO AR T DB R &

NRMmotoizd, FRNTEDTEIER I/ > REEK T L,

()‘ZC;'T:_) —REFEEE §  SREHEEE § EMFHEEE Y

12%i‘§§’§‘§' -I1Tg_;,~§---§---§¢13.7

15 4

10

000,

3.8

DT RSk
O3l -t FH 350 0ok

3.3 CASTETEE [ Extended dosing#]%"

—@— K& #|Ff [-=-=-= Extended dosing#f]

-5 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

R—XF4> 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 76 (3&)

—in Extended dosing#A Extended dosing#A
T ERESH T gacipm) TV (BECLBRE

—

FHELEERE
* : p<0.0001 vs {4515
t: p<0.0001 vs #;X548 (&£ B LDplE)
t : p=0.0070 vs A5 +AFI# (£ B LDpfE)
ANOVA*#2
%1 Extended dosing#i (52~76:E8) (. A5 +AHFE (O )
X2 /B, HEHRUA—XS 4 UREBERNZEEHDR L LIZANOVAETIL
*24~528 BT LICFHEE TV BRSEEICK > THRAERS LT,
+52~76i8 : BE T LICFHEE TV, BREEEICK > THRAZEERS LT,
RV-6 HEBERIXFHOLEILEDHE (LOCF., FAS)



V. BEICEI SIEE

<R—R T A ONABRETTIRAEIZ X 2 /0 £E gt >

RV-13 A= 5A UOMREFREIC K SE D KA
15XFULDRABELNA DN -BEDESICET 282 EFMHEH (LOCF, FAS)

2438 528
N=RATA D . " FEfZE (%) ™ " FEfZE (%) ™
BB BRIH ‘fﬁfff‘ (T 195% ‘fﬁfg‘ (195%
° EHEIX ) ° EHEX )
(ATERRE (n=54) 14 21
S e 2 (25.9) 35.9 (38.9) 21.8
e ‘ 55 (19.3—50.9) 54 (4.8—317.8)
AAIRE (n=89) (61.8) (60.7)
. AHITE (n=7) 4 (-1.6—90.7) 3 (-16.2—83.2)
BIEREE (n=7) 1 71.4 1 57.1
NN
AR AHIEE (n=7) 6 (14.4—96.4) 5 (-1.6—90.7)
VE) AN CIL, ~— 2T A o ORI IE A, JER O LI (S EREE Eis) D2y

JTITT 2 TECHoToh, MESFHTORZICHEY, FEREEIIIEEML, E i,

D3R LI RER D TR S iz,

BRemERAXFHROEICET 28I EEMEN (LOCF, FAS)

SIHANRE

G 243 52
R=ZTAL 2D ‘ 74~ S S
AR e e 57 . ELEESEdribiaee . ELEESEdribiaee
- S | A b (MH1R195% A EH | (WR195%
fRHE X D) fRHE X D)
[FRaN: oy s 52.0 6.0 6.8
Sep (n=54‘) +13.4 12.5 +17.5 11.2
AR £6.2 17.8 (8.3—16.8) 16.8 (5.9—16.4)
(n=89) : +12.0 +14.7
[FRas: oy s 145.9 -11.7 -13.0
i (n=7) : +12.9 26.7 +13.2 22.4
e AR 241 17.1 (13.7—39.8) 12.7 (6.2—38.6)
(n=7) : +16.1 +19.1
BIE SRS -2.1 -3.0
” 47.6
SRR (n—7? +9.6 22.9 +17.5 22.9
7 AFHIRE 22.1 (9.9—35.9) 22.0 (6.7—39.0)
(n=17) 40.0 +11.3 +12.1
M1 AHIBE— ISR (BRI E2 )
%2 10AL.FEME A (Disc Area : DA) Kl D EHMMAE FIIE & T
%3 10DALL o BMMIM A PHZE & 5%

P E R
AFRE— IEFRE (N—R2 T A OMBERETREO NI, BEHRON—R T A > OMBHETIRRED /35 &

BEHOLHEEM ZEEHR, REEERISITRON—2T A iz LR L LIZANCOVAE T L)




V. BEICEI SIEE

©@ EYEIEAER - COPERNICUSHE:R (100B%E TORE) ©
COPERNICUSZE L. K[EH. HF X, AV F. A AT AR Raa L ET7 D54 E. 55
ik CHEhe S 7z,

<24 BEIC15CF U LR NS EN A LN - BEOES (FEFGER . AT
B) | 248 A O EBERIT LT EROEbE, CRTOE L&, IRNFTEME ~ LT
7= BFEOE G, NEI VFQ-2555t A2 a7 O&bE (ZkiHMEEE) . 52 B ICH T 54
FHBTEE (ZWREHMEIEH) . 1008 HIZBI D& sHMEEE GBINFHMEEH) >

4B IZBWNWTR—RZ2 T A N1 FLL EOR NS EmEN I b & OB S I1X, AH
HETH6.1%, BIEHNEETI123% TH VD . KA OBESHIT 3 2 BEME S BREE S s
(p<0.0001, WHICMH#E™) .

X MR OV — 2 T A R @ B IEARL ) CFR%E L 7= I CM R &

(%) . =0.0006* ~0.0003*
- x p=2. b=
80 “Omm (& ELOpE) (&BLOplE)

60 asTaTEE
&= B 45+ AFIE
=1 AH B
D 40 —
2| BISESD Y REY
2 (FAS)
20 12.3
0 5.3(5.8 10.6[12.2
n 73 114 73 114 73 114
2458 : 5238 : 10058 :
FEMEEE ||=xEMEEES| |EmMEEE
(RIFHBATEER)

FE24BB FTICRHIPIEL, MOFANERE RISEHES O EMA
SEIREDBEFFBELL. TNLUSHILOCFEICL>THSELT:
X R UA—R S REBER D TRELLARCMHIRE

V-7 15XFLULDBRAOBENAHoN-EZEDEIE (FAS)



V. BEICEI SIEE

RV-14 24/52100BBIZE T H515XFULDEARENAN-EEDEE (248 : TEET
IR R . #MREIAMBITHER - 528 : = REFMMIRR - 10058 : EMFTMIEE) . &Z&H
ERAXFHDOEILE. CRTOZE{LE. NEI VFQ-2585t X7 DELE. IRRHFE
MENEETLEEEDEEG (248 : ZREFHEIER - 5238 : = RFFfHIEE - 100
B BIEHERE) (LOCF*', FAS)

TR B 72
e . (i1195%
TREERRE™S AR IR
pfE*7 (BE J715)
n 73 114 —
24 (AR Z ST VSRR (n) 5.3+1.3 (73) 5.8+0.7 (114) —
W AKIO VLGB (n) 0 (73) 5.8 (114) —

P N . 448 (330—566) *8,
?%C;;jégﬁf?ﬁ;%ﬁ%%ht 9 (12.3) 64 (56.1) <0.0001
e ' ’ (Wi CMELRR 2 7549)
BB A ST O 2 LR -4.0£18.0 17.3+12.8 21.7, <0.0001

(n) (73) (114) (ANOVA*10)
LERE (CRT) o2& L& : -144.8+291.1 -457.2+238.2 -311.9. <0.0001
pm (n) (65) (112) (ANOVA*10)
(B 1] IRNETENE ~ & i 5 (6.8) 0 -6.8%8, 0.0059
TLIZBEOER :n (%) ' (3 {f CMH i 2 ™9)
[2%15#] NEI VFQ-254 7 A 0.8+9.8 7.2+12.1 6.3. 0.0009

52 (AT 2 G o SN (n) 10.6+3.9 (73) 12.242.1 (114) -
W \AFH DT GBS (n) 3.9 (60) 2.7 (110) —

T N _ 259 (11.8—40.1) *8,
g’%{;gégﬁf?;%ﬁ%%“t 22 (30.1) 63 (55.3) 0.0006
e ' ’ (WA CMH A & ¥9)
e B SCF 0 2 & 3.8+17.1 16.2+17.4 12.7, <0.0001

(n) (73) (114) (ANOVA*10)
FLEEE (CRT) o2& L& : -381.8+369.2 -413.0£261.7 -28.4, 0.5460
pm (n) (65) (112) (ANOVA*10)
[ZE1E®] IR EmE ~ & i 5 (6.8) 0 -6.88, 0.0059
fTLEBHOHE 0 (%) ' (TICMH )
[2%15#] NEI VFQ-254 7 A 5.1+10.9 7.5+12.5 2.4, 0.2164
27 OZALE (n) (59) (109) (ANOVA*10)

100 | {47EH 2 ST PSR () — — —
W AH| DT 5B (n) 7.1 (50) 6.0 (102) -

T N _ 267 (131—40.3) *8,
g%c;gégﬁf?;%#&%ﬂt 17 (23.3) 56 (49.1) 0.0003
e ' ’ (W AICMH A & ¥9)
R ESL) T B0 b & 1.5£17.7 13.0+17.7 11.8, <0.0001

(n) (73) (114) (ANOVA*10)
FOHEIRE (CRT) O & : -343.3+385.7 -390.0+277.4 -44.6, 0.3661
um (n) (65) (112) (ANOVA*10)
[ZE1E®] IR EmE ~ & i
FLBEOES 1 (%) 8 (11.0) 6 (5.3) —

[Z& 5] NEI VFQ-2563t % 3.6+12.4 6.3+15.7 2.7. 0.2628
ZTODQ{K% (n) (59) (110) (ANOVAXH))

Sl A2 YR 2
X1 THRANBrAEME ~LEIT LI-BEOEE] 2L
%2 24 B FTICEHIFIE L, 2 oR A G X T AER OB 5B O BEILIFSHELE L, ThlshiT

LOCFEIZ L THisE LT

%3 24AETHNCIIT D 24~528 B OAH D L H% 5-m15k




V. BEICEI SIEE

%4 10058 T BRI 524~1003 B OAFK| O -2 3% 5[0k

%5 Extended dosingi] (24~100# H) 1%, {ATES + AR

X6 AAIFE— UAES (HAAFD 1 B

7 528K ON00# 134 H _EOpfiE

X8 MUK IR—R T4 U EBIERIZEE LI-CMHROEL 2 HWCHE L=
MO HUIRK ON—R T A VS EAR ) Tl L 72 M CMH R E

10 FERE, MK ON—2 T 1 UEEBIERIZ EESFR L LIZANOVAET L

(XF) —pamEn §  =xEEEE B emEmEe B
I* :

D R
O 8 it S S FH 38 o3
o [6)]

BiEstE [ Extended dosing#i1%*!
. —@— K| [--=-=-Extended dosing#i]

-10 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

AN—RXJM42 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100 (5&)

1
o)

1

1
»
(=)

—— Extended dosing# Extended dosing

— @rism —s+ TR ol < i g
THE IR E

* : p<0.0001., t :p<0.0001 (BB LODpfE) vs #iEs (+AF]) # (ANOVA*?)
31 Extended dosing#] (24~100;EB) &, #&E5+AXFE (--O-)
X2\ EH, MERUR-—XS( VESEBERNZEEHRE LIZANOVAETIL
*24~52:8 : B L IZEHEEITL., BIRERECR > THRAFEREL,

+ 52~100:8 : 12 Z L [CEHE % 1TV, BRSEEIK > TAFZ®RE LT,

V-8 HEBERIANFHROELEDNHT (LOCF, FAS)



V. BEICEI SIEE

<N—=R T A ONBEREFRRBIC & % 85y S gt >
RV-15 X=X 54 DOMREFTREIC K E 2 KA
15XFULDRABENH oN-EEDENSICET A7 EHREHT (LOCF, FAS)

243 523
NR—=ZZ A D . " BRI (%) * " BERIZE (%) *
S BB {fﬂff (T I95% {fﬂff (T I95%
’ (EHEX ) ° (EHEX )
IS ) 15
4
S 0 Hﬁﬁ”gmﬁ (16.0) 43.7 (30.0) 29.7
B ‘ 6 (26.7—58.8) 6 (12.2—46.0)
Zﬁﬁﬂﬁ}ﬁ (n=77) (59‘7) (59‘7)
IR s
it
o Hﬁﬁ%ﬁ 0 41.2 (41.7) 11.3
e - (4.6—170.6) 9 (-26.2—46.3)
Zﬁﬁﬂﬁ}ﬁ (n=17) (41‘2) (52‘9)
IS . )
it
SRR Hﬁﬁ”l)l)ﬁ (9.1) 55.9 (18.2) 31.8
Sl E (19.2—83.3) T (-6.2—63.7)
Zﬁﬁﬂﬁ}ﬁ (DZZO) (65.0) (50‘0)

1) YPIOMHTHEITIL, N—R T4 COMEERIRELZ, JEEMA L Em (DEAEEZET) OREIY
TR T2 FTETH 728, BEFHETORZIHEW, FEREEITIEELA, i, SEARGE
O3FETEE LI RN R S Nz,

BemERAXFROLILICET 22 KEEH (LOCF, FAS)

;;i 243 523
NR—=2F D ‘ — = —— —
’ TN SR | 2SR | (RifR195% 2L RS | (i {195%
fEHE X ) {EHE X )
{75
M -4.8 2.9
FEHE (i 2 (+ﬁﬁ20)g$ oo £19.7 22.3 +18.3 13.7
e A 1 (17.0—27.6) 63 (7.6—19.8)
(n=77) 534 | o7 +17.1
{75
. 1.5 9.2
e i s H(ﬁ@z)ﬁ | s 11.4 +11.9 3.1
e A 33 (0.5—22.4) 28 (-9.5—15.8)
(n=17) 4.1 106 +92.8
{75
. -6.5 2.3
SR Hﬁﬁul)l)ﬁ | B8] w0 29.6 +16.6 18.3
IR e e TG (18.6—40.6) Y (5.6—31.0)
(n=20) 45.5 | 97 +12.7

X1 ARFIEE— [AES (HAFD 1 B (GEXEITEREZR5EZ W)

%2 107LEHEFE (Disc Area : DA) Riifi O BAMME PAZE & ©FH

3 10DALL L EHIIMm F PAE & E 3

%4 Extended dosingif] (24~52:E H) %, AEHN +AHKIE

X5 EHfE A

%6 AFFE— UAER (FARAD]) B (R—2 T A > OMEEFIRED S, H SRR ON—R T 1 OHEIRET
KON BETEOR EAERZFEENR., REBERNCTFHON—RAT A A% LR L LIZANCOVA
ETIL)



V. BEICEI SIEE

@ BARANZHITEHEHHEREN (GALILEOSKERER /> EEMfRMT) 49

CRVOIZHE D SBEE 2 A3 5 B 255 & L2 B IHHRERIL. BARNZ & T EERILFE

KB (GALILEORER) L LTUEHINTWAZ LD, BAABEZE216 [ (+

AKFH) BESHE]. AFIEEL3HI] 1B A S ERMNT 21T > 7
GALILEORBR I fhisk : 7 o7 KPrelk (AARET) . A—A M7 U 7 RO ES
D10 [H, 63kisx

<24 HIZ15CTFLL LD L EN I ST BE OEIE . 2438 H O i i ER ) 074k
DOE{bE, CRTOZ{bE, NEI VFQ-2545F 2 27 O b, IRNHAEME ~E T L
ToBEORIG, 52 BIZHIT 2AFHEEE . 76l B IZ31T 2 &5HmEE >

243 HIZ15 X FLL Ok EN A B = BFHE OEIA L, 24N TIX60.2%.
M Tl361.56% CTH -7,

AN

FV-16 24/52/7T6BBIZHITH1I5XFULDBEARENHAONT-BEDEE. XEBERN
XEHDEILE. CRTOZEILE. NEl VFQ-25851Ra7DZEkE. BRHFEME
~NEETL-EEDEIS (LOCF*, FAS)

HAR N GALILEO44£[H]
(B IEG R 6 AFHIRE (BTG R 6 AFHIEE
n 8 13 68 103
2430 |1ATESH % B T ST R 4.142.1 6.0+0.0 5.3+1.5 5.7+0.9
(n) (8) (13) (68) (103)
AHN OB 5 (n) 0 (8) 6.0 (13) 0 (68) 5.7 (103)
g’;fé %%:gggif%ﬁ;s 1 (12.5) 8 (61.5) 15 (22.1) 62 (60.2)
REM = B 49.0 B 38.3
(MI95% 5 FE X ) ™3 (3.9—80.0) *7 (24.4—52.1) *8
B i FE IR SO 0 22 0.6+10.9 17.3+11.5 3.3+14.1 18.0£12.2
& (n) (8) (13) (68) (103)
FOERIE (CRT) OZ81b | -267.1+208.9 | -518.2+4225.7 | -169.3+224.7 | -448.6+256.0
& :pm (n) (8) (13) (67) (103)
(B E®R] IRANEA S
~NLHEITLIZBE OIS 2 (25.0) 0 3 (4.4) 3 (2.9)
n (%)
[2%154] NEI VFQ-25 4.448.0 9.4+13.7 3.6+9.7 7.5+9.6
Gt A a7 oZbE (n) (8) (13) (65) (96)
521 (AR % & T I [R5k 7.6+5.8 12.2+1.9 10.5+4.2 11.8+2.8
(n) _ (8) (13) (68) (103)
fﬁgmﬁﬁj&g@%{ ! 0 (4) 2.3 (13) 0 (57) 2.5 (97)
giig%igg/g&%?j 2 (25.0) 9 (69.2) 92 (32.4) 62 (60.2)
HERE = - 44.2 B 27.9
(FI95%15 #EIX[H]) *3 (-1.6—77.4) *7 (13.0—42.7) *s
B B S0 D 22 3.3+14.3 15.9+13.5 3.8+18.1 16.9+14.8
& (n) (8) (13) (68) (103)
U (CRT) OZE1k | -8325.1+180.7 | -546.2+192.3 | -219.34233.9 | -423.5+250.3
# : um (n) (8) (13) (67) (103)
(B 1EH] RPN A M
~NEHITLEEBREOES 2 (25.0) 1 (7.7) 6 (8.8) 6 (5.8)
n (%)
[2%E15#] NEI VFQ-25 4.6+8.0 9.2+14.2 4.5+10.1 7.849.0
HEtA a7 O E (n) (8) (13) (67) (98)




aEICET SIEH

%1
%2
%3
%4
%5
%6
X7
%8

T Rt

HAR N GALILEO44£[H]
(BTG R 6 AFIRE (BTG R 6 AFHIEE
n 8 13 68 103
7630 AT A S T R R 9.1+7.4 14.8+3.0 12.7+5.5 14.3+3.8
(n) _ (8) (13) (68) (103)
ﬁ(ig@ﬁﬁj&gﬁﬁ ’ 0 (4) 1.0 (11) 1.7 (52) 1.3 (91)
1;’57?; %%:ggg&%@? 1 (12.5) 7 (53.8) 20 (29.4) 59 (57.3)
FEfHI 72 B 41.3 B 28.0
(HI95% (5 FE X ) ™3 (-3.8—175.5) *7 (13.3—42.6) *8
B i FE IR SO D 22 4.1+14.6 14.0+17.1 6.2+17.7 13.7+17.8
& (n) (8) (13) (68) (103)
FULHEEE (CRT) D21 | -366.0£164.0 | -485.14241.5 | -306.4+246.9 | -389.4+273.7
& :um (n) (8) (13) (67) (103)
(& 1E#H] Bﬁvﬂ%ﬁﬁzmm
NEWEITLIEBEOEIS 2 (25.0) 1 (7.7) 6 (8.8) 8 (7.8)
n (%)
[2%E15#] NEI VFQ-25 8.3+8.6 7.9+15.5 4.9+11.3 7.4+10.7
HEtA a7 OLE R (n) (8) (13) (67) (98)
B Y 7

M5XF L EORALEN R BNIZEBEDEG ] KO TIRNHAINE ~ &7 LI-BEDOEIE ] ZER<
243 H £ TIZEMIE LB 1T EdFEL Lz
AFIHE— [BrEH (FARHF) 1 8
24858 T BN I 1T B 24~523 H D AFK| D Y15 # 5[0 %K
523 5E TN I 1T 5 52~T618 H D AF D V-t 5[5
Extended dosing#l (52~76:@ H) 1%, &N +AHKIRE
TEHEX BT IER R FiEZ VT
HI e ON— R T A Ui ER A28 & LECMHRI O EAZ VTR LT

—ximEE =xREHEEE $ EmmEE Y
XF) | FiE ] |
20 4 18.0] ]
16.9 |
o 13.7
adedie gt
e : e ¥ 140
] :
A ! 6.2
= 38] Q-0 0
= -
# -@- t; I o R N
2 13.3 4.1

| —
R—2544 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76(,_)

Extended dosing#A Extended dosing#

—— EEREH > e_inm) P (gEcenm)
3 il BARAEH
xare —O0— s

(mm——- Extended dosing#f)*  (====- Extended dosing#A)*

—Q— I —— FHIH

[CET T Extended dosing#) (- Extended dosing#i)

% Extended dosing#(52~76:8 8) (. x5+ XFI@(--Q-- ~-Q--)
s 24~52:8 : 4B EICEHEE TV, BREEEIR > TEHRBIZH/RE L1,

*52~76:8 : BE L ICEHEEITLY. BIREEEITR > TAHRFIZH/RE L1,
HV-9 HEBERIXFHOEILEDHTHE (LOCF, FAS)



V. BEICEI SIEE

@ %2t (GALILEOiEX. COPERNICUSE{ER) 46

GALILEORBR TliZ, T6H B IZHB W T, T X TOHFERITAHF M T1044]H 914
(87.5%) . 1&1ES+AFIRETE8HIFT61H] (89.7%) RO Lz, LERAEFRIT, 52
B & CIOARFIRE CHEBIVAIESSH] (33.7%) . HRIEEH1961 (18.3%) | HRJm - MM H
i - SOHSAR 2N 1661 (14.4%) . A M 1361 (12.5%) . M i & 5 1241
(11.5%) . #BERzi « KT « SR 116] (10.6%) . (ATES+AKIRE CHEBEE IR
1661 (23.5%) . SWHIAZK156] (22.1%) . MEHMmoF (18.2%) | MM EREE - 4l
TR TAE8H] (11.8%) | HRA - M2’ %76 (10.3%) 72 L, 52~76iH H*1
(CARBIRECHEBEIELSH] (19.8%) 72X TH 70, BIWER 2L, AHIZ2 S S n7-146
F*35361 (36.3%) IZFBs bivlz, EZeRWEMIX. M m20%] (18.7%) . IRE E5
1561 (10.3%) . AR¥E1401 (9.6%) . IRHILSH] (5.5%) 72 & THoiz, RBRIKICBHES
HEELAEEEGIT, AFIRECHEBIFIE, SHEURIM NS 1B B v, B+ AHRE
TEAEDIPNED bz, RBRIRIC B?J@a”é?&%i% CESTEAEERRIT, AFHET
PERBERE .25 1HNIZFRD LTz, RRIEICRIH T 2 CITFE O b o7,
COPERNICUS#ER TI%., 1008 HIlcH W\ T, ﬁ“/\f@ﬁi%% IEAFIRECTL11405]H1 112
Bl (98.2%) . 1AIEH+AHFIEETTAHIHFT06] (94.6%) IZFBD BTz, ERAEELIT
5218 H & TIIARAIRECTHEIE T226] (19.3%) | AEREHM19%] (16.7%) . HRJE18%4l
(15.8%) . @M E1761 (14.9%) . HRE EH-1561 (13.2%) . PR FLEA M & B -
MM i 23 %1361 (11.4%) . EBEEFEE1261 (10.5%) . %/ﬁﬂiﬁﬁlﬁiﬂﬁﬁf&?m
Bl (21.6%) . AEEEH M 1561 (20.3%) . M@BEH M - RE EA23% 1061 (18.5%) . fH
TR MmO (12.2%) 72 L. 52~100 H* U AAIFE CTHRAK T214] (19.6%) . HEE
FRE146] (18.1%) . MEBEHIm 1261 (11.2%) | #EBEHm1141 (10.3%) . BEH+K
FIRECIRE L5861 (14.0%) . MR E LRE « KT - miENETH (12.3%)
RETHoT, BWEAIL, AFIZHKE SN=1716%50 6441 (37.4%) ([ZRD BTz,
FERRWERIZ, B Mm29%] (17.0%) . IRFE176H (9.9%) & ThoTo, HERKICE
W HEERAFEFRIL, AAIRECHEEEIIREAZEN 161, BIES+AAIRETANEE - &tk
D ZEENR K IBNCFE O BT, RBRSKICEET A& GH LI E > T AEFGIT, AFIHE
THAENIREBAZEN 1HNCIRD BTz, RBERICBIE T 58101, B +AFIRE Rk
Eﬁ*ﬁ%z})lﬁ] \—uu&)’)onfx_o

27k (76 & 100 M) DOUFAREITICERBV T, A& HH S 7 HA NS 164164
15z 'H’EFH CREEEHA ML : 6.83%) 2338 biiz, BREKICBEE S 2 RGP ILICE--F
EELIIHD SN o, (BhEEBIKERER)

%1 5205 TH (REFIREOLE], (AES+HAKIRES2G]) Z3klitg s Lz
X2 B ETFHICGERT2HFEERE2ED

X3 AHKIFEL04B, (AR +AFITE4265

A5 T ] ORFIRELOTH], (AR +HAFIRESTH) 23R s LT
X5 ARHFIEEL146, (ATER+HARFIRESTH

X6 AHKIEEL3HI, A TEF+HAKIEES 5]



V. BEICEI SIEE

& V-17 GALILEOER (76 ICHITHLHEETERRIRE

BIEEEE | AT + AKIRE | AFIRE
0~523A 0~763#
68 68 104
TXTOFEFSL 59 (86.8) 61 (89.7) 91 (87.5)
ARICERE T 2 A EHEFSL 49 (72.1) 52 (76.5) 82 (78.8)
RBRIBDOHEHS 49 (72.1) 51 (75.0) 82 (78.8)
ABREKICBE T 2 HERR 5 (17.4) 5 (17.4) 10 ( 9.6)
BH5FEICEEST L4 EFFS 21 (30.9) 27 (39.7) 44 (42.3)
ARBRIROEE A EFR 6 (8.8 6 (8.8) 11 (10.6)
AR ICET 2 A EFS 0 0 2 (1.9
BHFHICEET 2 AEFES 1 (1.5) 1 (1.5) 1 (1.0
EHEOFERG 45 (66.2) 50 (73.5) 71 (68.3)
BRI B 5 A EFSR 1 (1.5) 0 0
SO EERAGERS 9 (13.2) 10 (14.7) 12 (11.5)
ARSI B 5 AEFSR 1 (1.5) 0 0
APTCIE T X 2 Bk M #2 Fefe 25 5eb) 0 0 0
HEBLHE M D A 1 5 0 0 0
BN 25 0 0 0
15 58 0 0 0

FEHBIE GEBLFRY)

a) 0~48M BIXMAER 21T\, 521 B LIS IIARI G X AIBIER 21T > 72
b) TRTOFEFGD 5L, APTC (Antiplatelet Trialists' Collaboration) EFIZ L ¥ HIE S 7= Bk Fe 22k 15
%= V-18 COPERNICUSEEZ (100:8R[) ICHITHEETERHFRE

BUESRE | AT+ AAIRE | AFIRE
0~24;8 0~100i4
74 74 114
TXTOFEFSL 62 (83.8) 70 (94.6) 112 (98.2)
ARICERE T 2 A EHEFSL 51 (68.9) 65 (87.8) 103 (90.4)
AR DO H FEFGL 50 (67.6) 63 (85.1) 100 (87.7)
BRI ICBES 5 A EFS 2 (2.7 5 (6.8 3 (26
B H5FEICEET 54 EFFES 14 (18.9) 21 (28.4) 45 (39.5)
ARBRIROEE A EFR 10 (13.5) 12 (16.2) 10 ( 8.8)
BRI B 5 4 EFSR 0 1 (1.4) 1 (0.9
B FHICEET LA ERSL 0 0 2 (1.8)
YO ERG 38 (51.4) 60 (81.1) 88 (77.2)
RBIRIC BT 2 A HEFR 1 (1.4) 1 (1.4) 1 (0.9
O EERAGEFS 6 (8.1) 19 (25.7) 24 (21.1)
ARSI B 5 A EFSR 1 (1.4) 1 (1.4) 0
APTCIEFIZ X 5 BRI 42 FE 42 F 5D 2 (2.7 2 (2.7 2 (1.8
FEBIENE D I FE 0 0 1 (0.9
FEBSEME i 25 0 0 1 (0.9
1% 5E 2 (2.7 2 (2.7 0

FHGI GEBLR%)

a) 0~200 BIXATER 21TV, 2408 B IS IIARIE G AIBIER 21T > 72
b) T RTOEEELDH B, APTC (Antiplatelet Trialists' Collaboration) EF(Z & 0 HIE S - BhfRiAeTEre 5

1) A VIR [BAA % S B IR E RS AR : GALILEORS] /AR K
5) /5o AR [GALILEORSR B A A/ FARNT ] KGRI R
6) /A TASERILMETE (A - COPERNICUSHE: GHEA) 1 ARISHTLE

) HEIRERAREAZEE <M S EBEREICHE LT, AFIDERRBSN-AERUVARR, [7I7UNLET+ GEEFHE
#z) ELTIE®HEY2mg (0.05m) ZHFARRES D, BERRE. 17AULEHITEIE, | THD,




V.

ARICE T SR

2.2 HIREFARD AR BAZRSE 1T S B HHZIE

HARAZEOE MHEERK LR ER : VIBRANTEHER?

(GAERMEE]

VIBRANT B %, BRVOIZFE D SEIRIE A A7 2 B 25210, KFOFHE, 78
PR ONEE M A MEd 5 BRI CEM Sz, BHAAMDESE x4 & Liysh s T A
% - HERFERAB (CLEAR-IT OIRER) N ODMERE & xf4 & Uizgsh g DA HE - H
ERZAB (DA VINCIRER) | BN CHElE S - B IR (3 HAAMDEE % xt
4 L L7-VIEW1RER . ’'VIEW2:i8ER, CRVOIZfE D EEREA AT 2 HEEExG L L
72 COPERNICUS# 5 & N\GALILEO#RER) OfEREZSEIC, AFOHEROHER
[2mg#Z 4 Z L \ZHF RN 535 ) EEE L7z, VIBRANTHREBROFE RO, KFH D
L— 1R T D EME 2 FRGEE L7,

RERT A v | IEAEA T EEH b BB
PSS BRVO* |21k 5 dBHiIEA A9 5 BE183%1 (H HHAAN @ 2141)
XBRVOIZ, MM S 3SR IREA ZE5E  (retinal vein occlusion : RVO) % 7RIBJ 5 Z D
ORRIREEN TR (BERMEILREEHMNE R L) H 0., FAZERIROFERHEE (ARE
DIRBLAT) ICEIROIEIER A B D CUILLRT BFIROILERFAEL TWE) b o
LEFR LT, PEEEEAREAZEME (hemi-retinal vein occlusion : HRVO) 1%, EflH L<
X O25: RICPHIEN K SRVOTH 5, Akl ¢, HRVOEREZFIZHBRVOEFR L &)
WZBRG K ONRIEEIT> T,
EABIREHUE | - X7 U —= JRHi1125 A LINIZBRVOIZAE 5 Hlis 2 ot e i B IE 2 A 2 1850%
Lo B
s A7) == TR R ORI E B2 2 RERIROETDRSHR N #IZ L A2 E B
ERRIISCFHIRT3~2430F (A% L 417)7T20/140~20/320) 72 &
EbRA AN | - EBRIBICHE A TINE A/ T 5
cARIRICREIBERE AT a0 A FXIIVEGFILEAOIRNE 5L H T 5
- Pl G- A3 A LINIZ, BERIBEDOIREFICRIEREAT v A ROBEREEH
ERG)
< EIRIZ, WIEIES- A3y AUNICBIBRE AT a4 FXIXVEGFREXIDIRA
BEREEETDH, TN 0REBEFEREEZHF T
BB AR B BGEL B R E I SO T E R E T, AT CREE T, ST IR
B EE T DI IE 2/ 95
c WINO ORI AN . RN, S EREEREES RO D, X
IV TN DRI BRI M SHEERTRRHEE 2 580 5
- MRS B ET6 5 HUNIZ, BRIMAEEE XL EOBTEEZ AT 5 7oL
B G5k KR BE & AR (RFI2mg# 5) KO L —F — IR 20 28 I IEE 4 (2

AT T2, ARABECIEAAIZMmg A 200 H £ T4l Z L2, £D%IZ24 B H 05

DIRE, 48 H T8 LIc#H G Lz, 72, VAX o —JREILHEICHEV, 361

RIS =P =i 21T o7z, L— Y TR CIIAIEaR H IS S L — 5 — ke

BT L D1 EEZFEE LI, £7-, VAT —IREEMEICEV, 12, 16, 2008 B

ONT NI L —F =I5 EITV, 240 B UBRIX L A F o — {5 ICE Y L

RF A L 0 ARAIBE % BrlAR L7258,

W1 CEERE AR T B 200, PIEELS RISV — S — AR A FE L, 28~4438 H X
(BTS2 8 = L I ARKI2mg D 5 & A5 B HE M

%2 THOERTEHMERFT 272012, 481 B £ T4l I & ITE R & i

X3 4l LT3 L, LIKSHE T L s




V. BEICEI SIEE

SAH ARV I, FLEEHT A M A8 ST ATIREHT L M4 2 058 U 7= 5FLERRE LA_b o> MANSTHT A= ifn. A%
72 CERIRANCE R D & D IRNETEME SR b6, T X ToBEIT L, 3B
IOV DR T b AU BEDLREEIN 2179 Z N TED 2L & Lk, ok,
HECELEEERTIE, BRVOSUIHRVODZRD HAL ORI L TOHITHI Z & & Lz,

<V AF o —JRIEAENE> 12 B LI

DIFTORAED 5 H1-oLL Bk 5 .

< OCTTHL.LEREE (CRT) A3RiIEIE TORAKME X YV & 50pmB N

< OCTIC & v M H &3 2 B UGB SEVE ORI PN AR 2L UM Tk, & L
IEHFLYT T 40— NIZRIT 2BEEDO OV E AR IE

* BRVOWJFUK T, @B B SCF 503 mial £ TOREE & T 7 Ll E
T L. 2 >0CTTH LR (CRT) A3H1ENE TORAME L v & H8m

HohrE T 241 AT BB IER I UFHCTR—=RA T A B 15X T L OIS EN B

R IE H -HREOEE

HhE K 241 B2 B 2 O @ IER 130548, ©OF 0= (CRT) &K U@NEI VFQ-

FHmTE A WBEFHAAT DR=ZAT A U NEDEE

HRhE B B2 HIZ_N—A T A b 1I5F LU LM EwE R S SN2 BEOES, 5218 A

R H R DG ER I ST, FOEREE (CRT) &K ONEI VFQ-256 57t A 27 @
NR—=A T A P EOEE, 24 H KR OB2E H O .01 38 10T 5 N O iR IR
TOWEE L

B e i H HEFER, BWERH., EELRAEFER, BEPILICE-TZHEFSL, L, APTCE

R IE H Ik 2EIRIMARZERR TS 7l

SN Ff WREEI 72t (BB OWRE A S E L, M) %2 B8 UHEGER T S 7= f#sr)

FEFMEE (FAS) : ARAFED b —F —IEWRRE 6T 2 BB O R GE
IO IR 2 Z 8 LT (D 2B E LG ShTnzn)
TUGHIEEHRE (FAS) Ak, 72720, MEOLEMZEE L, FEHEEHA T
R DSRGE SN AICIR Y . FANSEDZIEF (OB HIE) 126V RE S
179,
OIZBWTE-—MERN R EN 0o T,
PRERE 72 AR AT
IBNFHIEE  (FAS)
I BEHIRAT © N—R T A OFEIERETTR AR D BRI B & O REHihH H
DT, BARNDESERAMT 7L

OCT (optical coherence tomography) : ST ¥WrE Gt

FAS (full analysis set) : fix K DR R L]

NEI VFQ-25 (National Eye Institute 25-item Visual Function Questionnaire)
 KEENZIRFEHIIEAT 025 8 H 2> 5 72 S EREHERRIC DWW T T v — b

@ AVEN AT IRNTES & Rl CALE 21T 9 3, IR ORDVICEHO IR WER U > % FFTHE: F CIRERIC

MUAHT 251k

O L — I - HEHARH O L X238 L, MIBUTEMEEDO 21 v F 2 AL, L—F—IaEFE R T
BRER, L=V —DAAS v F 2 o7cFEE (PASCALL —V—D513 M H%0) | L—F—HREELFAELT

HEHT TR

@ 1.0 EEE (CRT : central retinal thickness) : H.L¥7 7 4 —L K (FOESERImmOHEIH) O

s




V. BEICEI SIEE

€L
@ BERAZECEMBEERELRE  VIBRANTRER G2BEXTORHE 7
VIBRANT B  IZ. KEH. #F &, BAD3»[H, 62fisk THEiEShi-,

<24 B IZ153CF UL LRSS ER R LN BEOEIS (FENE B . MRS
) | 24 B O EE ER D X0 ZEbiE, CRTOZ L&, NEI VFQ-25685t A2 a7
OEE (CWRFHMEEH) | 52 H OAFHMEEH GBIFHMEEE) >

24 EICR—RA T A B 15X T EOWR L ED O N BEOEIEIL, AFIRE
52.7%. L —VP—I5ERE26.7% TH VD . KAIFED L —H —{RFERIT R D EME DS FRGIE S
iz (p=0.0003, WEICMHMBRE™) .

¥R O — R T A B IR ) CRld L7 il CMH M &

Cd L——FamE L AH|IF IR 5 R

(%) (%)
80 - 80 1
p=0.0296%1
70 1 p=0.0003%" 70 (% B LDplE)
60 - | 60 - '
£ 50 - £ 50
& &
D 40 - D 40 -
2| 2|
& 30 1 & 30 1
20 A 26.7 20 -
10 1 10 ~
1.7 5.7 0 3.6[E*
L—H i AFIEE L—H—aE&H AHIRF
(24/9041) (48/91451) (37/9041) (52/9141)
24:8: T ZFHHIER EX2. B hn s
(BRATMRATEE) o SR |

1 HUE R OVS— 2 T o R B S IEAR D) CREEE L 7= il CMHAR &

%2 24BHELIE, L—V—IRIEFEO6THIN AR 2Mmg 512 L D L A% 2 —1RiRE . AFIREOIFIN L —
PG LD L AX o — 1L Z T

X3 L AF 2 —IRREZIT726THI002418 7> 55218 B £ TOIEHF 5 EE

¥4 248 H LA 5 252 1) 7284 D 243 5> & 5218 H ¥ T G al %k

BV-10 15XFULDENABENAHONT-EZDEIS (LOCF. FAS)

LOCF (last observation carried forward) : ff&EEh 2 = 7 4 EiE



V. BEICEI SIEE

RV-19 24/52BBIZETHI5XFULDBAREAAoN-BEDEG (248 . EEFF
HB. RAMMBTER - 528  BINFTHIER) . SEBRERNXFHOLLLE.
CRTOZEILE. NEI VFQ-2585 A7 DEILE (248 : ZRFFHEIER - 528 : B

MEEMIEE) . MIERAORAR,DIKE GEMEEMIER) (LOCF. FAS)
L—F— TR BEE 726
. |fE*a,5 - .
R AR PTG E )
n 90 91 —
241 | L— Y — RIS ; [A] 1.7+0.5 — —
AR OB 5 B4« [A] — 5.7£0.8 —
1530 F- UL E O EGE S BT 26.6%8, 0.0003
HEOE D 1 (%) 24 (26.7) 48 (52.7) (I CMER 459)
B B IEAR 1 U D B b &= 10.5. <0.0001
e 6.9+12.9 17.0+11.9 (ANCOVA#*10)
FLLHEEE (CRT) DL & ) ) -148.6, <0.0001
um 128.0+195.0 280.5+189.7 (ANCOVA¥*11)
[2% 1] NEI VFQ-2564 1A 6.3+12.3 7.7+11.1 0 @12
a7 OEE KA~ (n) (87) (88) :
) —. <0.0001
HLEICEIT S |dry retinafy 35 (38.9) 82 (90.1) : P
| =9
#EJH%V\W)«MZ!KE}Z/\ (MBI CMHK: E*9)
DOARAE*2 : n (%) |dry retinaf 55 (61.1) 9 (9.9 -
521 | L — W — EHRIREIECS - 1] (n) | 1.7+0.5 (90) 1.0+0.0 (9) —
AR OB H- 0155053 < [A] (n) 4.4+1.0 (67) 9.0£1.8 (91) —
1530 F LU OIS E N A B T 16.2%8_ 0.0296
BEOES 0 (%) 37 (41.1) 52 BTD | (oM E#E)
EBIER ) T2 L& 5.2. 0.0035
e 12.2+11.9 17.1+13.1 (ANCOVA*10)
uOHEEE (CRT) D21k & ) ) -29.5, 0.0218
um 249.3+189.8 283.9+189.1 (ANCOVA*11)
[ZE ] NEIVFQ-254 7~ 8.3+12.7 9.4+12.4 o B¥12
a7 OEE KA (n) (87) (88) :
EP R¥ES k Jf%s dry retinafy’ 76 (84.4) 86 (94.5) — 0.0303
/ \ . . ,_-_.>:<9
@ﬂiﬁ?\% ‘n (%) dry retinaf% 14 (15.6) 5 (5.5) —
ST+ B e
1 0~24iH
%2 HLE (foveal center) IZHWT, A~ hTIL KA A L OCTIZ & W MIEPNIE K O TS Wt
o kEE 2 dry &HE LT
%3 0~52i
%4 24 BLIE, L—Y —IBEFEOGTHINAA2meR 51 L5 L A 2 —1BK &, RAFEDOIFIN L —HF—

BRICE D VAR 2 —IRREZIT T

%5
%6

20 H & Tl T 5., 2 0%I1324H B OB G- LIS Z L & 5
AHFIEE— L — %*/Afﬂi

X7
%8
%9
%10

243D THLMERIZ Téflﬁﬂﬁmmﬁzﬁ&ﬁk yOAREE] KOG 134 B EopiE

Hl S R —2 T o VB ER N 2B & LI=CMHR O ELZ AW CHRE L7

HIUE R ON— 2 T A e i B IEAR ) T L 7= Wi CMHAR &
TRIERE, MR NN— R T A U IREBIER I 2 BED R, REBEEAN SCTFEOR—R T 4 VxR A&
L L7ZANCOVAEF /L

11 VRREEE, HURK ONN—R T 1 ViR EBER D EZBEEDER. CRTOR—R T 1 Uiz iZE & L L7ZANCOVA
A%

X12 JRIERE, HUEKR ON—2 T A Vi@ G ER 2B EDH, NEIVFQ-2555 A a7 OX—R T A A% A
& L7ZANCOVAET )L

24 B IZBITHNEI VFQ-25685+ A a7 DOR—=2F A b OB EICBWT, KFIFED L —F —1BEFEICHT D

EEIR SN2 o T,



ARICE T SR

BT Rk

(=) ZREHEEE @ EBMEFHER §
25 - :
& 20 - +17.G*
= +17.11
% 15 - :
3R b +12.2
§ 10 A H
¥ 57
R S SSSG——G——————
-5 1 1 1 1 1 1 1 1 1 1 1 1 1
01 4 8 12 16 20 24 28 32 36 40 44 48 52(AE)
L—H BB (n=90) -0~ AFIFX (n=91)
FiEIZHERE
*p: <0.0001, T :p=0.0035 (&L HLDplE) vs L—HF—AEE (ANCOVA*2)
X1 24BB L&, L—Y—ABREOTHNARF2MIREICLEH LA F1—AEE.
AFIBFOMMNL—F —BEICLDLRAT 1 —AEEZIT]-
2BEHE. HERUR—XSA UEREBERNZEEDR. RRBERNXFHROR-—IS1 ViEE

H#ZEE L LI-ANCOVAETIL

HV-11 VIBRANTHERIZHE T 2 REBERNXFHDOELENDHRE (LOCF. FAS)



V. BEICEI SIEE

<R—R T A ONABRETTIRAEIZ X 2 /0 4E gt >
RV-20 R—RS5A UOMIEETIREIZ & BE 9 LR
15XFEULDBIRELH SN-BEDEIRICEAT 255 EHAMEHT (LOCF, FAS)

2411 523 %1
N—=RTA D \ . Bk Sr=g e iy . Bk Sr=g e iy
BT Baw ffﬂff (H1195% ffﬂff (H1195%
° (EHE X 1) *2 ° (S HE X )
L— W — R 15 26
R (n=62) (24.2) 20.1 (41.9) 4.6
FRAR S KFIBE (n=55) 24 (3.6—36.6) 26 (-18.3—22.5)
o= (43.6) (47.3)
L — P —1h R 6 7
2 R (n=16) (37.5) 18.2 (43.8) 18.5
e JHIEE (n=20) 12 (-18.1—49.4) 13 (-9.8—46.8)
(60.0) (65.0)

RemERAXFHROLZIICET 22 EHAZH (LOCF, FAS)

R ";4i 243 521
v ONANERE | 58 SR AR 72 BB D TR B 2275
N AN M| | 95 || T (W95
e ERG 1) R )
L —H—
. 1RIRRE | 59.4 | 65.1 5.7 0.1 71.3 11.9 17
FHIE AL ;%%2 (4.9—13.3) (-2.2—5.7)
” 61.0 | 75.3 | 14.3 747 | 13.7
(n=55)
L —H—
1RIERE | 53.1 | 64.4 11.3 70 68.8 15.6 a8
R I F e (n=16) ) )
e (-1.4—15.3) (-5.7—13.3)
54.2 | 73.3 | 19.1 74.2 | 20.0
(n=20)

X1 24 B U, L— Y —IREEEOSTHINAF2mg 512 L 5 U A ¥ o —1hE . AFIBEOIFIN L —F—
BFRICE DL AF 2 —1RIFEE2% 1T

X2 ARFFE— L —V—IREE (MR OR—RA T Ui @BER D EE & LI=CMHR OFEL % AW TIHE L)

%3 10AFEHFE (Disc Area : DA) KD B MM FHZE & ©35%

%4 10DALL EOEMIMAE B L E55

%5 AFIE— L— V1B GRERE, MR ONRN—2 T (4 U EEBIER N 2 E TR, &EBIEE St o
NR—2F5 A Ml% L L7-ANCOVAET /L)

@ BARANZBTZEHEEMEN (VIBRANTRERIRD SEEMEHT) 7
HANDOBRVOIZH: 5 HBLREZH T 2 BE 23t & LB NIRRT, FEREHLRERER
(VIBRANT#ER) & LTHEMINTNDHZ LD, BARANBE200] (L —F—IE5EE9
Bl ARFFELLFD) (BT DE T ERET 21T - 7,

VIBRANTHER ek : K[E, -4, BHARD3» [E, 62/

<24 BIZ15 LT L EOSENA LN BEOEE | K& BIER ) SUTFHOEL &,
CRTDZ Ak, NEI VFQ-2547 2 a7 o2& k&, 523 H D04 FHhHEH >

ARIBETIE, 24 BIZ153CF LA EOR NG FTEN A DN BEOEIA 1L, 2HEM TIE52.7%.
AHARNEMTIE36.4% Th o7, £7o, HARANEM D240 B KL UB2H B 21T 5 i & E
BN SLFDOR—=R T A b ORI, RFIFETENZEN+12.530F K U+14.9305,
L — PR CENENA2ALF R OH9.1LFTh o7,



V. BEICEI SIEE

&RV-21 24/52BI-E 1T H15XFLULDENABENHoN-BEDEE. REBERIXFH
DEILE. CRTOZEILE. NEIVFQ-2585 A2 7NEILE (LOCF. FAS)

A AN VIBRANT44E
Lt . L—H— .
- AFHI L5 T AR 5.6
n 9 11 90 91
243 | L — Y —FRIEEEC ; [A] 1.6+0.5 — 1.7+0.5 —
AR OB H-[B150 « [A] — 5.7+0.6 — 5.7+0.8
15 FLL EDOR DU EN A LT
HEOES 1 (%) 1 (11.1) 4 (36.4) 24 (26.7) 48 (52.7)

BERIZE (%)
(HI{RI95% (S AP fi]) 2
e EAR I ST O

25.3 (-19.1—62.5) *7 26.6 (13.0—40.1) *8

g 2.4+9.7 12.5+8.0 6.9+12.9 17.0£11.9
;‘\,(\ =] IR =.
Efj:fﬂ%}; (CRT) OZfLk -93.1+116.2 [-317.9+121.3|-128.0+195.0|-280.5+189.7
[2%15H] NEIVFQ-2543F 2% | 1.2+12.5 L5465 6.3£12.3 7.7+11.1
a7 OEbE AL (n) (8) D (87) (88)
521 | L — W — TR FREES « (] 1.6+0.5 % 1.740.5 1.0+0.0
(n) (9) (90) (9)
s 4.9+0.4 9.4+1.8 4.4+1.0 9.0+1.8
| DL ®3
AROFEEGEEC? - B (n) ) (11) (67) (91)

153U EORNUEDR A DI
BEOEIS :n (%)
#EFEZE (%)

3 (33.3) 5 (45.5) 37 (41.1) 52 (57.1)

B . 12.1 (-32.4—53.6) *7 16.2 (2.0—30.5) *s8
(RII95%(E X R *2 (-32.4-53.6) 6.2 (2.0-30.5)
I=Ry=p V'™ /j‘R =
#;ﬁﬂﬁﬁi{aﬁ@“m% 9.149.1 14.946.6 | 12.2411.9 | 17.1+13.1
;\\;'\ =] IR =N
Eﬁ:fmﬁg (CRT) DZEALH -271.7£195.1|-319.3£120.5 | -249.3+189.8 | -283.9+189.1
[2%15H] NEIVFQ-254 3% | -0.7£17.1 55486 8.3+12.7 9.4+12.4
a7 OEbE AL (n) (8) T (87) (88)
SESIfE = R VAR
X1 0~2458
X2 ARAHIFE— L— Y —IERRE
%3 0~52iH

X4 24 E LI, L—Y —IREHOTHINAKFZ2mgH 512 L 5 LV AF o2 —1ERE =T 7=

5 200 A £ CI34E Z LG, £ O%IT240 A O8R5 LIKSHE = L 5

¥6 24ALIE, L—Y —iBEHEOTHINAAIZmgH 512 L 5 L A x = —ihEE ., KEIFEOINIM L —HF—
BRIZ LD L AR 2 — B EZ T

7 (EHEXEILIEMEZ T EE Wiz

K8 MMM ON—AT A UigmEIE ) 28 & LIcCMHAR O E L2 AV TR L7
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® %£tt (VIBRANTHER) 7

VIBRANTEER D521 HIZEB W T, T X TOREFEEFGIIAAIRETIFIHT64] (83.5%) .

L —— IR CO2B 7561 (81.5%) IZFR® Bz, E/of EFEGUIAFIRE TR
m22%1 (24.2%) . milE106] (11.0%) . L—V—{RFRECREBEH ML » & i) E23%15
Bl (16.3%) 72 EThoTo, BIWERA X, AFIEHERG SL72158%1%2H436%1 (27.2%) 12
OB, EREWERIX, fEHM2661 (16.5%) 72 Th-oT-,

BRI B E T 2 & G IEICE > oA EFEGL, AARECIRE L2158 T,
BRI BT 2 R A FEFR L ORBREKICELET 2 CIIBO b o T,

K 2P 5 S 7= AR NGERI 18613341 (16.7%) (CEIEM (IRE L5, IRE. JRH
BtE. R T R OBERRNE. AR &1 (5.6%) ) BN LT, RERIEICEE#E T 2

BHHRIEICE ST AERERIL, AFRETIRE EFER1IHICED iz, (BhEeBINA&AGRER)
X1 B FEHICGERT 2 EFL 250

X2 AKIBEILH, L — Y —IREAE6TH

X3 AKIBELLB, L —Y —IREEETH

& V-22 VIBRANTEHER (52:8[H) ICEITA2EFEERXRE

—IRJE R AFFfab)
n 92 91
TXTOFEFSL 75 (81.5) 76 (83.5)
ARICERE T 2 A EHEFSL 48 (52.2) 52 (57.1)
REBRIBDOHEHS 44 (47.8) 45 (49.5)
AR ICBE T 2 HERR 2 (2.2) 2 (2.2)
B H5FEICEET 54 EFFES 18 (19.6) 27 (29.7)
L—F— BB 5 E RS 5 ( 5.4) 2 (2.2)
ARBRIROEE A EFR 0 1 (1.1)
BRI B 5 EFS 0 0
YO ERG 63 (68.5) 61 (67.0)
AR ICBE T 2 HERS 2 (2.2) 3 (3.3
O EERAGERS 10 (10.9) 13 (14.3)
AP 2 A E RS 0 0
APTCIE T X 2 Bk i #2 Feds 5550 2 (2.2) 0
FEFLHENE O 1 9 1 (1.1) 0
FEFIEVERN 2R 1(1.1) 0

B EEL=E%)
a) 24 B LA, L —F—IBEBEO6THI N AF 2me K 512 LD L A X 2 =10 & . AFREOIFIN L—HPF—ik
BIZL DV AX o —1hEEZ T2
b) 20 B F CTlZ4illl Z & 5, £ O%IT248 H O 5 LIS = & 5
c) TRTHOAEFESEDH B, APTC (Antiplatelet Trialists' Collaboration) EZEIZ L 0 HE S - Bk fAe
EieHs

T) A TV EAENER [ AN 2 & o5 I EFR LR © VIBRANTRUER ] AAGR R 2k

) WEHIRFAEEICHES BHFEICEVT, XFOARRSA-RERVAERE. T77UNLET+ (&
faFHz) £LTIE®HEY2ng (0.05mL) ZFHFHARKRET S, RERFRE. 19 AULEHITEH I &, |
ThHb.
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(3. HWENERICE T BRI EME]
BAANZEUFEMHEERIFHE | MYRROREERY

CEUED

MYRROR#BIT, mONV% AT % BH £ 5%, AAOABME, REMLODEME
BArT 2 FAOCHIES 7, B HBAMDIBH 255 & LI-WEns IR - ) RS
B (CLEAR-IT I B8) J O'DMEM# % & % & U7 505 TR i - I REVE R ok
(DA VINCIZER) OfER, WM OVEGFRER] ("N X< T | F=EX~7) O

mCNVIZ

B DBRNIIERE 2252, AROREL O EZ 12mga 4 Z & (2

ARG 5] EREL, Kﬁ'@%&% (ZRES 2 BRI 2 BRAE L T2,

RGBT A o

JHEVE 2 A B T A e TR R

e

mCNVEZET5HE12260 (56 HAA : 904i)

TR L YE

-rfﬁﬁﬁ F 2 IEENE O HLLER T UL O SR AR L 26 T 5 185%
UEoH

- IREE26.5mmblLl . X674 A7 X —LL EDiFH

- RERIR O ETDRSHR /1312 X 5 fe i i IEAR )1 SCF R T3~35 0 F (AR L AN
T20/40~20/200) 72 &

ERAET) 81

< RBRARIIR AT LIS DO JRIRNC X D CNVEZZE D 5. UIBEEED & 5
- BRIRICHM OB EREE LMEBDLEEEIT, L — Y —BBURIE, R SRR IE
(PDT) (2L 21aWEEZ A5
s WD DOHICVEGFRREANC & 2105 IE X3 28 MO VEGFILE A ORI 4
ﬁﬁ”é & DT E3n A LANIZEIE RE AT v A FAIO RPN 3R E B
(& DIRREEAT S
< WE6 1 H LAPIITin  [FHE X All\ﬁ%@%@%ﬁi%ﬁﬁ‘é mE

B h5-J71k

KRR % ﬁ%ﬂﬁ&wﬁa&%ﬂimﬁi CHRAERIZE D T 72,
AHFNEEL, A 2mg % HlA 5% 44355&1415 " ARG SR O ARHA)
o2mg D FHHR G SUIATESR 1T - 7=, AEREET, AES 2 HE®R 5%, 203 £
T4 Z E T BIES 2 D IK L, 240 BICAKI2mg % HRE G4, 44 B £ T48
" E BRI CE DA FN 2mg D G T ATER 21T o T2,

<L HAE>
DITORAED S L1 E L L2
« S I EAL SCFE RO IR DR A D 6 530 F UL FIR T
- FULAEE (CRT) A3AiEORRA XL YD & 50umiaH N
s B OSULEIEME OREIEO FEROMEZ L, M TR, 38 R B
o FTHL B 0D WIRAR ST A2 1 B U H 1
 TRBRAL YRR OIS K O SUTFEEER OZWI N O, G RNE L E 2 b5 HE

AT
A H

24T HICBIT DB B ER N LTFEDOR—R T A s O L&

BERIK
REfE H

24 HIZR—RA T A B 15T EORITSEEN I b BE OEE

PRSRAIRFAT
A

243 B L V48 H & TORBIER U BT 2 @B EAR I X TFHDOR—AF A

Mo OEE, 5. 10X 15X F-LL EOWH N EGE I IME TR A iz BE OF|

A, 24 B R OU8E B IZBIF ACRTOR—ZF A b D L&, CNVIFZE Y A

XO)/\~X74’ VB OELE, FAICL D HREEDOR—AT A b Dl
. NEIVFQ-256 5t A a7 OXR—RAF7 4 inbOEfbE E

i et
PG H

ﬁ%%%%\ BITEH, EELRAEFFR, REPLICESTAFFL, LT, APTCE
FIZ L 'é%bﬂﬁiﬂ]ﬁ%%*%%%% mE

FEATT G ]

RRERI 722t GEIROERRAZ B L, M) &5 & LEIEBGERET S AU fifh)
FERHEEE (FAS) - AHRIBEORTESREEI 4 D R E O M
%1@091_ R E N8 Ltﬂﬂﬁ (RN ZBE LBEEEHT S Than)
AIVGHEER (FAS) : [ b, 7272 UEEEHEERE TEBESREES 2B E 1S

PR D St
PRARAY TR AT
PRERRHIETHE  (FAS)
M SEMIfRAT © EARNDOE R 2L

FAS (full analysis set) : fx KOfRH R EM
FA (fluorescein angiography) I NVA LA U NIRIEER
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NEI VFQ-25 (National Eye Institute 25-item Visual Function Questionnaire)

 KEENZIRFIFIEFT D255 H 22 5 722 5 SR BREIC DWW T T v r— b

.f’f;&% TR &R CAAEEAT O 03, EHORDVIZE DR WESF VY P& JRATEE T CTHRERIZ
PUATT 251

(#52]
D BARAZEOEMEERELEGER : MYRRORERER (48EXTOHOMEE) 9
MYRROR#ERIZ, BHA, w@E, BB, FH, v HR—D5 [H - #illk, 20/t CTHE
Jith X7,

<241 H O @B IER I SCTFHROBALE (FEHMBTEE ., BT R >

24 BB AR EBIER SIS OR—2AF A b OEbEIL, AFIFET+H12.10F
THoOTDITHR L, AEFEET2.0XTTH Y, AEIOBIEFIT 9 D EME S RGE S
N7 (p<0.0001, ANCOVA*) , F£7-. 48 BB T 2 EBIER I CTFH DO R—2F
A VD OEALEIL, ABIBETIIH13.530F, BEFBETII+3.9 T TH -T2,

¥ PR R OV & [ E SR R U DR — 2 T A Al & 25 R L L7=ANCOVAE 7 /L

16 - TEFHER RIENRIEE)§ RRMOFEED P
14 4 b +13.51

_

ADNONPMOZOON
1

+3.9

LIS
O 8N - S 385 Tk

0 4 8 12 16 20 24 28 32 36 40 44 48 (E)
fATEREE (n=31) [—@— AR5 H]X
—o— KB (n=90)

1
(o]

FHEHIEERE

* :p<0.0001. T :p<0.0001 (& ELODpfE) vs #iE5E (ANCOVA*2)

1 BESETE24ER UEAEIRS

2 HBEBERUVEZEEYNR. RaBERNIXFHROR—54 EEHEE L LIZANCOVAETIL

MV-12 SEBERAXFHROELEDNHT (LOCF, FAS)

LOCF (last observation carried forward) : & 2 = 7 4L
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<24 B IZ15XL T ORI EN A LN - BFEOEES (BIRGHEEH) . 248 B D
CRT. CNV, #@timttiE, NEI VFQ-2555r A 27 O ki, 481 H O&FHMEiEHHE (&
RIFHmER) >

24 HIZBWNTAR—RA T A 0B 15X FLL OIS E N bz BE OFIE X, A
HETIE38.9%, AIEHNEETII.T% TH Y . AAIFEO BRI KT 2 BBMEN R I LT,
7ok, ATERBECIE248 B D AFNC K ATREBENBHMG ST, 48H B ICN—RAT 1
N H 15 FLL EOM I EwE N I b T B OB IARIRE TIE50.0% TH Y . 24 HE I
AHNOFe 523 BAbh S T AATEFRETIE29.0% ThH -7,

p=0.0308%"
(;/8) (% B L opfs)
3 p=0.0001%" 50.0
| TR

& 40 7 582 I a5 5t 38 (RAIR S 1)) 52
= 29.0 Il A
2 307 [] 0~24BDF 198 5EH
& o0 - T 24~ 4SED T AT 5 AR

N
o
1

S0

(3/3161)  (35/90%1)  (9/3145)  (45/9041)

2438 - 4838 :
B REHEIE B BERIEEMmIE B

X1 ETHE L =mAICMHIRE
X2 2438 B LIRAFIRS
BV-13 15XFLUEDBEABELSH ON=EEDEIS (LOCF. FAS)
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RV-23 24/48BICHETHAEERERNXNFHOEILLE (248 :

FER - 4818 -

TEFMEE . RAAIFEN
BRRMFHEIEE) . 15XFULDBEAREL A ON-BEDEE (24

B BIRGHEIEE - 488 : HRRMFHEIERE) . CRTOZEILE. CNVREHY 1 ADE
L2, BAREEOEILLE. NEI VFQ-25&85 X7 DELE (FREMFHEER)

(LOCF. FAS)

%1

X2
%3
%4
%5

%6
X7
%8
%9

THAE R 2
N X (1195 %
A9 B R | . .
ATERRE AFHIRE (IR .
pfE™s (BE J715)
n 31 90 —
241 | ARK| O G % (7)) — 2.9+1.6
14.1
RS IERR ) SO & ) (10.8—17.4) .
(40 2.049.7 12.1+8.3 <0.0001
(ANCOVA¥*6)
15307 LU O IIE N A 5 i 29.2%7_0.0001
REOEL B (%) 3 (9.7 35 (389) | rmoMmEkE)
FLOMEEEE (CRT) OZ L& 49 79,1 -77.9. <0.0001
(um) ) ' (ANCOVA*9)
CNVIREY A X DL ) -0.4808, <0.0001
(DA) 0.3007 0.2233 (ANCOVA#10)
FAIZ X B8t EOE & ) -0.6648, <0.0001
(DA) 02094 04743 (ANCOVA™1)
(25 1%#] NEI VFQ-254 3t 958 314 5.21, 0.0104
AaT OENE (KA M) ' ' (ANCOVA*12)
A8 |ARAKN O A2 ([8]) 3.0+2.2 4.2+43.1%3 —
9.5
e BRI SCT s D 2 B (5.4—13.7) .
(S0 3.9+14.3 13.5+8.8 <0.0001
(ANCOVA*6)
15307 LU O IIE N A 5 i 21.0%7, 0.0308
REOEL B (%) 9 (29.0 455000 | oM EgE)
fULHANEE (CRT) OZ28r & 567 831 -29.3. 0.0650
(um) ) : (ANCOVA™9)
CNVIRZE Y A X DL & ) ) -0.1346, 0.0256
(DA) 0011 0-1995 (ANCOVA*10)
FAIZ X BH0tiwH &2 L ) ) -0.3036, <0.0001
(DA) 0.1682 0-4821 (ANCOVA*11)
(235 1%#] NEI VFQ-2564 3 9.95 447 6.21, 0.0041
AaT7 OEE (KA k) ’ ' (ANCOVA*12)
S - A Y

0~201 H 13418 Z L ITAIESF 217V, 240 BICAH 2 HElE 5%, 28~448 H (348 Z & ICRAI#F G- X

WA 21T o7
0~48iH O )1 5 [l

1~3[EA358.9%., 4~617321.1%, 7~91A312.2%., 10~12[1A37.8% Th 7=

AFURE — (o TER

248D TR ER T RO L ) KO NEXTFLL EOWRNUENHZ LRI BEOEE) 24 E Lk

DpfE

BeHRER OEA B EDR, REBIERICTERON—RA T4 Az L E L LIZANCOVAET L
Ex)g s L-CMHAOEARZ W CIRE L

(=GR L7 i CMHR &

BHRE MR OE Z BEDR, CRTOR—ZT A Vfax

&L L7ZANCOVAET /L

10 BEBELOEZFEEDE, CNVEEY AL ADOR—2 5 A % HEE L L7-ANCOVAET /L
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¥11 HBEHEOEZEEZR, FAICLDEREEDOR—R T 1 fEZILE R L LIZANCOVAET v
12 BEFENROEZBEEDS, NEIVFQ-25G5 A 27 OX—RF 1 U ax 255 & L7ZANCOVAET v

@ BAERAZBITZEHoEHAMBEHT (MYRRORKERER N EMHfEHT) ©

mCNVEE 235 & LB IEREBRIE., BAANZ S EELFERE (MYRRORRER)

ELTEBINTWDZ EnG, BARNBEION (AHEHEE236], AFIEETH) 2R
2oy E MR 21T > 7=,

MYRRORMERFE i dIne : HA, wE, G5, FE, o UR— 05 [ - Hillk, 20/

<241 B O G ER ) U 02 b, 243 BIZ153C UL EORISEN A LIV EE
DEIE >

AHBEDO24H B IZB T Dim B BRI LFHORX—ZA T 4 b O &R, 2EMT
13+12.1307, BARANEFTII+H10.9LTFThoTz, T2, AFBEDO24HBIZR—AT A
YIB1LT LA EOWNUEEN A LN BB ORIGIX, £EMTIE38.9%. HAANEM
TlX35.8% TH -7z,

o) remmae. § prmwmas §
14 : .

B0 RSt
O 8- M - S o 385 Tk
N

'8 1 1 1 1 1 1 ; 1 1 1 1 1

1
0 4 8 12 16 20 24 28 32 36 40 44 48 ()
CREL TR AFHIE
2&H (h=31) == £ £ (n=90)
BAALR (n=23) =@:BAALMH(n=67)
[=0= = &= KFNRSH X

a) 2 F SRR

FHELEERE
* : p<0.0001, t:p<0.0001 (& HLDOplE) vs L4518 (ANCOVA*?)
1 EAESRTE24BE LIBRAKIRS
X2 58 (HARAEH) XIRSHEVE (£25H) 2BEEDR. REBERIFHO
R—RFA4 EEHEE L LIZANCOVAET /L

HV-14 SEBRERIAXNFHROELEDNHT (LOCF., FAS)
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®RV-24 24/48BIZE T HRERERAXNFHROELLE. 15XFULORABELHA N T-
BEDEES. CRTOZEILE. CNVREEY A XDELE. HARHEDEILE. NEI

VFQ-25&5t X3 7D%{E (LOCF, FAS)

%1

%2
%3
24
%5
%6
X7
%8
%9

0~20i B 134388 = L I ATES 21T,
WZHEWAFN 5 I ER 21T 72
0~ 481 DO - # H-[A1K
ARFNE— (AT TE

4 B LoplE

BEHZEENR, REBERIITFEDON—2T 1 iz

B G RE& B E AR
BE G 2 [ E A
BGREZEEMR, FAL

AR R
e b \ (Mif195%
A VSR RE | - .
AL RE AFIRE (SR .
pfE™s (MUEF k)
n 23 67 —
2438 | AAN OG- ([9]) 0 3.241.7
14.8
RS IERR ) SO & ) (10.8—18.8) .
(40 3.7+10.1 10.9+8.0 <0.0001
(ANCOVA*5)
153U EOB N LEDRH B 27.1, 0.0013
F i OB B (%) 2 8.7 24 G358 | (mpeMHERE)
FLOMEEEE (CRT) OZ L& s 80.0 -85.7, <0.0001
(um) ' ' (ANCOVA*6)
CNVIRZ Y A R DL & ] -0.5017, <0.0001
(DA) 03193 02317 (ANCOVA*7)
FAIZ & 23060 H R 28 b & ] -0.7102, <0.0001
(DA) 02346 0.5098 (ANCOVA*s)
(25 1%#] NEI VFQ-254 3t 451 9,05 6.73. 0.0063
Aa7 OEE (FA V) ' ' (ANCOVA*9)
4818 | AHI DI Fe - EHE2 ([6]) 3.3£2.5 4.7+3.3 —
10.6
AR IERL ) S DAL B (5.7—15.6) .
() 2.3+15.3 12.6+8.8 <0.0001
(ANCOVA*5)
153U EOB N LEDRH B 26.0, 0.0153
F i OB B (%) 5 (2L7) 82 U8 | (mwcMHRE)
FULHEIEE (CRT) OZAkf ] ) -36.1. 0.0854
(um) °8.2 84.9 (ANCOVA*%)
CNVIRZ Y A R DLt & ] -0.1786, 0.0226
(DA) 00244 0-2191 (ANCOVA*7)
FAIZ X BH0tiRH &2 L& ) ) -0.3906, <0.0001
(DA) 01069 05270 (ANCOVA*s)
(235 1%#] NEI VFQ-2564 3 343 199 6.89. 0.0066
A7 OEbE (RA ) ‘ ' (ANCOVA*9)
S H) (i + A E (R 5

2438 B AH & B 4%, 28~4418 B 134 Z &I H#& 5L

758 L L7-ANCOVAET /L

CRTD_— 2T A A% 25k & LI=ANCOVAE 7 /1
CNVIREY A ADR—RF A Ml %

& L7ZANCOVAET v
CEDENIMHEBEOR—RT A iz A7 L L7ZANCOVAE T /L

B EHEZEER, NEIVFQ-2683 2 a7 DR—R T A AMELILERE L LIZANCOVAET L



V. BEICEI SIEE

® %£tt (MYRROR®ER) 9

MYRROR R BR (48 [H) 2B W T, X TOHFEFGIIAHFEE TI1LH] F 6475
(70.3%) . BEHEET3IHIF 1841 (58.1%) IZ#ED biiz, LA EFEFRIIAFIRET

BIRTER1TH] (18.7%) . FEFEHM 106 (11.0%) . PATESRECACIRA IR 45 (12.9%)

R THoT, BWERA T, ARAZ &G I 7=11661%2 2561 (21.6%) (238 HiLT-,

FRERIX, M M106] (8.6%) . ~URABKTH (6.0%) . IRm6H] (5.2%) 72
EThHoT,

RIS 2 EE A ERGUL., AFIRECHEBEM AL BB b v, BRIEIZE

I D E G IR E - G EEL KR ORERIKICESE T 28 TITR Do T,

KK 2 P - Stz B AR NIERI8HHIH3H 1841 (21.2%) ICEWERNR® bz, ERFEIE
X, FEEEHH 106 (11.8%) . sURAIRKTH (8.2%) Th-oi-, RBIKICBES D&

AR E > = HEREGIIRO N2 o T2,  GhEEBNNAGRRE)

%1 BEFHRICERT 2 EERSE ST

X2 ARFIFEILB, (AIESEE25H51
X3 AFIRECTH], (AIESFHE18651

F&V-25 MYRROR:HER (48:E[) I2H1T2FETERREE

AT AFRE
n 31 91
TXTOFEFSL 18 (58.1) 64 (70.3)
ARICERE T 2 A EHEFSL 12 (38.7) 34 (37.4)
REBRIBDOHEHS 11 (35.5) 29 (31.9)
BRI ICBES 5 A EFS 1 (3.2 6 ( 6.6)
BH5FEICBEET L4 EFFES 4 (12.9) 18 (19.8)
ABRIRD HE e A HEFR 0 3 (3.3
ARSI B 5 A EFS 0 1 (1.1)
BH5FHRICEET LA ERSL 0 1 (1.1
O ERG 12 (38.7) 53 (58.2)
AR ICBE T 2 HERS 1 (32 3 ( 3.3)
O EERAGEFS 0 4 ( 4.4)
AT 2 HE RS 0 0
APTCIEFIT X 5 Bhfjifn 42 FE f2 F5) 0 1 (1.1
HEBLHE M D A 1 5 0 0
FEBSEME i 25 0 1 (1.1)
15 58 0 0

%\éfﬁ{ﬂiﬁ (B FE%)
a) 0~201 H 1348 Z L ITBIER 21TV, 2418 HICAH 2 Bl G4% . 28~4438 H 134 Z & (C G AEEIC
PEVAAIFE 5 iféb/}_% EiTo 7
b) T RTOFEEFEFLD > H, APTC (Antiplatelet Trialists' Collaboration) FEFEIZ L ¥ HIE S - B ke
Eiedg

8) A T VRSN EERE [ AN 2 & o5 TAH [E BRI [FRER © MYRRORGUSR | 7RGR R RF AL &k
F) WHGERICE T HRBEFEMEICSV T, FXFOEABESN-AERVAERX. 77URLETH

GEEFH®RZ) LLTIEH=Y2mg (0.05mL) FWEFARAKRET S, RE5BERIL. 1A AUEHITSHZ
&, 1 TH5,
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(4. MERBADZE]
HAAZSCEMEERHERFE | VIVID-DMEKER 01D
FMHEAER : VISTA-DMEEER (8BS 7T—%) 12

(BRI E]
VIVID-DME# } O'VISTA-DME# B X, DME% A9 % BFH 2 X512, RAIOA 2,
LMK OREMEZ T 2 A TEmM S L7z, DMEZ AT 58F x4 & LIzifpsh s
IMFRE - T ERKHE (DA VINCIFER) OfiRNL, AAOHELROHEZ [2mg

AT L

RN G358 RO 2mga 408 2 &5l 54, LARSE Z & I2iy+

RN G328 ORI E LTz, VIVID-DMEER & O'VISTA-DMEER D4 % Dt F
D AFND L—P IR D R & BE L7z,

KBTI A o

VR 2 b — B R RS AR

PSS

DME#Z A4 % EHE

VIVID-DMEGU% : 40661 (55 HAN @ T7H4i)
VISTA-DMEGRSR : 466/

TR L YE

18 DV 28 R IR &2 B T 5 18I L LD B 2o
< WBRIRIC, B OHLE (OCTTHIE SN2 EEEO FLEEE) 12 & SDMEZ A

ERA)

- RERIRICDMED R R OB MK T 2 F 4%
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2 AWTHTE LT, 2, BINGR AT 72BE Tl BINEE LT 2 ERTOREM L Y 5% L,

(4BZE)



V. BEICEI SIEE

£V-28 52100 BICHEFTIREBERNNFHROKILE (528 : TEFHEER . R

#®R - 1008 : BMEFMEIER) . 10 -

15XFULDENBENAON-BEDEE.

WRFRBEOEFEER 7T —ILA2ERBLUEETLE-EEDESE, CRTOEILE.
NEI VFQ-250H TR 77— LA A7 DEILE (528 : BIRFFMEIER - 10038 : BANEFFE

ffiZEH) (LOCF. FAS)
L= — AF
TRIEREH 2mgdilHl = & & 50E 2mg8iHl = & ¥ 51t
n 154 154 151
52 | L ——IREDOFBIEHL,
(F%) *2
—
— ]E(zf){“’%ﬁm ‘g/ll;‘ 4/155 (2.6) 1/151 (0.7)
SEEEHK 4.4+1.6 1.0+0.0 1.0
%%%yﬁﬁy$§imﬂti 0.2+12.5 12.549.5 10.7+8.2
L)
FERT 2253 (TH{I97.5% 5 HE X [H]) 12.2 (9.4—15.0) 10.5 (7.7—13.2)
pfE (REHIE) - <0.0001 (ANCOVA*5) | <0.0001 (ANCOVA*5)
13;;%;2?;;?%@’7%“ 30 (19.5) 100 (64.9) 88 (58.3)
TERIZE™ 4 (T97.5%1E #E X ) 45.9 (34.7—57.0) 38.8 (27.2—50.3)
pfE (BREITIE) o <0.0001 (I CMH#: & *%6)|< 0.0001 (i {H| CMHA: & *6)
;f;gigg*%g;ﬁ%;ﬁ%n 12 (7.8) 64 (41.6) 47 (31.1)
e 2% (TE{I97.5% 5 HE X [E]) 34.2 (24.1—44.4) 23.3 (13.5—33.1)
pfE (REITIE) o <0.0001 (A CMH % 7£%6)|< 0.0001 (i CMH & 6)
j:tfﬂ’%g (CRT) OZEfLR -73.3+176.7 -185.9+150.7 -183.1£153.5
TERTZ2%8 (HI97.5% 2 HE X [H) -110.8 (-141.3—-80.2) -113.5 (-144.2—-82.8)
pfE (FEH71E) B <0.0001 (ANCOVA*7) | <0.0001 (ANCOVA*7)
[&E&5H] ETDRSHER AR
SEDOTEIEE A 27 N2BMELL HIK | 22 (14.3) 52 (33.8) 44 (29.1)
T LZBEOERE i (%)
ERT %4 (HI97.5% 2 HE X [H) 19.7 (9.0—30.4) 14.9 (4.4—25.4)
pfE (REITIE) o <0.0001 ([FAICMH 5 E*6)| 0.0017 (18 CMH % 7E6)
[Z#=1E#] NEI VFQ-25D
ERARAC L BiTE)) 7 % 5.4+20.4 9.0+20.6 9.4+18.5
r— VA 3T OB (151) (146) (146)
CARA U (B
REMZEH3 ([H1197.5% 15 HE X M) 5.2 (0.3—10.0) 4.4 (-0.2—8.9)
pfE (REHIE) o 0.0168 (ANCOVA*S8) 0.0323 (ANCOVA*8)
[Z#=1E#] NEI VFQ-25D
Nz AR L 2178 7 R 6.7+19.9 8.6+21.0 7.3+19.3
r— VA 3T OB (151) (146) (147)
CARA U (B
TERIZE™ (TH97.5%1E #E X ) 2.9 (-1.8—17.5) 1.7 (-2.8—6.1)
pfE (REHIE) - 0.1702 (ANCOVA*9) 0.4067 (ANCOVA*9)




ARICE T SR

L—H— AFH
TRIERE 2mg4ifl = & B 5 2mg8MH = & ¥ 5
100 | L —H =B O FH %L,
(%) *2
i K (o 63/154
T BAINTEEGIE (%) (40.9) 5/155 (3.2) 13/151 (8.6)
NS AIEIR S 8.942.7 1.6+0.9 1.2+0.6
=Ry = /jj< =,
RERIER LR ORI 0.9413.9 11.5+13.8 11.1410.7
="
BERI X8 (W{A197.5% (I FEIX [H) 10.6 (7.1—14.2) 10.1 (7.0—13.3)
4 A LopfEt (BRETIE) B <0.0001 (ANCOVA*5) | <0.0001 (ANCOVA*3)
103CFLL EORIieEmR A B
RO L B (%) 43 (27.9) 98 (63.6) 90 (59.6)
REMZEH ([H1197.5% 15 HE X M) 36.2 (24.3—48.1) 31.6 (19.5—43.7)
4 B EOplE (REHFE) o < 0.0001 (F{HICMH#: & %6) |< 0.0001 ([i{H| CMH#%: & *6)
1530 F L EOBRIkmR A B
e E A - I (%) 20 (13.0) 59 (38.3) 50 (33.1)
BERI R4 (W{A197.5% (S FEIX [H) 25.8 (15.1—36.6) 20.1 (9.6—30.6)
48 EoplE (BEFIE) o <0.0001 (j& I CMH#: 7E%6)| < 0.0001 (i {1l CMH 2 &)
s =] A8
%:ﬁﬂﬁg (CRT) OZALf -83.9+179.3 -191.4+180.0 -191.1+160.7
BERI RS (W{A197.5% (S FEIX [H) -104.9 (-139.6—-70.2) -111.0 (-142.9—-79.0)
4 B EopfE BEH k) o <0.0001 (ANCOVA*7) | <0.0001 (ANCOVA*7)
[ZZ154] ETDRSKERp Nk
SEDEIEE R 2 7 N2 PELL HIK | 24 (15.6) 57 (37.0) 56 (37.1)
T L7ZBEOES i (%)
REMZEH ([H1197.5% 12 HE X M) 21.7 (10.8—32.6) 21.5 (10.4—32.5)
4 B EOplE (REHFE) o <0.0001 (fEHICMH#: 7E%6)| < 0.0001 (i {1l CMH k2 & *6)
[2E158] NEI VFQ-25D
D RARC L B178E)) 7% 8.1+22.1 10.9+23.1 12.8+21.4
r—L A a7 OB (151) (147) (146)
CARA U (B
ERIZEX3 (WNI97.5% 2 HE X [4]) 4.6 (-0.7—9.9) 5.1 (0.1—10.0)
48 EoplE (BEFIE) o 0.0529 (ANCOVA*®) 0.0218 (ANCOVA*®)
[2E158] NEI VFQ-25D
N BRI X 5978 7= 6.1+20.4 10.9+22.1 8.5+20.4
L 2 2T DAL E (151) (147) (147)
CARA U (B
ERIZEX3 (WNI97.5% 2 HE X [4]) 5.8 (1.0—10.6) 3.6 (-1.0—8.1)
4 B EopfE (BEH k) o 0.0072 (ANCOVA*9) 0.0772 (ANCOVA*9)
SR E AR

*1

%2

%3
%4

%5

%6
X7

%8

%9

2438 H LLKE, IBINRIEAEEICHE V. MEICIE U T L — =B I AR 2mgik 5 (43 Z & 5la#% 5
%, LIS Z Lok E) &, AAIBGEICIE L — Y —I59 % £t L7,

SAF (safety analysis set)
e )
AEN 5B — L— W — IR EE

AFN LR — L= IR (OFREZE UMM 5 OBEERE 2 8 & L7.CMHR O EZ 2 IV TiRFE L

7-)

WA OV R S B D REFEIE 2 R0 R . BB L SOF D — A T 1 Al 3 R &

L7=ANCOVA<ET v

DM RN (RS 2R 1T S,

LA 5 S A o A e 7 D WA JEE TR L 72 Ml CMHAR

TEIRRAE M OV 15 2 ST 0L A8 P D BEAEIEE & [EE DR, CRTON— R T A fEAa L& L L7ZANCOVAE

Vali%

TERERE M OV A 28 S L A5 s 55 O BETEIEE 2[5 7E 20 R . NEI VFQ-25 T RARIC K 2178 7 27—

NAIT DN—=AT A A 62k L L7 ANCOVAE T /L

TRIETE R OV A 2E I I A5 82 D BEE R & [H @20 3. NEI VFQ-25 Iz R &

AP AT < TD

178 VT A —



V. BEICEI SIEE

NAAT DR—RAT A M EFE L L7ZANCOVAE T /v
52 BB HDNEI VFQ-250 [zm BRI L 21TEY) T A7 — N AaT7OR—=RF 4 OB bRmIzZB N
T, 2mgdill = & G N 2me8iH = L B RED L — P — IR T A IR S e o T,

@ =&t (VIVID-DMEEKER. VISTA-DMERER) 10-1220
VIVID-DME#ER (52i[H]) 123\ T, T X TOFFRFRGIIAAI4E Z L 51 T136641
F111961 (87.5%) . 8 Z & #GHET13541H119%1 (88.1%) . L —¥ —iR¥EREET133
FIF11261] (84.2%) IZRRD BTz, EAFFHEGUIARFGE Z & & 51 ORI H i 334
(24.3%) . =MHEAZK2501] (18.4%) . MERIPVEMEZE2361] (16.9%) . Fi/1IET19
B (14.0%) . @EifE166] (11.8%) | HRE EF14%1 (10.83%) . 8 = & & 58 CRtIH
344 (25.2%) | SHEAK 2261 (16.3%) . MK 2141 (15.6%) . mifLE194]
(14.1%) . BERIAVEMBSRIEL7E] (12.6%) . MEEH M 1561 (11.1%) . #EERHY
1461 (10.4%) . L —HF —JpEEECHIMRE LT 256 (18.8%) . fi1IK T 224
(16.5%) . SMRIAK 2006 (15.0%) . mJEL7H (12.8%) 72 EThH 7=, RABRIEK|Z
Bl 2 HE A EFSIL., AF4GHE D & BGRECE MMM 15, 8l Z L HRET
B EE DR BR1H], L— P — IR Tl 75>1{§Juuu&>5hto BRI B3 5
B lc B o= GEEGL, AFI4GE L BGRECRRMAMERZE T « DRI « REZE A%
16, 8 = & 4% 5B CTRHEH Ba%“ﬂ‘ﬁ@ﬂ)fﬁfﬁ%ﬁf%ﬁi‘%lm\ L— Y — IR TS
ZEIRIR TGS « IR R D E1BICFR O Hitz, ARBRIRICEDE 9 5101, AH
W 2L F HRECEIMETE DR B BN B, VISTA-DMERER (52:8[E]) 128
u\f TRCOAEFRIIAFAE Z L BERETI556]H 14261 (91.6%) . 8 Z L &5
HEC15201H139%1 (91.4%) |, L —H—IRiKEECT154%1H 14661 (94.8%) IZRDH LA,
ERAEFRRIT, AF4HE T LRGSR CREBEEMmes (38.7%) . mifE38%1 (24.5%) .
IRI 2361 (14.8%) . W FIRFEM 196 (12.3%) . 8 I & & 5-8E Tk H M 4501
(29.6%) . ) E28%1 (18.4%) . WRIE19H) (12.5%) . BEBEARMEAELTH] (11.2%) .
L — IR CREBE G561 (35.7%) . mfE346] (22.1%) & Th T,
VISTA-DMEGER (100#[]) 2B\ T, T X TOEEFEFRIIAAI4E = & & 58 T155
#1526 (98.1%) . 8 = & F G5 EET1526 1148041 (97.4%) . L —HF—IHWEET
154615061 (97.4%) 2RO LT, RBREKICEET 2 BELRAEFERIT, AK4H
B R CMER AR - BRI A - DM IR ANR 1] ARKISHE = & R 5 RECIRE 5 -
B A FEAVEDS 16, L — Y —TRIREE CRMIM A B VEDS 1BNCER D BT, BRI B4
LRHHIEICE > - A ERERIL, AFI4E T L B 5RECIMER 2R A IEICRD vz, R
BREKIZ B 250101, AFI4E & L B GRECOME L - IMIE RIEN K LBNIZERD BTz,



V. BEICEI SIEE

& V-29 VIVID-DMEFEE KR UVISTA-DMEGRERD G+ EfZHT (52BR) [CHITHBEETERRE|E

L AH
oy | 2mg4iil Z & | 2mg8iE Z & P
TR HERE™ v b b &t
n 287 291 287 578
TXTOFEFSL 258 (89.9) |261 (89.7) [258 (89.9) |519 (89.8)
AR AR 185 (64.5) |172 (59.1) |167 (58.2) |339 (58.7)
BT S H R iR 145 (50.5) 154 (52.9) |147 (51.2) |301 (52.1)
AR DO H FEFL 185 (64.5) [172 (59.1) |167 (58.2) |339 (58.7)
BRI ICBES 5 A EFS 3 (1.0) | 21 (7.2 8 (2.8) | 29 (5.0)
B H5FEICBEEST 54 EFFES 76 (26.5) [125 (43.0) [112 (39.0) |237 (41.0)
L— W — A BET A A E S| 16 (5.6) 6 (2.1) 10 (3.5) | 16 (2.8)
ARBRIROEE A EFR 12 (4.2) 5 (1.7) 5 (1.7) | 10 (1.7)
AR ICBE T 2 HERR 0 0 1 (0.3) 1 (0.2
EHEOFERG 213 (74.2) |217 (74.6) [217 (75.6) |434 (75.1)
BRI ICBES 5 A EFS 4 (1.4) 4 (1.4) 6 (2.1) | 10 (1.7
PHVEOEERAEER 65 (22.6) | 67 (23.0) | 64 (22.3) |131 (22.7)
BRI ICBES 5 A EFS 1 (0.3) 1 (0.3) 1 (0.3) 2 (0.3)
APTCEFRIC X 2 BhRiMA2 FE/ 5 8 (2.8) 9 (3.1) | 10 (35) | 19 (3.3
FEBSEME L R FE 5 (1.7) 4 (1.4) 3 (1.0) 7 (1.2)
FEBSEME i 25 2 (0.7 3 (1.0) 5 (1.7) 8 (1.4)
1fn % 5E 2 (0.7 2 (0.7 2 (0.7 4 (0.7
FBFIE (FEBLEY)
1 2418 B DARE, GBINRIREAEICHE V. BEILE U T L — P —iBEEHCII AR 2mgik 5 (48 Z & 5la1#% 5

(EN

LIRS = L i 5) & AFIERGHICIT L —Y —jai & 320t L7z

a) TRTCTOEEFLD S L, APTC (Antiplatelet Trialists' Collaboration) T3 X 0 HE S 7= Ehikm
BEnES
#&V-30 VISTA-DME:RER (100:EM[E) IZHITHEESERHREE
\ AHIL
{Z%;; 2mg4il = & | 2mg8ifi = & At
e 555 55 o
n 154 155 152 307
TRTOHEFRSR 150 (97.4) |152 (98.1) |148 (97.4) |300 (97.7)
AERIR 120 (77.9) |113 (72.9) |108 (71.1) |221 (72.0)
CRET S H R IR 106 (68.8) |105 (67.7) |105 (69.1) |210 (68.4)
ABRIR DA EFH S 120 (77.9) [113 (72.9) |108 (71.1) |221 (72.0)
AR ICBET 2 HERR 3 (1.9 5 (3.2) 2 (1.3) 7 (2.3)
BHFHICEET 5 EFRS 67 (43.5) | 77 (49.7) | 70 (46.1) |147 (47.9)
L — P —HGC BT 2 EFSR| 6 (3.9) 3 (1.9 0 3 (1.0)
AHBRIRD HE e A HEFER 7 (4.5) 9 (5.8 4 (2.6) | 13 (4.2
AR ICBET 2 A EFS 0 0 1 (0.7) 1 (0.3)
EHEORERSR 143 (92.9) 142 (91.6) 142 (93.4) |284 (92.5)
BRI ICBES 5 A EFS 3 (1.9 4 (2.6) 2 (1.3) 6 (2.0
EHMORERELRFERG 67 (43.5) | 67 (43.2) | 56 (36.8) |123 (40.1)
AP 2 A E RS 1 (0.6) 3 (1.9 1 (0.7 4 (1.3)
APTCEFRIZ X D BRI FEfe F 5 9 (5.8 | 13 (84) | 11 (7.2) | 24 (7.8)
HEBLHE M D A 1 5 5 (3.2) 6 (3.9 5 (3.3) | 11 (3.6)
I BENE 25 3 (1.9 5 (3.2) 4 (2.6) 9 (2.9
175 5E 2 (1.3) 3 (1.9 3 (2.0 6 (2.0
FEBFIE (FEBLEY)
1 2418 B DARE, GBIMRIREAEICHE V. BEICE U T L — P —iBEEHCII AR 2mgik 5 (4 Z & 5la#% 5

e, LIRESHE Z LT s) &, ARG L —Y —ink e 93 Lz



V. BEICEI SIEE

a) TR TOFEFEZDI L, APTC (Antiplatelet Trialists' Collaboration) EZIZ L ¥ HIE S 7= BRI
FRIERE F G

10) A ZOVEGAENER [H AN Z & T8 IAHE RIS : VIVID-DMERER ] AGRREREG Sk
11) A = AEGAENE R [VIVID-DMERER B A NGBS MMNT, 528 ] AGRRFHIE B

12) PN VSRR ESM S AR ER « VISTA-DME#RER (UREA) 1 AR R

21) o T EEAPNE R [VIVID-DME, VISTA-DMESRBROFAMENT. 5208 ] AGRI AL B

F) BRFEMFEICSVT, FXFORBSN-RAERVAZER., T77UANLET+ GEGFHEBRZ) &
LT2mg (0.05mL) Z#1» A &ICIE., EHESEIHFAENKRET S, TORIT. BE. 22 AT &I21E.
HWFARERSY 5. 46, ERICEYRERREZEERGTT 5. 1HAULEHIFTHZE, | THD.

E RS MARER : VIVID-Japanit & 22

(FRER =]
VIVID-DMEER CAFI G- 45217 72 AARNEMITS516] (KFI2med i = & B 57 : 26,
AAKI2mg8ill = & F 58 - 250]) LA THHoTZ S, HARAANODMEZHT 5 HBH
X3 B ARKIE RN B G O R MM OMRE EEE L, BAREN (1THR) 128
WTARHFI2mg H—HEIZ K 2 Z sk 2[RI FEMEAE A L FEERGRER  (VIVID-Japanatfi @ [EHN
SILFHERER) % %0 L 7=,

ARERT A 2 | FREEAEZ LR — R
e DME%Z A4 % 84 : 736

FERRPILUE | 1T B VNI 2BUERIG 2 A9 218 LA LD B 4o

cRERRIC, EEEOTLE (OCT THIE &5 SEE O FuLEfER) (2 & SDME %
HT 5D

- REARIZDMED R R OWEIMK T 267 5

- RERIRDOOCTIZ & 2 Ml E A3 300um LA |

c 27 ) == TR 5EERIEOETDRSHR 13RI X 2 & E B 1ER 1 S Hon
T3~243F (AR L AT1T20/40~20/320) 7 &

B5 54 K BEABEIC, AAI2mgE0~16E H £ T4 Z L io#Emi5R&ES5 L (03 H (lEl
H) . 4, 8, 12, 16 H) . Z D% 48 £ T8 = & I RN G- 21T\,
T BRI 24T - 72,

FPHmEE | Zett (FEFHMEEE. SAF)
FEFEZR, RMEN., EERAEFER, KETLRICE-TAEFER, LT,
APTCERIC L 2Bk T e F G &
A hit
521 B3 DI G I ST D _R—2 T A b OB LR (FAS)
521 HIZH 15 F LR (CRT) O_—Z 7 A b Dz bE (FAS)
52 HIZAN—=Z2F A U H1I0XLFUEDORDNELER 6N BFH OHE
(FAS)
521 H k&évamym FAaTOR=2T A inbOELE (FAS)
521 H 2317 ZNEI VFQ-250 [ RN K 2978 7 A —L A a7 o~
— 2T A4 bR (FAS)
521 HIZ31F ZNEI VFQ-250 [zt RARIIC K 2178 7 A —L A a7 o~
—AT7A inbOEEE (FAS)  7»&
OCT (optical coherence tomography) : Yo T W&t
SAF (safety analysis set) : ZEVEMEMT G 4EM]
FAS (full analysis set) : J KD X REM
@ .0 EE (CRT : central retinal thickness) : H.LH 77 4 —/ L K (HOEDSERImmOFRE) O
[/




V. BEICEI SIEE

€E)!
ENEIEAER : VIVID-Japanit§& (52:BF TORE) 22
VIVID-JapanatBiZ, HARD1THER CHEME S 7z,

<ZaetE (FEFHnEE) >

VIVID-JapaniXt Cix, 52BN T, T X TOHFEFEGIL726F576] (79.2%) 2
R LTz, B ERR \%Wﬁ%Mﬂ(m5%)ﬁET%otoﬁﬁﬁmﬁﬁﬁé
HESAEESIL., AMOEE - ENE (F—ER) (58O i, FRERIEIC B
ARG ICE - T-AEERIT, % M%@%ﬁWLibgﬂtoﬁ%% ZRHE T2
TR O Hivie o Tz (FEFHEEE ., SAF) .

#&V-31 VIVID-Japanit8% (52:8[) I2HTH2HEEREBHE (SAF)

AFIRE
n 72
TR TORFEFRG 57 (79.2)
ARERIR 15 (20.8)
BT SHERR IR 17 (23.6)
REBRIBDOHEHS 15 (20.8)
RBIRIC BT 2 A HEFR 0
BHFHICEET 5 EFRS 10 (13.9)
RBRIBOEE L HHEFER 0
ARSI B 5 A EFSR 0
EHEOFERSG 51 (70.8)
BRI ICBES 5 A EFS 2 (2.8)
PHMEOEE LA EFER 8 (11.1)
AP 2 A E RS 1 (1.4)
APTCEFRIC X 2 BfkifnF2 384 F 5 2 (2.8
FEBSENE O AR PR IE 1 (1.4)
FEECFE M i 25 0
145 5E 1 (1.4)

FBLHIE GEBLEY)
a) TRTOFEHELDHH, APTC (Antiplatelet Trialists' Collaboration) E#iZ & 0 & & 7= BhIR A%
FEFRE G

<AZVERFARIE H >

521 BB T DI EAR ) LT EDR— AT A b OELEIF+9.3LFTH Y . 52
HEIZEB T2 F0MEEE (CRT) OX—R2F A b OE{LEIX-202.0umTH > 7=,



V. BEICEI SIEE

RV-32 REBESRAXFHOLILE. 1I0XFULORARENA ONI-EBEDEIS. CRT

FAS)
AFIRE
n 72
AH) D - Yy - R K 8.7+1.2
EEER ) ST o vE U5 9.3+9.3
103XCF LA EOR S EN 2 D= BE OEE « Bk
%) 29 (40.3)
LR (CRT) OZ{LE : pm -202.0+150.8
[Z2E&15#] NEIVFQ-258 5t A a7 DOR—AF A 3.1+11.3
NHDOELE  RA v (%) (70)
[Z2E&H4#] NEIVFQ-250 [ RARIC & 5178 4.9+20.6
YT R — AT OFEE BV b (B (70)
[Z2& 5] NEIVFQ-250 [z RARIIC K 2178 2.4416.1
YT R —N2aT OENE  RmA b (FlE) (70)
SEME AR 2=

#%¢ SAF (safety analysis set) : ZZaVEMREAT oS

<[HWNATEfE S N B IARRER B 0 22 2O YT (14ER]) >

EINACIhE S 7= 5B A RER SR ER 1 D 2 2 MEOF ST (14E[) OfER., AHK2mg%
B 5 I 7273041227661 (37.8%) IZEIWER SR biviz, EREIWERIE, FEH
Mm178%1 (24.4%) . RIS (7.0%) . A - IKFEWS3H] (4.5%) Thotz, 2 HA
Fl & B b S v B AR NEFI12861%41 3541 (27.3%) IZEIERANRD biviz, EREIEM
X, FEMEH 2361 (18.0%) Th o7z, (GhEBENMAKGREE)

%1 VIVID-DME#RE:, VISTA-DMERER, VIVID-Japanitfi

X2 AKI2mg A4 G S TIEG ORAIBEE50M, L —F—TRBRESOMH) A FEflixt% & L=

X3 BETHICERTIAEFLEED

4 AKIFEL2306], L —F—IRRES

22) NA = AFEMAENER [EWNEIFERER : VIVID-JapanilBi] AGRRFEA &k

F) BRFEMFEICSVT, XFORRBSN-RAERVAZER. T77UNLET+ GEGFHBRZ) &
LT2mg (0.05mL) Z#1» A &ICIE. EHSEMFAENKRET S, TORIZ. BE. 22 AT &IC1E.
HWFARKRSY S, 46, ERICEYRERREZEERGT 5. 1HAULEHITEHZE, | THD.



V. BEICEI SIEE

(5. MEHFEZARRES)
ERNEMERER | VEGARER
E RN MEHER | VENERAGERY
X VEGARBR, VENERAGRERIZ, IREDOZ LA FEFHM & LT, RIIRERH LM (A 5
IR B 52338 %M%)NVG%%‘%XT%% ELTEHBRTH D, o T, ABROX G & IT R
3% R 525588 570 O Ak B 0O B 59 2 AAI O A 2P M OV2e MR
ML TWRY, ED728, Ak O BTk 2 ARF O GITHER S,

(BRI E]

VEGARER & OVENERAGER X, M HEHENE (NVG) 2 H T 2BEHEEZXIZIT, KA
DENE, ZaMER OB 2T 5 BRIV TE L7z, VEGARER TIT, %mm%MD
LCRVOIZPE ) HEFIEDO AGEH B TH D 2mg L & E L, AAREDO HIEK OH &% 2mg
BB 1%, F&RGIEUEICHE - Thl B L OV B (22mg & 5 L. IRIEDO AL % 1473 5t
i = | T A O

VEGAGRE: CIIA RSk T 2 ARFN OEBEIEEZRIECTE o722, ZOHENEZEE
L C&EFH L7-VENERARER 2 BN CTFEh L 7=,

BTV A |VEGARER : ME/E2A (b — BRI 5k PR bkl

VENERAGER : FEIEAE 2 b HMEm AR5

P NVGEH T HHEE

VEGA#RER : 5415, VENERARER : 164

FRPLUE AR AmE (NVD RO AFAEME (NVA) 255389 51, EILUTHEWIRIERN

25mmHgtE D ANVGHEE

TR ERE | - NVGUANDERIC L A FAZEMAa A5

< BRIR I, %JJIEI%‘EE,L EI DHE160 A LLANICVEGFILER O 1B 249 5

< ARBRIR T2 AP, WIE% S A ORT60 B LINICEIE R E AT 1A FAl Rk

(FENRWER) X&i‘%”sf%«éz] DOIEEREEZET 5 (B ﬁx& T 2T 1A RGARER L)

- ABRIRIC. PRP% [ < A ZhMEZEAmI ’E'—/*i“%@zéﬁEWﬁrf%ﬁa“é Ry

FHIE:

< VEGARER D [Ro e > <dmNmmﬁ%®%%%ﬁ>
- MIE G B O GE1CAT O IRIEFEN| - #IEES- A oRis H UNIZ, 8%
DOEI24RFUNIC, 2FHORET DORE T DB EEEHT 5
BRI EZ BT 5 - ABRIRIC, #IEES-H ORI30H LN
- HEBRIRIC, #IE& G- B ORI30H LA \ZPRP% & Lo 3 MEREAM I 52 B % B
\ZPRP A B < A MEREHMIC S B % 5. Z % IRN T LIS O IR N T O 1R
2 HIRNTFILSOIRN TR OIRE|  BEETD
[EEHT 5 - REBRIRIC, #IEIEES-HO%8H LN
- BRIRIC, #EE 5 H 0%15H DA \ZPRP%Z & o3 X COIRNTIFN T
WZCPRPZBRL T RTOIRNTIFNT| EINTND
EENTWD « NVGA RN o522 R%EmA 2695
B 5051k VEGAZ B
KGRI A ﬁﬁﬁ&o%&%%muﬁ (AR IR0 11T LT,
MEEESH (1A H) ICAARECIEIAKI2mg & B - RNES U, (415
TIBER 21T 72, 0%, 28 H R O3 H %2 B < 45 kB (2 & 5 5L v
e LTesa OF, 1HE BICIEAFIRCBES ., BHERE AR 2mg 5 %
?ﬂ\5ﬁﬁ&0&55 W FTNOEGHETHAF 2mg 5 21T > 72,
<P G AELUE>
UUFOFEZEGEEOT X TEHEZ LGS, BRE5T 5,
- IREA21mmHg#E D EA
* NVIOBHER R+ D4 (NVIZA 2T D7 L— KHR0LISN)
« RANOWFENZEGDNNETH D & IRBRFE Y ERI K L 7=




V. BEICEI SIEE

VENERARER :
MEBE R (LR H) ISR 2mg Z HEHE ARG L, 1E B X028 B2
BEIToTo, 51 BT TR OMAE AT - 72,
AT |TEBICBT DREDON—2T A b DL L
AT H
A5 R VEEICBITANVIZ L — F® BRR—25 1 L L TE LT-BE RS
P B
ARMERRIRI |« BRBERFRIC BT DIREDR—A T A )b D& L
ERAIEERE| c B KPR SICB W TR E R 2 > Fr—)L (=21mmHg) TX72EHOEG
« B ORBERERIZIB W TNVILONVAY L — R 3 _R— 25 f L Wl LT L
TZBEORE
« B RPBERE U ADNVIELONVAZ L— ROEIE  7pk
F et AEFES, BIEH., BEERAEFS, RGP ILCESTEAFRR, L, APTCE
P B FICL 2ERMIRIERFS L
FAAT F T FRAER 72 AT
VEGARE: : EHAMMHH (FAS) : AFIRED PALLI A Xt 5 BEEEPE D W
(AL B OFEEF L ORER ZE DO W95% (5 #E X M D EfRAN0% FEl%)
VENERA#ER : FEEHMIEE (PPS)  AAIFEO A LMMEDORREE (M{H195% 15 #5
X _ERR2EE[0mmHg] % FA1 %)
PRERH 72 AT
TR B Ol 2 AIfiENT (VEGARER - PPS)
EIREHEEE (VEGARSER : FAS, VENERARE: : PPS)
RRNFHETEH (VEGA#ER : FAS., VENERARB : PPS) /a2 &
FHRHATIMNT | VEGARBUZS 5 2 S EIRE FFRHE N DA BAORRET 72 2
t AERBOEFBNIE. RREEBECSVTIMEZZ T-BHTT.
NVG (neovascular glaucoma) : & HARkPIRE
NVI (neovascularization of the iris) : M HTAEME
NVA (neovascularization of the angle) : AN
PRP (panretinal photocoagulation) : I8N EEE
FAS (full analysis set) : #x KO G4EM

PPS (per protocol set)

o TRBRIENEFT S A L 7 AT R

@ 255 - A ARPITES &R CALE ZAT O 25, IEFHORD VIZEORWIES U & 2 & RFTHEE T TIRERIC
WUAHT 25714

) NVI RUNVAY L— Rab

NVIEUNVADOFHBEDEHEIZDON T, HBLTEMELBASREICKY

B L 7=, EABRERIZH (T HNVIR

UNVADREEIX, UTFICRTRAIF7ZRIZE->TRATFIELT=,

J1L—FK Mg EmE (NVID) M A B A S (NVA)

NVIZ: L NVA 7L

1 W3 OO W FLER D T O 3 A= 48 23 2 SRR UL SR 28 % CRREERT RIS 03 B e
T M OFE N 2 REBLLT

2 W OBEFLER O K i O F A ME )N 2 ZIRE SRR 2 i % CRRHERE R 2T 5 A

M OFE D 2 PR

3 WAL OMAE FrEICM %, I OBHEERE | SRRSO ME SN, B
OMEFE/7 RO 1~3 BB HEN 1~3 B[R

4 BEALE O MBEF AT, WEOBFEE | AT OMEHRTATINZ . FELE T
OIMEHE/7 KSR 3 RIRE A0S 3 RPREA

a) Weiss DI, et al.: Ann Ophthalmol 1978; 10: 488-491.
b) Teich SA, et al.: Ophthalmology 1981; 88: 1102-1106.
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€L
D ERNFEMMERE : VEGARERD
VEGARER L. EAN19t5% CHEiG I 7,

<VHEBIZBITDRIEDOR—ZT 4 b O2 kg (FEFGER . MREEAIFEITRE ) |
T EIMIE B O SN, SRR IS B T DIRED =R T A4 b 0Bk E (E
KAFHIIEA) >

VHBIZBITDREDON—AT A b OECEOFEEEIL, AHAHET-8.5mmHg, A1F
FEET-4.9mmHg TH 7=, ZALEORIEF LR OB ORAIRE— (A TEHEE) 12X
-4.9mmHg (MI95%F#EX M : -10.2~0.3) TH V. WIS %EHEX MO LR2130% E
Bl oz &b, BIESICHT AR OEBMEITIMIES R0 > 72 (p=0.0644 .,
ANCOVA¥)

—J7. PPSEXIG & LTl @ HUMEAT Cld, AAIRE CH14-8.9mmHg, {AIEHHETHY
-4.3mmHg DIREZALAZRD B v, ZALBEOFHERF L DORERZE  ORFIRE — A1)
1%-5.5mmHg (F{HI95%ZHEX[H : -10.8~-0.2) TH V. WHIIS%IEHEX M D FIEA0%

THEo72,
X BHENOE D HFREONVGA T — V2 BEEDER., IRIEDR—RAT 1 iz L E L L7ZANCOVAET
b
£V-33 EABICEFTAREDAR—RSA D ELE (FEFMIBEE. HRIEEMENTKER)
(LOCF. FAS)
NR—=2F A 1LEAB
P Ay B D&
S S LR RALEOTER .
| OB pfiE1
(mmHg, (mmHg. (mmHg; ¥ (T H195%
¥ SEEAE) HE) MEEER 22) (SRR L
AFKIRE 0=27) 33.0 24.5 -8.5+8.7 -4.9 0.0644
B (0=27) 36.7 31.8 -4.9+10.8 (-10.2, 0.3) :

X1 EREROEND (HFREONVGA T — V2 EER, IRIEOR—2T 4 Uz LR L LIZANCOVAET v
X2 ARAIEE—BIESRE

BEENE DRRAED JEHUE - 2L B O RS ) O FER 22 O i1 95% [F X [ o _LBR230% TEl %

LOCF (last observation carried forward) : fxf&aFffi A = 7 ik

& AHIE
O FESTET
il RERE

[& ki ERMWTMHEIER |

T 1
| 0 1 13 (3E)
AFE 27 27 27 27 26 26
asEetEt 27 27 27 27 27 26

RV-17 IREZLCEDHE (BFfE. FAS)
L LR, TGRS T, AAI2mel s & FH



V. BEICEI SIEE

<LEHONVIZ L— RI3R—R T A Ll LT LIZBFOHEG (BIRGHEEE) |
B PERFUIZB W TNVIEOINVAY L — RIIR—R T A Ll L CikE L7-EBEFOEE
(BRI E) >
18 HIZNVIZ L — RREGE L= BE OEIAIL, AFIRETT70.4%, AEHRETL1.5%TH
D ARERRTRERZE ORAIRE— RIS 1359.1% (MI95% S HEXH : 37.0~81.2) T
o7, FlEKEFHmERE (18 H) T, AFIFETL100.0%, HBIEHEET T92.3% D BHIZ
NVIZ L — FOUGENRO bt
1HBIZNVAZ U — RPR%GE L BEOFIEIX., AF#ET59.83%., AEHNEETI1.5%T
B, FAEFREM S ORAIRE—ATESRE) 1348.3% (WMif195% (S HEIX M : 26.4~70.1)
Tholo, FRMEFNRE (131 H) TlL, AAIFET80.8%., AIFESHET T80.8% DB
ICNVAZ L — ROUENRD b,

T OUEE L, B GEEEC G  C. AKI2metk 5 % FHE

£V-34 TEBICEVTNVITL—FHAREL-BEDEE (BIRFFHMEEE) . NVATL—F
ARELE-BENEE ERRMFHHIER) (LOCF, FAS)

AKIEE — (BB
AT TATESE THEEFHER = (%)
HH (n=27) (n=26) (H{H195% (S HE X ) *
NVIZ L — FRdEL-BEOEE (%) 70.4 11.5 59.1
(19/27451) (3/2645) (37.0~81.2)
NVAZ L — FPekE L= BEOHE (%) 59.3 11.5 48.3
(16/2741) (3/2645) (26.4~170.1)

X BN AHFHFDO NVG A7 — V% 8 & L7- Mantel-Haenszel BB A (2 X D HEE

. 158 Py
(%) | sixsmER BROFEER
100 -
| RN
BTSSR 26
804 88.5
81.5
£ 60
E)
1))
|
& 404
201
0 1 1 1
n 26 26 27 27 271 21 26 26 26

KV-18 NVIY L—FHhREL-EZEDEIS (LOCF*, FAS)
T 1B DARR, FFE G IR Z0E - T, AHFI2mefe 5 % FhiE
I 1HDOARLOCF, ZHLIRITBIEM
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<IRE#Z=> br—/ (£21mmHg) T&7=BHFOEE (RRMFHMEEE) >

LABICIREZ 2> e — L T BFEEIL, AR T44.4%, BIENTETTA%TH Y,
B ZE ORAIBE— AR 1336.7% (M{I95%FHHX M : 16.4~57.0) ThHh-o7-, 7=
AEFEANIE (13 H) TiX, AFIRETT3.1%, BIEFRET T84.6% DA TIRENS = k

0—/LC&7,
£V-35 TEBRUWIBEBICEREZa> FO—)L (£221mmHg) TE-E2EFDINE (FERHEEE
IEH) (FAS)
HH B ARFIHE ATESRET
\ 44.4 7.4
ez = o ha— LA (LOCF) (12/2741) (2/27431)
(=21mmHg) TX7= 31 316
BEOFE (%) 138 E (BlEH) (19/264) (22/264)

@ EWEMMEHER | VENERAGKERY

VENERAGBR L, [EINTHia TS 7z,

T 18 B LA,

P G ERERIC

o T, AF2mgh % Fhi

<IEBIZBTDIREDOR—=RAT A b OB bE (FEFMGEE ., BAaEfiriER) | &k
BB DIREDR—R T A inb OB bR (RRGHEEE) >
VABIZBITDIREDON—A T A b OZ{LEOFEEEIL, -8.3mmHg ([H{H|95%(5 #H
X[ :-12.2~4.4) TH Y, HHIS%EEXH D ERAEETH H50mmHg% FlEl-72 2

ED . AREIOFENPKRFES T (p=0.0004, TEALRE) .
F7z, bl BB ITAIREDZE{LEIT, -15.5mmHg TH 7=,

#%V-36 TEABIZEITHEREDR—XASA ohbDEibe (FEFFMER. RIIVERER)
(LOCF. PPS)
S S VY 1.8
FHIHE FHIE A& R b D i
(mmHg. (mmHg, (mmHg, ¥ 1195 % P
B 51 Y fiE) SEEIE) fEEAE R 72) 15 XX
AFE (n=16) 34.1 25.8 -8.3+7.3 -12.2 ~ -4.4 0.0004
XA E
N ORRGEDO FHE « W 195%[FFHE X O EIREE [OmmHg] % FE%
LOCF (last observation carried forward) : fx#&alfi A o 7 ML
(mmHg) | &Kk ERIFHEEE |
10 - T+ RFEE
5 p
0 o
R -5
% 101
it 151 155
2 -20 1
-251
-30 -
'35 T T T T T T 1
01 2 5 (&)
n 16 16 16 15

HV-19 IREZXELEDOHTE (BFE{E. PPS)



V. BEICEI SIEE

<1TEHONVIZ L— RPRR—2 T 4 L L CE L RBEORE (BIREHEER) |
BB S IZ BV TNVIRUONVAY L— RI3R_R— 25 A v Ll LTl L= BEFoEE (F
RIFHmER) >

1A BICNVIZ L— Rtk L= g OE A%, 81.3% (Mi{lI95%(E fEH X [#* : 54.4~
96.0) TH Y., 21 H TIL87.5%., mof&aiiis (5l E) TIL86.7% Th -7z,

1 HEICNVAZ L— R8s L7 BEOEIEIX., 50.0% (Hi{195% 5 HE X ET* : 24.7~
75.3) TH V. 21 H TIF50.0%., fck&ibiiiy (5 H) TiX66.7% TH -7,

% Clopper-Pearsonif|z X 2 HEE

£V-37 1EBIZEVLWTNVITL—FARELE-BEDEE (BIREFMEER) . EBITHL
TNVAT L—FARELEEBEDERE (FHRMFHMAEER) (LOCF, PPS)

TH H AFIRE
NVIZ' L — FR%E LBEOEIE (%) 81.3
(13/1641)
NVAZ L — Rp3ckE LIz BEFEOEIE (%) 50.0
(8/1641)
W)|ﬁ@ﬂmﬁﬁﬁﬁ| | &%k ZHmFTmES |
(o]
1001
801
2 601
&
3
ZE|
&l 401
=]
201
0
n 16 16 15

158 28 538

EV-20 NVIJL— RAHEL-EEDEIE (LOCF*, PPS)
I 1A OAZLOCF, Zh AR LBl

<REZ=r bo—/ (=21mmHg) TE72ABFOHIG (RIZWFHHEE) >
VABICIREA 2 ha— /L TEX-BEOEIGIT43.8% Th D | Bi&F M (5EE) TiX
86.7% T > 7=,

#&V-38 1 EHERUSEBICEREZIY FA—IL (221mHg) TELEBEDOEE (FFRMIFHEIE

B) (PPS)

IHH B ARFIHE
REAZ=> ho—L L#EH (LOCF) (7;1136%)
(Z£21lmmHg) TE/=HEFD 86.7
EHE (%) Sl H (BL4%4E) (13/15(31)
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® =2t (VEGARER. VENERAZIER) 1319

VEGARER (131E[H]) (2B \W T, T X TOAEFGIIAHFE 2761341 (48.1%) .
ATEFRET T2THIH 2061 (74.1%) ([ZFBH HNTZ, T EFRIL, AAIRECTLEIC X
DRG] (11.1%) . FEREH M - sORAMESE « TH - SRR %261 (7.4%) 72
EL BT CIRE4B] (14.8%) | AUIRABERSE] (11.1%) . AiFEHIm - [ - [RE
B BRNA26] (7.4%) 72 EThHoT-, BHWEAMIX, AF2mg% £ 5 S 11750412
HF1261] (24.0%) (2RO B, EREWEAIL, MEBEM3F (6.0%) . HEHEAIETR 35
(6.0%) Thot-, MEBRIKICEHT IEERAEFRLE LT, BERNET CLHEMN
BNCFED biLTe, VEGARBRICE W T, RBREKICHET 2GR ILICE s EFE RS K
OB | CBEE T 2 IR D L Lo 7=,

X1 S TFHICERT 2 A EFR LA

W2 ARFI2mem #5 5 S I REH] RFIRERTHI, (ATEEEET 2361) A 3Hlktg s Li-

FV-39 VEGARER (138M) [CHEITLAEERHE|E

ISR (n=27) AF R
0~13d 0~13 (n=27)
TXTOFEFSL 6 (22.2) 20 (74.1) 13 (48.1)
e = PR AR 4 (14.8) 15 (55.6) 11 (40.7)
RicBET SRR EER 0 5 (18.5) 3 (11.1)
ABRIR DA EHEFER 4 (14.8) 15 (55.6) 11 (40.7)
ARERIEIC B E T 5 A EFG 0 1 (3.7) 1 (3.7)
BH5FEICEET L4 EFFS 0 3 (11.1) 6 (22.2)
RO EE A EFR 0 1 (3.7) 2 (7.4)
AP T 2 A E RS 0 0 0
SO ERG 2 (7.4) 11 (40.7) 8 (29.6)
AR ICBE T 2 HERR 0 1 (3.7) 0
5 FHICBEET L HERSR 0 1 (3.7) 0
PHMEOEERAHFEFER 0 2 (7.4) 1 (3.7)
AR ICET 2 A EFS 0 1 (3.7) 0
APTCIE T X 2 Bk M #2 Fefe 5 0 1 (3.7) 0
FEFAEE O 1 2 0 1 (3.7) 0
FEBBETERN 25 0 0 0
1.5 5F 0 0 0

FEBUBIEL (FEHLER%)
T 1 B LIRS, TSR - T, AKI2meik 5 & £t
a) TRXTOREHRZD > H, APTC (Antiplatelet Trialists’ Collaboration) EIZ & ¥ HIE X 7= Bk iz
TG
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VENERARER () 2B\ T, X ToOFEFZRT16HIF6H6] (37.5%) IZ78D DAL,
RIVEAT* 1216610 3% (18.8%) (2@ biviz, EWEMOWNEIT. IE26] (12.5%) .

ARE 5 FEIE R OBIR 35- 161 (6.83%) Toh o7-, VENERARBRIZI T, PBRIEIZ
TOREEBRAEFFR, RBEICHEET 2 RGP ILICE > oA EFFLR L ORI B
LIETITRRD bR o7z,

KEEFRICERT 2 FEFLE AT

#&V-40 VENERAFEER (5:EM) ITETHHEFRRRE

n=16

TR COFEREG 6 (37.5)

e = AR AR 4 (25.0)
IRICBE 2 HERSR e 0

ARBRIBOFEFHG 4 (25.0)
AR IC BT S ERER 0

Pe G FHICBE T 5 HERESR 2 (12.5)
HEBRIBO EE A EER 0
AREBRRICBET 2 E RS 0

EEVEOFERER 3 (18.8)
BRI BE T 5 A EFHS 1 (6.3)
Pe G FHICBE T 5 HERESR 0
EHMORERELRFERG 1 (6.3)
RBIKICBET 2 EHESR 0
APTCEFRIC X 2 Bk e FE e S5 5 0
FEBFENE D ZE 0
FEBIEME I 2 0
145 58 0

B (FBLIHE%)
a) T RTHOAEHGDH L, APTC (Antiplatelet Trialists’ Collaboration) E#:(Z & Y € S 7= BRI e
EieHs

13) oA T UGN EEE [[EWNFIARRER : VEGARER] 7GR RTAf &R
14) A VRGN R [ENFIARER : VENERAGER] /AGRIFREAM 26}

3) MEHEFZAEIZSWNT, FXFORBIN-FAERUVAZEIEX., T77UXRN)LtT b+ GEEFHEBRZR) &
LTIME., 2mg (0.05mL) ZMWFAANEET D, 4H. LEREEEHERETESN. 11 AULOMEE
H+dZE, | THS,



V. BEICEI SIEE

(6. RREMEE] [74 ) —TWHFERREFRDHEZDIE]

HAAZSCEMHEEMRHRHE - FIREFLEYEEER

(GBI E]

FIREFLEYE#RER (X, ROPEE ZXRIT, RAIDOH M, etk OBFMEZ R
% HITHEM S iz, ROPOIGHEIZAR] % F - B IFZE K OHIVEGF# k14 129K B
DOIEEER TR T 25605 5 & OHfLICHK-S &, FIREFLEYERER ClIAHKI# 57
OREROHES [0.4mg% HER - ANE G35, B&GEECEES LS AE.

ARFN OB G2 HRIC & 20 F TR TE D, | LT Lz, sBREHE O M3 E
WA TIAT LTt b5 5. FIREFLEYERBR T, SA&HIC B A% 26 TxfRaRE
CELTL—Y B ARE LR L LTHEMESND ZLITRo7=08, HARE AR
LIS O [E ST il TR 5 G MEE BT AR SN D Z & 2757, BARTIEIAA
B GREOZHEIG OBME (66%) (IR HEEMEZRGE LT, BoEIEOBMEIX, 7

=B A7 OFMAR RGBT D L — P —MBOLEE R R O 1R A D) 5
(66.2%) ZBHIZRIE LIz, —F . HALSOE I TIIAFA GREO R
FO L — P —IGHREC KT 2 ISP R L T2,

X TRFRBAME24E R ICHAR & b ITIEBIEDOROPA 2 < | M ORRZRTEREFHIERG b 2 WEEORIES
B, BEDKLE, UIBRR LU A6, BRI E Ehen

RGBT A o

V2 AL EABE RN ICHBE [ T e kiR

SES

ROPEE 11841 (5 BHAKA @ 1741)

TR L AE

- AERBEEL 3 323 LA F ST HAE R B A3 15008 A T

* ROPEEEDEX IZ L B FTRROWTNNOFT R Z2L7e< L FIRICE L., RiBK
+ zone I stagel+, 2+, 3Xid3+, H L<IZ
- zone Il stage2+3 |33+, & L<IX
- Aggressive posterior ROP (AP-ROP) *1

- ARBRVEHE B OIKEH800gLL - 72 &

TR RSN I UE

FREEHAL

- Qe KRR B REITERIIEREZ AT 5. b LITENL DN EDILD

RN BT AR EMRIEER (FL— R3LLEDOREN I, A4 JE PH A ZE
JE, HET RS PURERERE S 4 KX T RIINRZE ., UIEE TR EEHEENTE
TLEEEO HEDOKIE, 0E) 275 Il

AR EAT

< WA T SE A AN RIBE I HES T L7-ROP (stage4 X1X5) #H7 5

« zonellliZ D HROPIHE A4 5

- BRI U FEEAHIIE B OIS B L KFT RO H L IRORE N H 5

- ROPIZHF U CHMNEHI U ZFEAMNE B 721695 (BPTVEGFEE DY RN G-, MEEDLE:
BT ST R E T, A TR OB ERSH 5

BhJ5ik

MG RE L RFEGHEL OV —F —J5EFEO2FEC2 : 1O TEIEAIZE Y £
J7me ARFIGRECITmER & HE S FIRSUIMARIC, #IEEHE & L CLIRIC
DX AA10.4mg/0.01mLO HIEWE RN G- 21T o 72, MR ~DO& 503 0LER Y
BiE FREILAT- 72, BREGEEIGES L-HE1E. 288 L EOMRZ H I T%
ARICHOE 2[R E TEINMFEEGEEZFEMTE, /o, VAF a2 —pEEEICEA LT
LAE, MESLEEIINIC L2 U —V 1R 230 Lz, L —3 — IR Tl
EHIE S vtz IR SOE M AR IS B E AR 12 & D v — W — IR & Il L7z, TR
Y EAT OB IS &, FTRERIRV IRFEZ 7T 20, RBRIGHRR G 5 1
FILAPNICEEL B OIRIR N B & Ip s T2 A%, 1RIOJE#E E LTl o7, B
IRREREICEAG LG E v — T —REE2 3B L, VAT 2 — (R EHICHEA L
TG IIAA®R G2 ER LT,

< AKFN P 5RE O P G EYE >

LRl FIcEadT 5546

< B A B HROPAFELE

* BIEIDOAA| O FE RN 57> 528 B LA BRI




V. BEICEI SIEE

<ARHNEERED L A o — R UE >

UTFOWTNNICHEET DHEE -

» AR OARFIOFE TR G- 527H LA, 7ilE O # 55l 3 S 72 A e
& il U CROPHT R EAL

« RFNOE RN B 5-351 301 5E6E S dv, Btk DY TR EEG- 2 528 A DL E#%E
L 7= B CHR# 2 39 HROPIFAE

< U=V —IBRRF O PG IR AL 1 >

IFOmGIZHEET 5%6 ¢

- {B¥ & 9 2 ROPIFAE

- IRERR A ORI, TR R K > TREBDEEEE T A 10 Th 5 LHE

<L —WP—IBERED L A X o — 5L >

MRIEMA OFS ., TR Y EMIC L - TREBEDGEET NS o Th o= L HE S
. MOUTOWTIIZEET 2546

- MAREDEEERE T O RITZ FEhE S A7 MR AR & Hhigs L CROPHT AN EAL

- MAREDEERE A 2> B 28 B LA B L 7% & 15 & B4 2 ROPA Hif:

AEEE RABIRIRBIAR) 5 24108 HISTREMWEOROPH 2 < | DR R R RRFHIERR & 72 0
FFAliE H BHEOTE GBS, FHHE)

BRI - BEBRVBIE B A & 2430 H & T O ZIRIBIE O L FLPEHS

A H - BIBRTABR I 5241 H F TOROPO 4

- BRI AR~ 5 24100 B % TIIAK Z #25- L [R5
< RBRIREBHIA) D24 B £ Tl L — Y —IRE A i L7-BlEk 7 &

HANTHE
L7 Do
B MEFEAL
THH

- RBRTRIR O FIT B 5

o SEER LA B RO B R6

« 28| LL_E D ARAIFE 5w BT

- RBRIBIEBHAA ) 5 24 B 1220 F T Dplus disease D iBfE* 8, MENEHT I o ML JE
RS D IBAERO . M ONEFL I % #8 2. C D ML 45 0D FE g %10

« ARERIBIRBALA D & 243 B 1203 T Dstaged X IT5OROP~D#EfT*11

243 H £ COMBERBERER 7L

Do
REIA
FHmTE A
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®EER) ZROLBHDES. 1RBRISEFMEDROPAL S, MOFRLGHEF
MEZRLLEVEEDES BIRHHER) . BRHERI VY-V T7LNRELE
ROPEBIR 7 —LIZE D S ROPDERIFDF M. 5kl E TOREIGRBHFIREICED
SMEDRENTT ZROEEDNES (BHICHREL-EZOMDFMER)
BERRZETT LI-E8H)

15
L— P — IR AFIBe 5-1E

n 21 39
1, 3R OB B2 REERERIT 2 38 D o 8 D L (48
HHH - 0
LRI ICTEBIPEOROP 2 < | IO AR R 72T RE AR
b 70 BRI As 19 (90.5) 38 (97.4)

BRI ] —v

FIREFLEYEGRBRIZ 3517 5 ROPIHE) 2 7 — /L D 14.889.49 15.0042.11

ARG OE CEXIE = AR MR 22)
FIREFLEYEG B O BRIG R AA 2
FIREFLEYE NEXT?UER 0 BB A B Ak £ CTo -13.90+3.71 -14.08 £3.04
ROPIEEN 2 77— L DR CEYfE (R )
FIREFLEYEG B O BRIG I AAI N

1R £ COROPIREN R 7 — L D E L & -14.35+3.72 -14.67+2.43
CERIfE 1R 72)

5k £ T OEEMRIRE MR A IS & ME DI ED
FETHEROIBREDES (B (%) ) %

19/40 (47.5) 52/75 (69.3)

Bl (%)
X1 KRk L CTHEEO R B R REENIGRORENAEETH - 72
X2 MEEEHIEELE] (4.8%)
%3 JEEMEOROPEIEH A E T 5ROP (FIREFLEYERBRORYEICHEH) LiFEFR L. RERBESNEEGE
HAMRIBE, SHBEFES|, BB IR IR L R LT
MR 2SR AR DA IIImIR & BICHESTAHEE L L
X4 HERIREED S 1FLIEA LN £ CTo B MRS ORZEDE T
X5 OKEEEBIZBEORESERT I ENHESNTWAR, TR CIXBEZEORENEH S TN
729, ZZTIEIROE G %2 /RT
FENTICIIARER D F — % 7217 T/ < FIREFLEYEREB CE LN -F — 2 4 57
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V. BEICEI SIEE

RV-50 ARHABRPICROPOAERZEZLE-BEDEES., ARBRFICRMARZEZEL-EEDE

& (BIXREHMEIEE) (IERFRREZET LI-EHE)
L ——{RERE A G-HE
n 21 39
ABR T ICROPOIRIE 2 E L - [BEF OEIS 0 0
AR ICIRFBHE R A 2 LT B OHFIE 1 (4.8) 3 (7.7)

Bi% (%)

3¢ FIREFLEYE NEXT#BR Ci, & EOEAEERITHE > IR Y ERI2N 0 U 7= RBRIEE LIS O ie#E %

59
RV-51 S5BEFE CORBERVBIFLVICHESZMNIEIFOTE. SBEEBEFEFTORERERER
DFEN (BRIHRELE-ZOMOFHMEIER) (ISEEREZTT LI-EH)
15 A
L— —JRERE A8 G-HE
n 40 75
JERD AR £ T HIBE L TN U IEF 7 s 39 (97.5) 75 (100.0)
FRABRALTE B M OMRAR RS ZE A 0 0
Ry I ENIE N 0 5 (6.7
PN B 0* 0
P Hhe [ A — St i s S 40 (100.0) 75 (100.0)
S RMNESEST) 39 (97.5) 75 (100.0)
S5emDEL A2 LB X2 >\ T Z & 39 (97.5) 75 (100.0)
PR S Az 120R | L _
R AL W ER, | T
QMR i
FEmEKEEITES (T AT 5 ) -0.56+2.88 -0.22+2.93
e T | GREEITE + /2 AR 7 E) (DA : -10.25~ | (dfilH : -13.00~
TO (2 = AR 22) 4.50) 3.50)
JE ST AR A JE AT AE — ik (FE)
(T4 + 8 e 25 87.65+74.98 112.89+67.21
BAMERME 7 L 34 (85.0) 72 (96.0)
—_—
RHED) HEURM IR IT B IRIE 2 ( 5.0) 0
R (%)

TMERERRA Tix, AR GO TR THOMRE MR OB bl
% FIREFLEYEFER D243 BIZ1IR TRRD DALIZAS, KEAERHIZ L0 ISFFITIERE D S e o 7z
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V. BEICEI SIEE

@ %£t (FIREFLEYE NEXTiRER) 10
<1UERE TOREFRBIE>
FIREFLEYE NEXT:B& (155 % )
6061+ 56041 (93.3%) . L — —IpiEE 2961+ 2641 (89.7%)
EEHGT, AFEGEETREL0G] (16.7%) . ITfR9% (15.0%) .
el (20.7%) . TR, MEEEH M AE56] (17.2%) . &HA.
il (10.3%) TH-oiz,

BEPIEICE ST A FFLR K OB I BE 4 55113

#&V-52 FIREFLEYE NEXTEER (IREKFET) ICETH2FEFERRRE

i %

WZBWT, X TOAEFLRIT. AFERERET
IZERO BNz, ERA

L — R TEL

L B~V =T 343
PERSRIC B 2 HE A EHRIT, AKE G CREBERIEE 1
B, L — W —{RERE CRERRIBED 1HICERD BT, zlxat%& BT,

BRI B 5

IJ‘LJ &b %hiﬁﬁ)o 71-0

— IR RE AP R
n 29 60
TRTCOFEHG 26 (89.7) 56 (93.3)
R R 5 A e gg@ﬁ& 16 <%5.2) 3421 E5g;;
BRI DA EFHS 16 (55.2) 34 (56.7)
AR IR 2 FE RS 1 ( 34) * 3 ( 5.0) *2
BHFHEICBEET 2 HERS 0 11 (18.3)
— P — IR BE S 5 A RS 9 (31.0) 2 (3.3)
HBRIROEE A EFSR 2 (6.9 7 (11.7)
BRI BT A HE RS 1 (84 ™ 1 (1.7) 8
EHMEOFEHG 24 (82.8) 48 (80. 0)
AR IC BT D HERER 0 0
EHMOEERFERG 13 (44.8) 11 (18.3)
AR IC BT S HERER 0 0

X1 MEEEHIEELE] (3.4%)

%2 EIE&%%’;EE\ HE M AR B 2E
1.7%

X3 MERHIBELE] (1.7%)

HAHR+365H ETICHRAL-ELE R LE

H77)

MBI, BT I, A A
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V. BEICEI SIEE

<HEHIRRA >

K E1x. FIREFLEYE NEXT#ER D8R A B AR CIIAF & 5-8£2364.52cm, L —1
—JRIERENY63.09cmThH U | 15EF CIXZE N Z4169.61cm, 70.44cm CTh -7z, BAFAIL,
FIREFLEYE NEXT#R5 OB AARE CIEZ I Z£4141.09cm, 41.85cm, 15 Tl
43.30cm. 44.03cm ToH 7=, AKE(L, FIREFLEYE NEXT#E OB RA R AR Tl
ZFhEh6.59kg, 6.45kg. 1M Tl37.86kg. 7.62kg Th 7,

#V-53 FIREFLEYE NEXTERERIZH T HEFMRE

L — IR EE AAIEGHE
n 29 60
FIREFLEYE NEXT#E7 63.09+4.53 64.52+4.29

#®E (cm) YRR B AR R
1% IRf 70.44+5.66 69.61+3.42
FIREFLEYE NEXT3# B o
SAPFH (cm) YRR BR AR R

1% IF 44.03+2.37 43.30*£2.15
FIREFLEYE NEXT# Bk »

41.85£2.30 41.09£2.34

=+ =+
K (kg) | EBRTRA AR 6.45+1.21 6.59+1.13
1% IF 7.62+0.78 7.86+1.20
YA A U A 72

16) A /LR AENERE [ AN 23 Ee 55 MbAAEFR L R3S « FIREFLEYE NEXTRUER | /KGRI ok

) RARMRIEICSWVT, FRDRBESN-AERVAZR. [7I7UNLET+ GEGTFHERER) & LTIE,
0.4mg (0.01mL) ZEHFAERNRET 5. BH. BDELEREFTHRETESM. 11 AULORRESHITHE. |
-G%%)o

2) Re R
ek L

®

~

BE - FEIIRR
BB L
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V. BEICEI SIEE

(6) A mAIEA

D ERAGERE (—RERKERE. HECARERE. ERABRELERHAR) |
BERFTRT —FN—RARE. BERTRERABROAR

O EFERABAERE (AMD)

ERD) AMD DO FERE T IR T 2AEMEIROLE, 3FMORMBETTD
LA OAIEC OV THE, WEERG% 6 » AHOAERRORHLE, %
EEROCAMECEE 525 LEZ BN EROTER

LAAMEMRFTFE | IRNSIERUS, IREEF MEIREEIL N OEERIEE, SMErE R ARE, BIAR MR

E

HRMEICET 5

PN

AMD Off I SZRE T IZ B 5 A2

&

e

AR 7 1 Hr kg 7 2

KGR HLa T T ARAS BT 26 L8 2 £F 5 IR SEBEZE M EDTRIR D 7= DITARFI N & G- &
5B T, REIOMEHRRO I WEE

T i H] e 2012 4 12 A ~2018 4= 12 A

H EEE 155 4,000 JE I

2R 36 5 AR

EN D IEE: 177 fa%

YN AEIE (1) 55 3,876 JEH

LRVEREAT RS | 3,872 JiEf

iE %

AWEREAT RIS | 3,684 JiEf]

iE 1%

ESRAG TS [Z2421E]

ARHEIZ BT 2 EREWER ORIVRIUIEV-54 D LBV Th-oT,
AFHEDRWEHBEHE S 1X 2.8% (107/3,872 ) Th o7,

HERBEWEH ORI, At 1238 b, HEEEEE R 3 B kT
NI ZE . AL if Mo OV F A H A5 1 B3 R I, MR i 5 1], it 28
2 BRGNS S ARESE i1 i X OV R ZE A4S 1 23 BITE L 72 3% IRE &
D MREZE 4 PINE NSRRGSR ERCRAL, DREZE K VBT 1 BIAN R,
FET 3 BINE ONTDPEE K OVLESES 1 BB Th -7, £ OO EE LA
TERORIRIL. FiE®H 5V Th o7z, LT, DEE R OVLIBSE & AH
& DBFEPECHOWTIE, EHRAR. &5 WITARAILS DR & L TEIHE &
DBEEMENEEDON DI & AF L ORRBERITHA TIE o7,
AITEZES E TOMMIT, BIMEMREIVES] 107 Bt 66 5123 E O AAI 5
E%2D 15 HUPIZEER L TEBY | IRFEFIE 71619 45 4125 1 % H LA
FHLLTW e, IRFEET6 v ARUERICRIL L2HR13, ANEDS 1ELD
2HELNICA 2 61, S IREE R OB M 23 1 AELAPNICAS 1B, MRS
2AELIIC 1 61, R SEERIRME DN 3 4ELINIZ 1B T o 72,
LEMRFTFEHOMRIT, V-5 DLEY ThHoT,

BRI IR F R 15 BIINT RO EETH Y . WIITINEEZE 9 B, O
FE 31, /NHEIE, T TR R OB RNEES 1B Th o 7o, ERIRIT,
RAREZE 9 BT, IR - dEpk 2 ], RIEE 141, [BIHE L7283 BIEDH Y 2 B,
R A BITH -7z, DFREZE 3 FlIE, B, BIE LA RBIED Y LU
WA L, NINEEZE R VT 7 FREEEA 1 NI T b R — il B
MR TH Tz, 7ok, BRimiEZERFRNFEI LIJEGIIOTR Y 65 m I
tomimETH Y 15 BT 5 PUIAFILSOEN & L TmE, PR, &
RIAE S DA PHEN BN DIER T -7,

[(Azht*]
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V. BEICEI SIEE

MBI I T 2 BAHERFRIA O RIHER (RO) | #1751 (logMAR fH)
OO EE ORRIFHER (RQ) ITTROLBY THY . AFKGIZLY
B AR S v, D HERRIR 3 L7z,

ZO HARIRIC BT D HAHERFEIS ORERFHIHERS

Rl AR 51T 5 52 5-Bla A © D logMAR 221k

OIS | o (HERCELE:9%) i
NHD it HERE G4 ”(%E)'
i) logMAR=-0.3 |-0.3<logMAR<0.3| 0.3=<logMAR
1% A 3,209 284 (8.9) 2,805 (87.4) 120 (3.7) 96.3
2 % A 2,585 339 (13.1) 2,134 (82.6) 112 (4.3) 95.7
3% H 1,964 279 (14.2) 1,605 (81.7) 80 (4.1) 95.9
6 % H 1,485 251 (16.9) 1,158 (78.0) 76 (5.1) 94.9
12 » A 1,598 291 (18.2) 1,188 (74.3) 119 (7.4) 92.6
24 % H 1,425 260 (18.2) 972 (68.2) 193 (13.5) 86.5
36 #» H 1,081 193 (17.9) 695 (64.3) 193 (17.9) 82.1
LOCF 3,670 649 (17.7) 2,530 (68.9) 491 (13.4) 86.6
LOCF : last observation carried forward
K@ 17 (logMAR fH) K OHLLHERRIE O R HERS
177 (logMAR f#) HLHEEE (4 m)
NI 57> B DR JiE i SR A R JiE 5% SR A R
Eiacaill] 3,678 0.452+0.434 2,233 359.7+164.0
1% H 3,212 0.409+0.425 1,942 265.6£107.6
2 % H 2,588 0.375+0.419 1,561 250.1+94.1
3% H 1,966 0.363+0.425 1,188 245.5+94.5
6 7 H 1,485 0.333+0.412 1,013 255.1+87.2
12 % H 1,600 0.351+0.422 951 257.3+88.6
24 » A 1,427 0.378+0.440 861 259.9+99.9
36 #» H 1,082 0.403+0.448 648 256.3+106.2
LOCF 3,674 0.423+0.476 2,427 255.2+106.4

LOCEF : last observation carried forward

Q4FEFEAIERZE (AMD-QOL)

H ) QOL (Zx 7 D AANOHWEZ TN 5,

LEVEREFE | UL

BEMEICEET 5 | QOLIZINEIVFQ-25 12 K> TRl L., _X—RA T A & AHIBE 55845 6 » A

Gk HEWO12 » HBZ KT 5,

A1 LRk g 5 2

KRBE MR EME I AGREIRA (AMD) | I28EkSh T\ D, AHlZ & D7-ft VEGE
FEDTRIFEARIR D 72 UL B T ARAS ST A= L A8 © Il S BE A PED B3 D 5
L, AV T7x—LRarer NG SN EBE

il 2012 4 12 4 ~2016 4 12 A

AT E 705 JiE 5l

BlLE2 ] 1 4F ]

T it i X E 61 Jiti ;%

INAEE B EK 697 JEL

LEVERRNT S | %472 L

SiEBIEL

ANEREATR G | 63T JEH]

SEBIEL

% NEI VFQ-25 : National Eye Institute Visual Functioning Questionnaire 25 I B i H AGE

(v.1.4-miHEH)
FpAER [ 4]

AEOXGBE L, T TREM A AGERA (BEYSHOHA (AMD) ]
DORBEETHY | ZEMEITHOWTITIHE L TV 7R,
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V. BEICEI SIEE

[B7hE]

AFHA VLSRN X GHER] 63T B0 9 B KKl HZ 6 » HELD 12 v HE®
QOL FH#& N[N & 7172 447 B2 DN TR 247 - 72,

) NEI-VFQ-25 G5t A 2 7% (PSR E) 12, AFIEG-BHAARTO
NR—=RF A :76.94£14.22, 6 » H H : 80.11+13.92, 12 » A H :
80.01£14.55 T 7=, NEI-VFQ-25 BFt AT D_R—=2F A )i D
ZbEIX, 6 » HH : 3.10+11.13, 12 » HH : 2.71+12.34 TH V., AitA =
TR L ., QOL OiENGRD b7,

KT, logMAR R D_—RAF 4 b ONVHEEIE, 6 7 AH :
-0.119+0.252, 12 # A H : -0.123+0.276 T L. #l otk (logMAR il
DKL) MFH bz,

* TREAZYT) 2 THORA) ZRED12HE OBHEREBIZOVTRELLILLDOT, A5t
SEBREVIFERIES LN Z & Z2RT,

Q% EFEAMAEHRE (CRVO)

HEY

CRVO 124 9 WHEEVIE O I SEHE T2 81T 2 Rt K O b EIC B 5 2 15
DI R OFHE, BIEAE (5 FEICERT 28 FFR2ET) ORI
. W RO LEMBIE IS 2 AR OEwIEE, Zatt - A2
Brhbz 2B 0N EROER

PR HIH

IRNAIESOS ., HRE B MRRRTL & OB RIEE, AMEYE R PR, BRIk
JERR G, PRP L OfFH]

HRMEICET 5

CRVO Off {13218 T2 5 A2k

TR

GLECWIRES H gk

KIS LA CRVO (ZFE 9 SEBLTFIED IR D 7= DITARFI N B G- S 5 A T, AFIOREH
RER D72 R

T i H] e 2013 4 11 H~2018 4 5 H

H EEE 155 300 JEH

HZHAR 24 5 AR

S I 66 fiti i

YN AEE 1 55 378 JEH

LRVEfENT RS | 377 JE

iE %

BT RS | 360 JEH]

iE 1%

ESRAG TS [Z2421E]
ARFEICIIT DEIERHRBEIRRIIEV-54 D LB THo T,

KFHEDORBIWEARHEI S, 1.3% (B/377H1) THV ., EELRBEEHIZ 2 4
(0.53%) 2R HAL, MAEEEIRPAZE (iR)F © RET) M OVEMERENEE (i3
J&: BfE) Thoto, TXTIRBATIZHI L2 IER CRGUEREFNIL -

776

BIVEARBLE COMMIX, RITERZIUER 5 HIH 3 B 23 EUL O ARKIH 5B %
261 HUWIZ, 16125 2 » AUNIZ, 16153 3 % HEAPRIZHEEL L T\
776

LAEMRETFRHORRIL, £V-550DLEBY Thol,
FHELURWERIZEERBESINTZV AT THD TIREER) SHIKOERE
RAREHRTH D PR LEEEN (PRP) & OOfH ) CTOIEMZNE 1 4
KOMRE B 26 (FEERFFEINTZY AZICH7%Y) T, FrcilEesns
RIXHA NIRRT,

BN RFERICONT, BRMEMTXIS 377 HD 5> PRP & OFH &z
JEFNX 73 F1H 0 . BEWEAIRIRE B2 2 61, BEMRNED 1 I A i,
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V. BEICEI SIEE

BVERNEO 1 PR EE TH o 7o, HREEBERIT, mIRICHRAREOBEERE
BV PG S TR B EE RN R 2 SEE L s i3 GBR AA
2 HEgIZEE L7,

(A2t ]
XRIRIC I 2 RAHERFRI S ORFFRHER (RO) | 7 (logMAR fE) M
OO ORRIFHER (RQ) T TRROLBY THY . AFIKEIZLY

INTHERF S v, ORI LT,
F @ KRR I 1T B I THERFRI S ORI HER
LIS I — B AR RN I 1T B B 5-BRAARED S D logMAR 21L& ,
g | EOH (i %) i
INZY) . %E MERF R PION
) SAED] logMAR=-0.3 |-0.3<logMAR<0.3| 0.3=<logMAR (%)
1% A 322 88 (27.3) 224 (69.6) 10 (3.1) 96.9
2 7 A 194 59 (30.4) 124 (63.9) 11 (5.7) 94.3
3% A 173 51 (29.5) 107 (61.8) 15 (8.7) 91.3
6 % H 144 49 (34.0) 81 (56.3) 14 (9.7) 90.3
12 % A 148 48 (32.4) 86 (58.1) 14 (9.5) 90.5
24 % A 97 31 (32.0) 56 (57.7) 10 (10.3) 89.7
LOCF 355 114 (32.1) 199 (56.1) 42 (11.8) 88.2
LOCF : last observation carried forward
#£@ 171 (logMAR fH) K OHLLHERREIE ORI HERS
1177 (logMAR 1) FOMRE (1m)
BIEE 52 5 DOFEIE JEBIER SEfE AR 22 JEBIER SEfE AR 22
Eiae i} 357 0.709+0.535 214 552.6+211.3
1% A 323 0.581+0.531 204 283.1490.0
2% A 195 0.539+0.537 138 298.0+138.6
37 A 174 0.589+0.546 116 319.1£137.1
6 % H 145 0.544+0.539 98 354.8+172.5
12 % H 149 0.594+0.527 94 381.0+198.7
24 % A 97 0.543+0.559 54 331.5+144.0
LOCF 357 0.592+0.577 240 330.2+169.1
LOCEF : last observation carried forward

@ EFERAMRERAE (PMIZEITSHCNY)

H PM 2517 % CNV OfE ERE Mz T 2 2R OEIMEICET 2 EHRO
UNEE - B, BEASE (G FHRICERTL268EFLE2E5T) OFRINLE,
’fﬁﬁ&(ﬁqﬂ»t\%%ﬁﬂﬁf XTI DA MEDITFHRINE, Lottt - AoEiceEs
525 EE2 05N ERORR

ZEMREEE | IRNRES, IRE R MRSl ORI B, SMEME AN BE, Bk
FEFRER

BRMEICEET 5 | PMIZEIT 5 CNV Off HERE FIZk I 5 /30

FRE I

RESHFIE LR G 2

PIE 35 e mCNV OIGED 7= DIZAFN DTG-S 5 BE T, AFIOFEHRBRO I NEBE

S Jii H1 ] 2014 49 H~20184 3 A

H AIE 5L 300 JEH

HRZHART R 125 AM

St Jit 5% B 72 Jiti 7%

AR S (31 5 348 JEHI

RRMEfTR S | 348 JEL

JiE (51125

BHROEMENT RIS | 342 FEH

JE 115K

EpRE R [Zz42E]
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V. BEICEI SIEE

KAEIZBIT 2 EIERARBIRIUIER V-4 D LBV T, W bIEEETH
-7,
KFHEDORIWEARHEI 1L 2.0% (7/348 %)) TH o7z,
BIVEARBLE COMMIX. BITERFBIUER] 7 FIH 5 Hi 23 B UL O A 5B
61 HELA, 26153 2 5 AU, 16123 6 » A LARIZHEL L T\,
ZEMMSTFEOMEIL, BV-E5 DLV T, EEREMII o7,

[ 2hi*]
SIRIBIC I 1T 2 R DHEEFE & ORREFHES (FQ) | ) (logMAR fH) X
ORI (RQ) I TR B THY . KAEEGIZLY
INTHERF S A, ORI LT,

ZO HRIRICFT T D HEAHERFEIE ORERFAIHERS

AR | KRR 381 B & 5-BAAERED B D 1ogMAR 23L& Py
(ot | EPTE (ML 20%) A
N \ i ey AL P
) SAED] logMAR=-0.3 |-0.3<logMAR<0.3| 0.3=<logMAR (%)
1% A 285 65 (22.8) 211 (74.0) 9 (3.2) 96.8
25 A 183 65 (35.5) 111 (60.7) 7 (3.8 96.2
3% A 146 60 (41.1) 83 (56.8) 3 (2.1) 97.9
67 A 114 35 (30.7) 74 (64.9) 5 (4.4) 95.6
12 % A 117 38 (32.5) 67 (57.3) 12 (10.3) 89.7
LOCF 341 126 (37.0) 190 (55.7) 25 (7.3) 92.7
LOCEF : last observation carried forward
#=©@ 177 (logMAR ) K OVHLLHEIRE ORI HERS
177 (logMAR fif) FOOHEEE (1 m)
BIEE 52 5 DOFEE JEBIER SEEfE AR R 2 JEBIER SEEfE AR R 2
50 342 0.596+0.458 202 331.7+114.0
1A 285 0.464+0.450 181 269.5+74.6
2% A 183 0.420+0.421 123 262.3£74.4
3% A 146 0.396+0.412 96 269.2+71.7
67 A 114 0.375+0.371 69 276.3+92.6
12 % H 117 0.457+0.434 81 265.0+86.3
LOCF 341 0.419+0.450 221 266.4+81.0

LOCEF : last observation carried forward

O EFERAMMERE (DME)

HEY

DME Ofif FHIZHE T2 1T B 22tk e O 2 B9 2 1 O UEE - 37,
BIWERZE (BEFHICGERT L HEEEGLET) OFRIE, H1) KO
BRI T 2 A MEDOEHINEE, etk AR EL 5255 %
LD ER ORI

PR HIH

IRNAIESOS ., HRE A MRRRTL & OB RIEE . AMEYE R AR, BRI ke
e FG:. PRP L OfFH

HRMEICET 5

DME D508 T2 i) %A %0k

BRI

GLECWIRES Hu gk A

eI DME DIRIRD 1= DICABI N 5 SN D BHE T, AFIOMEHRBRO B
T fiti H] ] 2014 4 11 H~2019 4 4 H

E A E 1 2 600 JiE 3

B AR wE 24 » A

it it 7% K 75 fiti g%

AR SE 13K 647 JEHI

LRVERRANTR S | 646 JER]

iE %
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ARICE T SR

BNERAT S | 622 SEG]
REBIEL
ESASES [Zz4tt]

AEIZBIT DRWEH ORBRIUIERV-54 D L BY ThoTo,
AFHEORIWEHEHEISI1X 1.9% (12/646 ffl) TH -7,

12 Bl 7 BN EE OARFIFEEZ S 1 5 AUNICRE L TEBY ., REET
HeFITH 4 BN 1 » AUPNIZERI L TEY . IRFEEXTT2 5 AUNDORE
BThotz, mbBWVWEII, 5 » HE TOLBHEETH T,
ZEMRFTFHOMRIL, RV-E50DLEBY Tholz,

BIWEM & U CERMAR 28 50T 3 BB L, IMAEZE 2 5, Lo FEZE 1 31 C
WP LEETH Y, ERIFIIMREZE 2 B8 E1E T, DEENRRTH -
77 728, HEZE 2HITHTND TORROERETHY., Z0HH 1HlI
AAFNILIASDOBER & LT 2 BRI M OVE ILEE 2 A OF 4 2 IER TH - 72, D
FRREZE 1 61 60 AT, AFILIAOHER & L CAPHEE OBE LD D
JERFI T o 77,
EELARNEFERICON T, BEMEMAITRIS 646 51D 5 H PRP & FH &z
JEBNL 81415 v . BIWERIZEE 2 /KR EEE 1 FIRAAF OB S Y B IZF
STz, AEFNIABILSOER & U THFIENE G T8 & o RO R
FIOBHE A biv, HNEFIROMEIC LY Bk 114 H BIZEPR L7,
(2]

RIGHRIT I 1T B HESTHERFEI S ORFFOHERE (RQ©) | #17) (logMAR ) K&
OO E OREFHER (@) 1T TR EBY THY, AFFEIZLY
FINTHERF S A, ORI LT,

RO MGARICI T D HIIHERFEI G ORERF AR
FEAT 31 #EHIRFTIC 51T B # GBI D> 5 0 logMAR Z LR

(o | EPTE CHE A1 2:%) e
NZY) . i MR Bk )

) SAED] logMAR=-0.3 |-0.3<logMAR<0.3| 0.3=<logMAR (%)

1% A 533 59 (11.1) 453 (85.0) 21 (8.9) 96.1

2% A 347 44 (12.7) 289 (83.3) 14 (4.0) 96.0

3% H 314 49 (15.6) 257 (81.8) 8 (2.5) 97.5

6 % H 245 47 (19.2) 188 (76.7) 10 (4.1) 95.9

12 % H 228 36 (15.8) 172 (75.4) 20 (8.8) 91.2

24 % H 177 33 (18.6) 123 (69.5) 21 (11.9) 88.1

LOCF 617 102 (16.5) 465 (75.4) 50 (8.1) 91.9

LOCF : last observation carried forward
#£@ 17 (logMAR fH) K OHLLHERREIE O R HERS
177 (logMAR f#) FOREIRE (1 m)
WA 57 6 DF%E JiE i SR A R JiE i SR A R

ES SRl 622 0.437+0.362 444 440.8+134.2

1% H 533 0.383+0.344 389 351.7+111.5

25 A 347 0.379+0.351 276 349.5+118.9

3% H 314 0.351+0.334 253 348.0+122.3

6 7 H 245 0.313+0.332 187 364.2+129.0

12 % H 228 0.352+0.335 178 349.5+120.0

24 » A 177 0.321+0.348 140 355.5+126.4

LOCF 617 0.368+0.370 459 345.9+117.8

LOCF : last observation carried forward

@B EIRFEREERER (PCV : PLANETEER)

PCV & X 41T,
(EIS AT 2HBICDOHREN) ORI, ZEME OBz ERTT 5

Wik (PDT)

77Ut S MR ERMELE L . 77 ) LT b R

FOEH R A LS T/ IVARGRER  (GABR 16995, PLANET iBr. [EFSItERER)

H Y

AMD O —JHIETH H PCV LIS NI BB ZXH L LT, 77V~ e
FEAREE T 7 U bt T b+ PDT OF R O etk & fidd 5,
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V. BEICEI SIEE

EMREIEE | IBRNKES, IRE R MRS ORI B, SMEME AN BE, Bk
EreFEG
HOWEICRE TS | 77U~k NEREE L T 7 U ULt T R ORI EEE (PDT) OfF
FR IR itk
BT A Zhaax I, T ER, RSk PR
PSE 35k FERAR OSE M BB PCV ORWIMNA o R T =0 7 ) — a0 GIRIEE
(ICGA) ;@%;éhﬁ&omui IR B RN 5,400 um Aifi T D 0>
9 FLEAEFEARS . e BIEHR 12 ETDRS T 73~24 XFOHEFE
EhEHAM 2014 4 4 4 ~20174 7 A
ks - & A WM, 77Vt b (KA 2mg (0.06mL) % 1% HIZ
[\, & 3 [EEY RN ES- L, 123 B &%%ﬁ@%Mﬁﬁ%ﬁtbt%%%
P30 Kﬁ+mn%%%ﬁx1¢ﬂ+mﬂﬁ%# 1: 108G TEES
mb\ﬁﬁ T,
O  AHK+PDT A1 ORAIHIRFELE) B
A 2mg (0.05mL) % 1 » A2 1 ERFARMN#EE L, Mz T PDT
IRIFEZ ET 5,
@  AHKI+PDT iBWERE
AFHl 2mg (0.06mL) % 1 » HIZ 1 HRFAENEE L, Iz T PDT A
B (~NILTRNVT V) BET D,
52 H £ T 8HMIC 1[5 L, 52 ¥ B LAIE 96 H A £ TREBRH Y EAli D
HIWTC L0 BRI E T &5,
BlEHIM Ay V—=278 BEAH (0~8HH) . EBIEABIT (12B) | 1Rk
foell (12~52 1 H % (¥ 52~96 # H (Treat and Extend 75(Z KL % iR#
M) 1 . BEOKT (96H) | LMo b ok (MWEREA. &
HIBREA DS 4 FR%)
T EAEBIEL 310JER] (ZdH B, HAAN 200 )
REAmE H <H >
FEFMEA -
NR—=Z2F A4 05 52 B £ TCORESBIEROEH TV E
BIRBRHME B
B2 A DNR—2 T A B DR IMET 15 SCFRi
<Zait>
BEHFG, WE. A2V A, BERRES
Be HIE B 333 JEHI
LRVEMAT RIS | 333 JEB] ORAHEAMEIERE 157 B, AK+PDT £ 161 1)
SEBIEL
HIMEMAT RIS | 318 JERF] : HAN 152 il (CARFIBAFRIERE 75 i, AK+PDT & 77 ) %
SEBIER aite
F R [ 2z 4]

HAR N DL MR SERF] 159 Bz T, RIEHZEEIAIE 10.7%
(17159 %1) THo ., 26ILLE (1.3%LLE) I LUZEWERIX, RIRIE, &
mrr MEREZEvE . MG BRI O TR 72, BREORIVEH R EE
Ak, AFIEEERE 16.0% (12/75 1) . AKI+PDT R 3.9% (3/77
W)\Kﬂﬁﬂﬁ%%(ﬁW%%ﬁf)%ﬂ%@NW)?%oko
LA EEICB WO T, BENRLNTZ Y A7 139 TARA MBI
bz, TONFRIZ, BEARBEINTY A7 Tk, IBRNEIERES 0.6%
(1/159 %1, FEERE) . IRIELESF 1.3% (2/159 %1, WINHIEEE) LU
AR 1.8% (2/159 1], 1 FlIXEE, 1T EERE) THhH ., EERE
ERY 27 Tk, BIRMAZERTESR 0.6% (1/159 41, EHE) ThoT-, HE
72U A7 OIMENE A NEE L OB RIM IR ZER FR ORIV b EETH -
720
GERLED |
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V. BEICEI SIEE

AR T 2 BIEGIRE, AARNEFIRE L HANIEG LIS ORETO ETDRS
B AR O EME R O DAL RIE, KD LB ThH-T,

# ETDRS fx s B 1EAR ) O M O 2 kR (LOCF)

AR A R VA RE AH|+PDT ekt
B H-qi 52 1 H 96 1 H B 5-qi 52 1 H 96 16 H
AR
JEBIER 157 157 157 161 161 161
YA fE
+;;g%§ 57.7 68.4 68.4 59.0 69.9 68.1
IR £11.3 £12.8 £13.7 £11.5 £13.1 £15.0
%0
SR EAL
¥ 2?1@5 10.7 10.7 10.8 9.1
AR 2 N +11.3 +£12.2 B +10.7 +13.2
%)
HAN
R 75 75 75 77 77 77
NISISTER
J;g%% 58.3 67.4 68.0 59.8 70.4 69.3
P +10.1 £11.5 +12.1 +10.7 +12.3 +12.8
70
SR EAL
i;jé%; B 9.1 9.7 B 10.6 9.5
o +10. +10. +10. +11.
CeEs) } 0-9 b 8
H A A LIS
SEBIEL 82 82 82 84 84 84
NIAISTER
JQZ{%# 57.1 69.3 68.7 58.3 69.4 67.1
o T +12.4 +£13.9 +15.0 +12.1 +13.8 +16.9
(U750
SEP AV B
fgg%i B 12.2 11.6 B 11.0 8.8
IR +11. +13.2 +11.0 +14.
CrEs) i 3 }

LOCEF : last observation carried forward

@B EIRFEREEREKER (WAMD : ALTAIREKER)

HAN wAMD BHIZHT 257 7 U ~bt 7 M RAE G O TR GRRIC & 5 RKAgk G of

itk & e etk & Rl B e A L, A —T T UL IV AERER GRABR 17668, ALTAIR ik

L)

H 25D HE 725 Treat and Extend B T RKANEREG- L7277 )~k 7k
O, wAMD #6792 AARNEEITRT 2 HMEEZ T 5,
wAMD Z#H 45 BARNBFICBIT S, 2FMICO5T7 7 )~ vt MEf
RN G- D22 2V % FHl 3 5,

RVERETEE | IRNKIESOG, IRE ESF MEAAL L O IRIBE, SMEME B kR, BhARM AR

FERFER

ARMECET S

wAMD % A4 % AARNBE KT DA MEO R

R I

BT A ek dLE, WAEAL, A —7 0 T~ L EER

POE35E AERARIZ wAMD (2 X % Wb PARS ST A M (FAIZBWTHLE F~0
NI 725 DR IRKE I AE S 2 & Te) 24 L. RBRIRO K& BIEH
$178 ETDRS IZ & 5 XFA 37 T 73~25 305 (A% L 52 THI 20140~
20/320) DHBE

T i 1 R 20144 12 H~2018 41 A (20174 11 H 8 H#T)

HiE - H&E HBAH 8EEIX, 77U~k N (KA 2mg (0.05mL) 4B L2 1

A, 3 3MEIEY ARG L, 16 BHIC 28 (2 FMEFRERE & O 4 508 38
B OWTNMNTEESIZ L 1 0FIS TR, R TRE5T 5,
16 # H ORI #% 57 . Treat and Extend VEIZHEV Y, 3RERHE M EATI 4
SBRRFIZ R O KE B 2 P E T 5 r 8 G- kE T 96 I £ TRk 5,
O 2 HEEFHERE

iAo S-FMRIZR L < 2 BB OERE XITEMEEIT D,
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V. BEICEI SIEE

©@ 4 EE R
P G-THIR O SR L HE A i - L, miRIO#E G MEICx LT 2 lEM o
FREZAT O, 727120, miEIO#E 5 MENE OO G- MFE 5 4 8 FiE
ELF-BEX. 4 AMoBRERBOENET5, HEMBOIILER LA
7= REIL, BIRlO®KRGEFEICHS LT 4lEBOERE 21T, 72720,
REBH 2@ L C4BEBOEMZIToEF I, 2HEMOER &5,
16 26 96 WO G-MREIX, SHEHLL L2 16 HEL T &T 5,

BlEHM A7 V—=v7H# (-21 B~0#) . BAH (0~8iEH) . EELEIMN (16
HWE) . WBEH (2 5D E2 5 Treat and Extend 1512 X ATEENIR) . 18)E
DT (96 HE) | LEMFMD -0 DK (MLERBE . REIBEANS
4 ERI)
T B BIfHEI L LT 240 SEF (12 1 DEIST 2 BEICEEAEIN S ND)
REAMIE B <HhtE>
FEFGER -
52 il B O EFEIER I DOR—R T A 2D OFHE &
BIRBRHEE B
52 H DR—AT A b OMINET 15 LF AW O EE OE S, 52 B
DR—=AT A NSO UE 15 LU EOBFEOEIS, 52 B OH
ERBEOR—RF A b O bR, 528 H O OCT T %7
D WEEOEIE
<EAREVE>
BEHRG, IR, BEENRE, A 2 d o %
e HE B 254 JE
LEVERAT RS | 254 JEB] (2 WETEFHERRE 124 . 4 BMEHETRE 123 61, EEAEIFTO S Ik
RCIE= s 7 1)
B MERRAT RIS | 246 JEG] (2 FEIEFHEIRE 123 1], 4 BHIEHEIRE 123 61)
SEBIEL
5% Treat and Extend 7% : MBIROIEEEN L OIERE LM E NS HIL TV DR I W T ERHIE %
Thr \CHER: U, [ERTSERE OWRREN AL LT & HIT L 73540 #2006 & i+ 5 12 551,
BN T [ 2z 4]

R OBIERAREEIAIL6.7% (17/254 %)) TH V., 2HILLE (0.8%LL
b)) BEHELUZEERIL. BNFE 1.6% (4/254 %) . & F AN 1.2% (3/254
) KOWERR G ZE ERZFL 1.2% (3/254 %) 72-7-, BEEORIWEFREEE S
X, 2 WHIEFHETRE 4.8% (6/124 1) | 4 BIEFAEEE 8.9% (11/123 %) TH
-7,

MR FHEIZBW T, BEAALNTZ U A7 1L 4 BEEFRERECTH S,
HERHE SN A7 THAHIRE LR 0.8% (21254 ], Wb IEEE)
DR THoT,

[H2hiE]

2 MR FHERE M O 4 WIS REIC I 1T D ETDRS P A a7 2 X A& GIE
BAHROELEIT, ROLEEY Th-oT,

# ETDRS i m & IEHR I kO kR (LOCF)

2 TR IE 4 FRIE R
be | VM | VEAEE | | Wbk | OALH
@B JE L ﬂ%ﬁ%% ﬂ?ﬂi{ﬁ% JE L ﬂ?ﬂi{ﬁ% ﬂ%ﬁ%%
(%0 (U7 (U7 (%0
BehHRl | 123 54.8+13.1 — 123 55.3+12.0 —
52 H | 123 63.7+£16.6 9.0+14.6 123 63.7+15.1 8.4+13.4
96 H | 123 62.4+17.8 7.6+14.7 123 61.4+18.0 6.1+16.6

LOCEF : last observation carried forward

* AMEOFAMIL, WAMEEES . R (logMARE) DOZ{b& M OOHEEE D2 b &4 vz,
BEHMEEEO TV VI T LB Th AT,
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V. BEICEI SIEE

ORI MEFFEIE

WIENEFR KR GIR 2 KB miiE EH ) 2 1ogMARME (-1% 3 U 7o/NMEAR ) O3 8fi) 12 TR L.,

B S zlogMARMEDZ LR (5% OE — 18 MEATOME) (22T, [HhE : logMAREZE
fEE=-0.3] . THERF : -0.3<logMARMEZ L E<0.3) . [HE{L : 0.3=logMARfEZ L& D3k

BECHIE LT, BLDMERFRIGIT Moo UL THERR) SRS h-fiEo®RG e LTRERH L, &
. ETDRSA 27 COI5L T DAL EIX, logMAREZA L &EO0.3IZHE T 5,

@71 (logMARfE)

WIENERRE KT GIR 2 K G iR ks E R )1 2 logMARME  (-1% 3 U 7o/ NIRRT O % 5fil) 12 TR L.,

P 581 8 OB 5% O ) DR OHERS & /st L 7=,

OLIWN 2] A

WIENERE R GIR 2 R G E S 7 D IEIE O R RF A 72 HERS 2 it L7z,

T RIENCAH & Be 5 LIz Ia RO GARGIERAHS RARD 2 iR & U, WHRASEFOTRIR T, 2> oM & & [ HISARH 0%
Gzl LT 5T, BERIRDOEN G OIRZPRIGFARIRE L TR L, MIRORERIHEN 1% LG
FIRZFEIERAZRIRE LT LT D, BREDEFHER LIEFIEOEFHFER & 13— %,

PUERY . BHEOHDHEIC OV TE IR S 2 BEide < B R TSRO RZ#E L D
WLBLT I &l L7z,

V-5 HERRRERECHT BB - BRERRKREH

i R B ) PR R A P A A A R A P A A A TR o R R A
- (AMD) *2 (CRVO) (PM (23517 5 CNV) (DME)
Eﬁgwﬁ % 3,872 377 348 646
iﬂmﬂ%fﬂmﬂ 107 44 5 2 7 0 12 7
E'gf;f)ﬁﬁ%fﬁ%”é\ 2.8 1.1 1.3 0.5 2.0 0 1.9 1.1
et HE Rat HE WRat HE ME iy
BIVEH 4 FEBUEFIEL | FEBUEFIER | FEBUEGIER | FEBUEGISK | FEBUEGIER | FEEAEGIE | FEEAEFIE | FEERAE G
(%) (%) (%) (%) (%) (%) (%) (%)
i 14 (0.4) 12 (0.3) — — 1 (0.3) — 3 (0.5) 2 (0.3)
/N 3E 1 (0.0) 1 (0.0 — — — — — —
fivi 15 € 9 (0.2) 9 (0.2) — — — — 2 (0.3) 2 (0.3)
Z 7 JfEIE 1 (0.0) 1 (0.0 — — — — — —
KRR | 1 (0.0) 1 (0.0) — — — — —
BV — — — — 1 (0.3) — —
P 1F R — — — — — — 1 (0.2) —
ARFESE 71 (1.8) | 23 (0.6) 2 (0.5) 2 (0.5) 5 (1.4) — 6 (0.9) 3 (0.5)
SEPEERNE | 1 (0.0) 1 (0.0 — — — — — —
F P FE 16 (0.4) 3 (0.1) — — — — 3 (0.5) 1 (0.2)
Fl BB . 3 (0.1) — — — — — —
JURHE BB 1. 1 (0.0) 1 (0.0) — — — — —
K474 2 (0.1) — — — — — — —
AR 3 (0.1) — — — — — 1 (0.2) —
b 2 (0.1) — — — — — — —
s IR 7 (0.2) 1 (0.0) — — 1 (0.3) — —
HENBE S e 3 (0.1) 1 (0.0) — — — — —
HEE H 1 7 (0.2) 5 (0.1) — — — — — —
HANEZL L 2 (0.1) — — — — — — —
fil 745 i 4 (0.1) 3 (0.1) — — — — — —
FEBE AL 3 (0.1) 2 (0.1) — — — — —




V. BEICEI SIEE

T R TEE F AR R A Ry TE S R R A Ry TESE R R A R TEE FH AR R A
B (AMD) *2 (CRVO) (PM 2317 %5 CNV) (DME)
RN 3 o o o _ _ _
27 7 (0.2) 6 (0.2)

MANEEREAZE | 1 (0.0) 1 (0.0) 1 (0.3) 1 (0.3) — — — —
iRl RESES — — — — — — 1 (0.2 1 (0.2)
TEMEREN — — 1 (0.3) 1 (0.3) — — — —
S 1 (0.0) — — — 3 (0.9 — — —
NGy BEE — — — — 2 (0.6) — — —
zgl'mmﬁ” — — — — — — 102 | 102
Dl 5 5 (0.1) 4 (0.1) — — — — 1 (0.2 1 (0.2)
DR ZE 3 (0.1) 3 (0.1) — — — — 1 (0.2) 1 (0.2)
LA E 1 (0.0) 1 (0.0) — — — _ _ _
B kR E D

el 1 (0.0) 1 (0.0) — — — — — —
%E” TR 00 | 1 0.0 _ _ _ _ _ _
S . AghEE

KOFeEEAo | 4 (0.1) 4 (0.1) - - 1 (0.3) - - -
A 3 (0.1) (0.1) — — _ _ _ _
=204 1 (0.0) 1 (0.0) — — — _ _ _
IRFIA B — — - - 1 (0.3) - - -
i AR 13 (0.3) — 3 (0.8) — — — 1 (0.2) —
ME F5 2 (0.1) — — — _ _ _ _
AR 5 11 (0.3) - 3 (0.8) - - - 1 (0.2) -
BE, hPEEDY

YN e — — — — — - 1 (0.2) 1 (0.2
KA AR - - — — — — 1 (0.2) 1 (0.2)
ﬁﬂ&(}mﬂﬂ 1 (0.0) 1 (0.0 - - - - - -
[

ABE 1 (0.0) 1 (0.0) - - - - - -

X1 AAEICBWTHEA L7-MedDRA/J version : f5EfHERA (AMD) 23.0, FrefEHEHRAE (CRVO) 22.0,
FEMHHBERE (PM 2B ACNV) 22.0, FEffEHikERE (DME) 22.0
X2 BEM A AAERE (AMD) (2B Wik, RER2fiLl B & 2 WITEEEF 1FILL EORIER ORBN RS- FHRIC
DNWTE LD,

RV-55 BEFERABREHEICSITSEIER - BREERTINR

R R £ P R A A i P A R A i P A R A R A P R A A

B (AMD) (CRVO) (PM izBi+2% CNV) (DME)

o /N 77 .2

Eﬁiﬂgmﬁ 5 3,872 377 348 646

] B JEEE o JEEE ) JEEE B JEEE

ZRMERTIE | 5B 1k | RBUEGIER | RBUEBIE | FBUEFIL | SBUERIE | FRBUENIE | RBUERIE | FRBUENIK
(GEBEIE%) (FEHLEIE%) (FEHLEIE%) (FEHLEIE %) (FEHLEIE %) (FEHLEIE%) (FEHLEIE %) (FEHLEIE %)

EEABESAEZY A2

E‘?ﬁﬂ 0 1 (0.0) 0 0 0 3 (0.9 0 0

IRE 5% 1 (0.0) 15 (0.4) 0 3 (0.8) 0 1 (0.3) 0 1 (0.2)

% 1] N

;EE%%&&U 100 | 501 0 0 0 0 1(0.2) 0

u=n

g{;ém 1 (0.0) 0 0 0 0 0 1 (0.2) 0

EERERRY 2

igiﬁi%@ 15 (0.4) 0 0 0 0 0 3 (0.5) 0

s - G IR EE 0 0 0 0 0 0 0 0

LA e

Wi & OPFHRE — — 1 (1.4) 2 (2.7) — — 1 (1.2) 0

DdLe
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V. BEICEI SIEE

FAHA SISV TR L7-MedDRA/J version : £ M plikifia (AMD) 23.0, Frdfi HEkfEHA (CRVO) 22.0, $§i&

A RREA (PM (C31 2CNV) 22.0, FrEMEH RS (DME) 22.0

TRY A7 OEFRIZENT, MedDRA/JDOIEAFEAPT, HEERRXEZSMQE T 5,

K1 MRWSIESUSPT : BB, BiEO7 7V > HEO7 V7| BiBEORIE, BKO7 47V HORELES
EOBRGE, I D ZVEIRPISE, DRI, IRASHEIRESE . BRkiRse, IR, MRERGL, MIEETEIRES:, 7 7 S U7 1R
RRGe, FORPERRERYL, IRPVEEG:. 7 B U EREAMEIREE . IRORIE, AT &R, BRI BRSO % |
RGeS L0 G, WO BRRR S, ATRAE. FEMEIRPNAR, FEREIEIR S R EIRAE M . IR, 5 &
SIS, RN, RS FIRD T 7 v TSR, HEREMEEIE S

X2 IRE EFAPT : IE B5-. SHREE

X3 MWL OISR BEPT - SBERIAE, MANCRAL. MAMERIEE, ZALITPEREIRIEE, SR EREERIBE, 220 MRS

X4 SMEMERWIEPT - 7 P E—VEANE, AW, BCEAWNE, SEREEANE, BERNE, ARETFR, ETAN
MR, SMEPEEANBE, ARV L IR RERREETIB, AKARARZE G, KRR, KEEEE. KEEREE, KeHET
7, REARFEGI, BATRRE AR, Rk R

X5 DIRMIASZER T 5 SMQ : MM ORE (R | Bl R e mE (5k8)

%6 LA EEEE T (PRP) & OffHKFOFS . PRPE OffHIL., CRVOTIL73%], DMETIE81#|TH -7,

PR AM P ER S EREE RO (LT, TEE ) ol SvzmIfERIE. RE - &
54044149014, BEFET*2 - EHEES41H16001F, A% - FEEE 180612631 Th o 7=, REYUERE 1370
Mol

BEAEHMTICB T 2BWEREFIRE D 5 b, FEARGEROE IRV TRA ORI EH S
DIHIBLERLDIIRV-H56D LB ThoTo, B - GOHER EOBERKIC L DAt 4
U 7= BIWEH OO AIREME AR AN O M AN G- FEATKRK L2 rTRtE B 2 vz, ZOff,
FELEDRERI 72 E1d, IERARICE Y, KBS L OREBEREZ M 5 2 & BNREEER TH -
el b, B R TIEEFIRXOBRIFITOLT ., 4% b EROFRIEIZSE DL Z & L Lz,
X1 BRSO D TR TERWEIER

X2 BSOS TR T ZEIEM

X3 HRFTHILL LS D VT EESBILL EOREANH > -REEHEZ £ L DT

xV-56 [FERALDIE] AoFRATELGVWELEIMEAR (PTAD

_ ey e g JHEE

RITEA ORISR EER | PR | bR | Wk | AR | WK
At 559 743 404 490 180 253
PR R 79 99 48 59 36 40
FghRpkeAs 5 5 5 5 0 0
FEMED 15 15 1 1 14 14
J TR 5 5 5 5 0 0
T B 7 0 0 7 8
EE RN 7 7 7 7 0
AR e 225 264 197 231 33 33
PAZERE f kP et 5 5 5 5 0 0
NG| 6 6 6 6 0 0
NGB IR PA 2E 15 16 15 16 0 0
HENEEN R A2 5 5 5 5 0 0
AR ) 22 22 21 21 1 1
NG IR PR 2E 12 12 12 12 0 0
58 Rk 8 12 8 12 0 0
AT 5 5 5 5 0 0
B AL 39 39 39 39 0 0
SNt B ME 7 7 7 7 0 0
H ROk K EE 14 16 6 6 8 10
ZE5E Ik IR 5 5 5 5 0 0
Dl 5 68 77 62 70 7 7
Bk IE 11 11 11 11 0 0
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V. BEICEI SIEE

= . , iy B FEHFE

AIEITS ORI | | bk | PR | ek | PR
B0 5 5 5 5 0 0
DA 7 7 7 7 0 0
D 2E 27 27 27 27 0 0

R B OV TRk 32 41 4 4 28 37
B 12 15 1 1 11 14
e - B BEE K OB G OARTE 74 82 35 37 40 45
TS 24 24 24 24 0 0
TEEL 9 10 1 1 8 9

MedDRA/J version 23.0
PLEX Y KEIORZEMHITOWTH ISR SRR <, B R CTITRB ORI R 255 U 5 4
SR &I LT,

A - B4 PSES EREEn k- SRR
—JBeA5E FH AR R AT I BT A Sk N B RS 480 11 FE it
(NVG)

5 R 7C 1% iR AR TR N AR 100 1] FEht
(ROP*1)*2 (9 BHARA 13 1)

TR TE 1 FH R R R A TR N AR 75 15 A
(ROP*)

1 7 A U —T O IR SR O A A TS
%2 FIREFLEYERBR B CTROPDIBFE 52 1T - B 2 5 RIC R HRGB O 2 3 i & L 7= fkke b
(FIREFLEYE NEXT5&B#) % SEIoe — b A HAGE H L 0 REER 2% R & L Tk 9 5,

DERBEME LTERFENOANERIEER L-RE - ABROME
A% L7

(7) T Db
A L7

—120—



VI. EMNEEICET HIEHR

1. FEZFMICHEHLIILEPXITILEYE
IRELHVEGFFEE A
ToEAYT, TRAVAT
IR FIVEGF/Ang-2F E 71
TV~
HE B H (LB ONREX IR RE T, OB FRLEZRTDH L,

2. EBE#%EHR
() YERERLL - 1ERKF

M N IESER T (VEGF) 1%, I PR 2 8958 S S A2 T kER 7 Th o, 4
R R OVps FRAY 72 1 43 8 A (S R BB 7 8 & 7= L T 5, VEGFNMIRN LA #5714 0 S A4+ C
bDHZ LW, ILIZMEFZBREOTUESCIHEZFRT 22 B LNE o T D29,
VEGFIL, MENEMAC~ 7 77 7 — PR KIEMia/: S8BT 2 VEGFZ AL (VEGFR)
WU A RELTHAET 22 & TIERZRET 5,
77Ut N (Bis B Z) X, B FVEGFZER-1 (VEGFR-1) OFE2R AL Lk
FNVEGF%Z%1R-2 (VEGFR-2) OHE3RAA %, & FMgGlDOFce R A A A Lz 8 s 14
2GR NV EThH D, 20D, WIEMEOT a4 /KRS L TRIEWVEGEF”Z 7 2
—LHEA L. TOEREIEIT S, 77 ULt M. RN CORRRY 7 M5 57 4E 2000 5 IR
HIZE S35 L E 2 BN TWAHVEGF-AICAROZRKRL Y b EWEAMECHRAT 5, £720
KT (PIGF) 20K O'VEGF-BIZ biEa7T 5,
77Vt 7 hdt NVEGF-Aes, VEGF-A121, VEGF-Bao1os). K OPIGF-21Z %13 5 fE &
O AR EEES (Kp) 1. £ 2410.490pM. 0.360pM. 1.92pM} (*38.9pM TdH - 7= (in
vitro) 27,

BERXTY

FZUNIET

e

e di Al
Qi

(il
e RN

Ko*:9.33pM#"

HEESRAAY Kp* :0.49pM27) FckXAA>
W
LA / | \

- / l \ h

Ko* : 88.8pM27 PIGF VEGF-B VEGF-A

o

-

\ J
Ko (FERBES) © (EAUNEWEE, VA R DEEHRIMED SN
pM =1012M

X VEGF-Awssz U T RT3
KVI-1 727UN)Lt 7 FDEE
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HENEE(CRIT HIEH

PIGF VEGF-B  VEGF-A ]

. "N =

’l‘/f/"/f

| SN | . veGFR1 VEGFR-2 ‘}{ ImE PRz

{ 2

@,
®,
L/

i

BVI-2 7I7UNLtT OERERF
VEGF (vascular endothelial growth factor) : L& PN Rz HEFH K+
PIGF (placental growth factor) : Mapk K1
VEGFR-1 (vascular endothelial growth factor receptor-1) : VEGF3ZF{K-1
VEGFR-2 (vascular endothelial growth factor receptor-2) : VEGF3 % {4-2
BoAE - Al R KPR RSl IRBHV AR 2% AW % Sk

Q) EMEEN T HHEBRBAE
1) in vitroTDRER

@ VEGFZ773)—UAHY FIZHT HEEEEMME
77V T NEVEGF 7 7 2V —U Ty REDOREEBIFIMEIZOWTHRETT 5720, KM
77 X o 4gE (BiaCorelt) % W CFfifigitc s (Kp) k7=,
77Ut ME, B b (h) VEGF-A, hVEGF-BX O'hPIGFIZ® L &8 itk 2~ L7,
ek, FEIWZY o oNEBHAICE S 3 HhVEGF-C K OChVEGF-DIZ (XHIE /[ AE 72 L~V DOFEA %
NS TR0 T,

RVI-1 FIUYRILETMDVEGFIZ 7 I ) —1)HY FIZHT BEEHEMME (Ko, in vitro)

VhHR Kp (pM)
hVEGF-Aies 0.490
hVEGF-Ai21 0.360
hPIGF-2 38.9
hPIGF-1 392
hVEGF-B0-108) 1.92
hVEGF-C NB
hVEGF-D NB

Kb : e
NB : no detectable binding
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VI.

P

EMEE(CET RIEH

@ HUVECIZHIT5 E FVEGF-Aesi&kFIEZARA ) U EREDBEER2

t M EIRNEAE (human umbilical vein endothelial cell : HUVEC) #HW\<CTt k (h)
VEGF-A16sDFEGIZ LV FHE SN HVEGFR20F 1 v v U VERLICH T 57 7 U ~Lt 7 k
DIEEERZHE Lz, 77 U~k 7 MR, hVEGF-Asesl#/E (1.0nM) (% L TEL
el 1BUF IR (GERE AT hVEGF-AesiZ L 0 BIKY VN FHE S iz mn, £
JVEEAT 1L ETIERAER Y U ERALORENRD b/,

@ VEGFZEEZEAIL LY LBEDHEEIER

HUVECZ i\ Tt k (h) VEGF-Aiss (50pM) & VEGFR-20OFEA1IC & 0 #FE S 5 MmN
AN LEBICKT AT 7 )Lt S NOEEREZRF Lz, 77Ut 7 MM
WAL T LB &R ERIFANCBEE L, 50%MEEE (ICs) 1X1.2~1.7nMTHh -7z,

ICs0 (BO%FHEMENE) : HEOMS Z7R-4E, BEN/NSWIEEERBETY T REZHREEDORE%250%
FHE L2 & 2RT

@ VEGFIZ&2#IBaRNAILL ™ LEIBIZT SAE /R
HUVEC# H\W\ T, VEGF-A1es\2 X 2 fiaN B L 7 ABIEICKTT 27 7 U~ Lt~ kDR
EERZRGF LTRER, 50%MHERE (ICs0) 132.42nMTh - 72,

(nM)
151
104 10.82
o J
0 -
)
) A
4 | ]
54 5.74
] 242 FIRLAETRvs. TOLL XTI, p=0.0126
i | FIURILETRvs. SZEXTT, p<0.0001
TAILYRTT vs. S=EXT T, p=0.0005
1 Tukey® % E HEIRTE

F2UNILET TOvXIT SZEX<T

HVI-3 $VEGFEDHMRAAIL LD LEEIZKT HEEFEA (Cs. in vitro)
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VI.

HEEEE(ICREHY SIEH

® VEGF-VEGFZAKEEIZxtd HHEEMEM2

VEGFR-13/ZVEGFR-2% % # S ¥ 7-HEK293fifa Z A\ T, 20pM t b (h) VEGF-A® %
U MF40pM hPIGF-2 &£ K VEGFZ BERDOFEAITHRT 27 7 U~ 7 F D50%HERE (ICs0)
ZHEt L= & 2 A, hVEGF-AK *hPIGF-2 & VEGFR-1, hVEGF-A & VEGFR-2D W "0
AT LTh, EEANRD b,

RVI-2 $VEGFENDVEGF-VEGFZBKHESDEEIEM (ICso. in vitro)

VEGFR- L fu ik VEGFR-2#ll fa ik
hVEGF-A121 | hVEGF-Aies hPIGF-2 hVEGF-A121 | hVEGF-A165
(20pM) (20pM) (40pM) (20pM) (20pM)
77Utk 15pM 16pM 2,890pM 16pM 26pM
TomERwT 675pM 1,140pM NB 576pM 845pM

ICs0 : 50%PHE
NB : no detectable binding

® VEGFIZxT 2EaF M2
7 7 ULt N OVEGF-Aes (2% 7~ 5 fif & BUFIME 2 5 & oM 2% (kinetic exclusion
assay : KinExA) (2L 0 HIE L7, FhrfgEtES (Kp) 130.1719pM* Th -7z,

RVI-3 HVEGFEMDVEGFIZx T H#aEHMME (Ko, in vitro)

- I—F s pERE 95%15 %8 X [H]

(%) Kp high Kb low
77Ybk 7 | 0.1719 pM* 1.8 0.3317 pM* 0.0678 pM*
Ty RS 1.3 pM 1.7 2.4 pM 0.4808 pM*
TR 21.8 pM 1.9 33.2 pM 13.8 pM

* o FEEMNDEA (IM—pM) 2R

Kp (equilibrium dissociation constant) : PHGfEEEES (REABFMEDIR X 2R3 E, B/ S WVIE ERE
BLTWD YT FEZFEDRENRENZ & E2RT)

SEEHRBEE ST IEREYR oM 2 B R D 95%EHH XK I ERARN) 7 Kp AR IZ S Tl 5 Z LI X W

@ HRREFHHERES 1’FFH&U*$17FHW?|§E%E]H@1% 1’FFH3°)

AFIOFeSTEMEMIAEFIEH O A B A2 83 5 72012, HUVECK OEEHIfakE (i Calu-
6. KR DLD-1, FH# B A431 AL FR) %a’:ﬁﬁ b\f\ PR A IE M IR 45 % (antibody-
dependent cell-mediated cytotoxicity: ADCC) 1EH & UMK/ a2 (complement-
dependent cytotoxicity: CDC) 1EH A L7z, 77 U~ K (0.85pM~50nM) |
VEGF-Aies (10nM) OFEEIZ)00 5 FTADCCIEH K CDCIEH Z RS 2o 7z,

2) in vivo THER

O MWETT LY SFILEFHECNVERKIZKT SHEHEER (v k) 3D

7w b (SDREHAT v N) 1275%~ N F AR EMBE TR 5 L, CNVEFHRSHE, v Y

FNEEEH2ABRO6HRICT 7 ULt 7 b (12.5mgkg) XIiTZEE/LFHYDE K Fe
(hFe, 6.25mglkg) Z R F#&45 L. 10H H OCNVIKE L HifE % # G a5 (DiI) 5LV RE

fili L7z, xRt (hFc) Tiﬂ“/\f@ﬁﬁé IEEDOCNVIERNRD b0z LT, 77V

7 NGB TIECNVERIZRD b, BB L L THERENHER I
(p<0.001 : t-test) .
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VI.

S

\.

hEIFEICES T HIEE

(103um?2)
400 -
211.35+146.00
300 ~
i
I
Eé 200 A
>
e
O
100 +
0.0x0.0
0 kkk
182 (hFc) T2URILET EHE L ZEERE
(n=12) (n=12) sokk:p<0.001 vs XTEBRE

(t-test)

HVI-4 #ET~ M) ZILRSERI10BBIZE T HCNVHEEEE

@ L—H¥—FHECNVERRWEBMHECNVFEZOMERE IS 2HIFIER (HiL) 32
Yo (BREAN =27 A FV) O L —P—2 B L TCNVIERZFHFE L. FRATKPCNV
HARIZT 7V~ vt 7 R afh L. CNVIERCT B M OTBRIR~ DO B A Bt L7,

< PR ERER >T 7 U~ 7k (50, 2508 ON500ug/iR) A28z 108], FH3lEmg AN
BeH L, IR 5#%~TAHBICL—Y—ME L&, L— =15, 2050290 HIZ
FAIZX W 7 L — F4*¥ L ZWr SN 7-CNVIEE X, 77 8AR (REES) BECITRETAL O
26.9~32.4% THo7=DIZK L, 77 Ut 7 MEERETIZ50pg/IREED20 % 29 H A (2
0.9%. 500pug/AREED29H HIZ5.6%Tdh -7z,

57 L= R4 AU IOBE B & L — Y — AL OB A 2 IR B RO &
SR ILE:

IR R > L ——MRHZISHBICT 7V~ bt 7~ (500ug/iR) % HiLIRIAY TR $¢
HL7zE&, 71— F4AOCNVIHZEDRREHENLIC R 28 A 1%, BE%156H H D44.4%0 6,
77V M LI D BE%20H HIZ1.9%. 290 BIT0%IZZ(K LT-,

RVI-4 L—Y—BFICKYFEREINCNVRE (JL—F4) DOEIE

\ 150 H 20A H 29H H
(=6 TH% TH% %
RS (2B 1E)
77 &R 32.4 31.5 26.9
TR AR 50pg/iiR 0 0.9 0.9
250ug/iR 0 0 0
500ug/iR 0 0 5.68
NN e
500pg/HE 44.4 1.9 0

§ ZOBIMIEEHIROWIROZRIZH LN S L— RADOREBITER Lz, 708, Y@y ch o B
FOSDREIZ R T o 7,
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VI. EEEICEAT HIEE

L—Y—Rs&158 B 29HH

WThOBRBERHICE

WTH9D O & &b

DIEEAETTL—F4
g OmEREABOSN
s 1=o
R

FIYRLETHEEH

(L—Y—BE#£158
B)ISX9nF I RTT
BHohiJL—F4m
ERHA, 208 B (%
E#58R)ICFRBHS
hd, BH#290 8T
TEREHONEND

B
&=
)
3
S
S
B

FA (fluorescein angiography) : 7/\4 LtA iR E&ER
KVI-5 CGAERMRRER) I CTICHBRINIZCNVREE (JL—F4) ORBFIZEL : FAER

@ WEMERHISHTHMEER RFLT RIS UBERERKBS Y L)

ARMLT Vv (60mgkg) OHFEIEFENEGIZEVIER LT v & (SDREEMRAT »
R BEIRISE T L& VT, MBI E R TTEIC KT 5T 7 UL 7 FOER AR L
Teo RIRIZT 7V~ vt 7 kb (Bug/l3ul) %, WIRICFEEOX S X7 EH e FFe (hFe) %
HARY ARG L, 48BFRIC = N R T L —aHF 2 RS LT, 2% oMo =
PNU AT N—EFRPRE 2 RE U, & MR 2 PR MRS A2 2 1 2 B L 72,

77V LT NESIROEHEFERE T, R (hFefth) IR & i L CHEZR 2D
HAL (p=0.0143 : unpaired t-test) . ZOIEHIIHEGLAMZICBWTHRO b,

()
40 - p=0.0143

>H
w
o
L
—

pZ

A

7

)| 20 4

=)

: T

j§ 10

JERER IR *tH8 (hFc) TR )LtET+ Tl AR
(8HR) (58R) #EfRYm  (6HR) (unpaired t-test)

% W BT 0 O EaFERE (L) ZEBHEIRER (o) TRUM
BVI-6 #RICHEIFTHINVRTIL—BRREH (R5508FH%)
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VI. EMNEEICET HIEHR

@ BRERVIEFHEICKT HER (ABEGEITIR) 39

Balb/C~ 7 ADAFEEENICHEE LT-MERICLVABREELZHE L, KT 7Lt
7' b (12.5mg/kg) XIZFEOXRZ /37 EE FFe (hFe) # HEIEENEE L, THHIC
BT DABROMAEFAR RN VN EFEEZREI LI 2 A, 77U~ MESRE T
B o EFAEICB O TRIRRE L i U CHERZNRO bive [ E# A me
77Vt N ER5RE15.8% = 4.0%., & FREE25.8% 1 4.4% ; p<0.0001 : Mann-Whitney
test, U NEHEERE: 77Vt MEERE9.5% 9.4%, xFIREE21.5% = 9.3% ;
p<0.0001 : Mann-Whitney test] .

F 72, AR RO JIEMERIEEIE. SBREECRBVT09+:167TTH =D LT 7 U ~UL
7 MR GEETT188+14 ThH T2,
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VI. EMNEEICET HIEHR

® WHLTOEFLERVOEBFEICHT HIMGER W@IEREL< I X) 35

i~ A (BHBRTHH) ZEBRRREICERE L%, BFEBARE NIRRT Z &Ik 0 ER-
L 7= BB M E  (oxygen-induced ischemic retinopathy : OIR) €7 /L% W\ T,
MAEFAEIKT 27 7 U7 s OERZBE U, Joik e i g 8 A K OVEE i 48 58 s o> i
HIX, V7 FrRaofEomg b, B pimE 2 E Mo R E S 2 0E LaEh L 72,

%148 B (BEEFRENOENRBRBICR LT-28%) 177UV~ vt7 b+ (0.5pg) % HiA|
fEFARRNEG LIz 24, 3H% (E%RI1THR) IZiZk FFe (hFe) %5 L72OIR~ v %
(RFRREE) CA LN MEFAENRO BT, MO e fAE 5 A2l v, i 4g 58
WU R 2 EH R MEBRAEOBEN A b, £z, ERIBHBIEREOTY 7 ) Lt
k (0.24pg) & HIER ARG Lz & 2 A, A%19H BT TR 22 Az 8 A 136l &
AU, IEH 7RI S O AERIE I XA B IR Do T,

TR )LtETR0.5pg(E%17EB) TI2)RIILETR0.24ug (%198 )
(mm32) (mm2)
8.0 - 8.0 -
- 7.0 - - 7.0 -
i 6.0 - i 6.0 -
2 ] 2 i
2 50 250
& 4.0 4 . & 4.0 -
ﬁj 3.0 - ﬁ 3.0 -
H 20 - H 20 -
= =
LI B o-
0.0 otk 0.0 — e
xtH#8 (hFc) TR LETh %88 (hFc) TR LT
(n=4) (n=4) (n=4) (n=4)
(mm?2) (mm?2)
8.0 - 8.0 -
oy " % 0]
# 6.0 - # 6.0 -
& &
D 5.0 - D 5.0
.[III. 4.0 -1 T .|I|1 4_0 -
‘;é; 3.0 4 fs; 3.0 4
5 2.0 - i 2.0 T
% 1.0 - % 1.0 4 ok
0.0 0.0 [ .
xtH& (hFc) TN LT 182 (hFc) TR )LtET+
(n=4) (n=4) (n=4) (n=4)
FHE+ L

*%:p<0.01, **k*x:p<0.001, **+*:p<0.0001
vs xHE#¥ (unpaired t-test)

VI F RGO Ty v vy P OER LY | BRI & ST OKE S 2 RE LT, R
BT D REPR K Oe RIS 388 i A RIS 4 T A
V-7 RBEOCKRMNGHEHRER VP LREOCROEFHICE TS MEBLE@E
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VI. EMNEEICET HIEHR

(3) YEFA IR - Frivebsr
ZMER R L
<%%E  VEGFREAGTEMH OFfgettE (B F RPN R (v, i) L VEGFRS &8t
ZHAWEZY I 2L —2 3 U FT /L) >36
77Ut ME RN G RO R K FR 7 VEGFRS & TE & — RIEET 7 V& VTR
L7 AL T B BT IRNTE IR & S BMEOBEHR %2 — RBEEE 7 /VISHA AR
lze 7=E A= 70.5mgi 5030 AR OMEETENET, 77 U~k 7 hl1bmg (T =X~
0.5mg & FE /L) BEHDOTIHZDOREGIGIEITH YT 5 2 LR E T,

K E B TEME=RE 1IR3 T oD JERIE R S it & B A
30 1

257 SZEXTT FIURLETH

0.5mg 1.15mg

N
o
L

-
(&)
L

HEARIEMEN0°X)
S

(&)}
1

o

T
20 40 60 80 100 (H)

RVI-8 HVEGFEDHFARIREIC & HVECFHEE E MR
<BYT—2 (B, 9YF) FEITLEYIalL—2avETIVICLBET>
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VI. EYBREICREI HIEE

1.

I AR EE D HERS

77Ut 7 NI T RN S Sk, SRR TICBITT S, £, EFEERL T T,
ANEWETLREBRVEGE-#EAEME LTI L A EDNFET D, 7B, WRITEVEGF L& T 5 DI,

WAl 7 7 ) Rt S OB TH D,

(AR LA GMPIRE
BN

2) ERRRAEBR THRE SN mPRE

1) BEMEFARNEZES (702PKRER. A EAT—42) 37

HAE B H B AMD B 6 A A 2mg & B AN G Lo & & FERYT 7 )~ vt
MIEG%1~3H BIChkE M IRE (Cmax) (2L, Cnax® FEHEIZA20ng/mL (0~
54ng/mL) Toh-o7-, MIFEFWEEER T 7V~ 7 ML, 6436 Tlxd T oHlEH:
RCER FIME (15.6ng/mL) KiifiTh v, BHAMMBRITITITE AL EOBE TR SN - T2,

—_

o

o
]
1

FREE T LR S . CUN R R E

7E 2 T IRfE=15.6ng/mL

10 1 1

7 14
1B 5 1% EERS (8)

(n=3, E& NREZ kAl 72 iEE])

BVI-1 AF2mg B BIHFARNZSZOMBHERET 7Nt T MREHER

RVI-1 EYBREEN/NF A —F (n=6)

RTA—H N/N>LLOQ*1 AR A= (HEPH)
Cmax (ng/mL) 6/3 19.3+22.8%2 (0-54.0)
Tmax (day) 3 1.43+1.46 (0.253-3.07)
AUC (0-tiast) (ng - day/mL) 6/3 119+190%2 (0-474)
MRT %2 (-
(Otm)  (day) 6/3 1.66+2.37%2 (0-5.75)

X1 AR R R R N E B FIRME (15.6ng/mL) % kAo 7o BHE K
X2 IR R A R N E R T IRA O A0 & L TR L 72 Il + B AR 22

LLOQ : lower limits of quantification

x5 B MR AMD B 64

Jiik s AFI2mg A HRIE 1R G- U 35 5-4% o0 i i rholie R S e BE 2 L7z
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VI. EYBREICREI HIEE

<HE . UHX>8

UHX (NZA GV X) (S H729Yn=3) &7 7Vt~ hlmg (0.5mg/iR) %
BRI ARG L, & ORI T 2R 7 7 U~ 7 MREZIE LT, i
BERL Y 7 U Nt 7 MEIEICHFENICHEEL, A ENICE T 2R ERE (Conad)
491pg/mL T H-6REMZIZERD AL, 115K OTE IR (t2) CTIHAR L7z, Mz
7 7 U~ 7 MR O Cmaxl20.515ug/mL T, A THE DR XZ1,00000D1TH D |
B PR EERERA T (Tmax) DT2RFEICTH o7, F72. R L OIS T Dtueld 115

~15THfH T > 7=,
FRVI-2 MFPRVRBBFICESTIHEMET IURNILET FEEOEYEIRE/NS A—4
ekt RN e s PR J i3

n 3 3 3 3
Cmax (ng/mL) 491 20.82 36.22) 0.515
Tmax (h) 6.0 24 1.00P 72
AUCo» (pg - h/mL) 66,053 3,2959 3,0459 213
tuz (h) 115 132 115 157
MRT (h) 153 161 156 244

a) pglg

b) HEEIA D D OB L 0 | RS ATREER  D

c) ug - h/g

2) BEWEFHRRNEZEES (BRAZECENHEERE LR - GALILEORER. HEAT—
/)1) 4)

HEANDCRVOIZE H EBERIEZ £ 5 B OB A A 2mg & HEIRY AN G Lz & &, 3K

MENRE T /N T A — Z DG rTRE T do o 72 THIDWERER T 7 U ~)L& 7 M3 5-0.94 H %12

Crmax(ZHE L. Cmax®D EHIEIF49ng/mLTdHh > 7=, MIEPWEEER T 7 U~ 7 MR, #&

H4R%ITIE, Ml ATRE Cd o 7= B 8HIF 361 CERE FIRME (15.6ng/mL) Kl Th o7,

RVI-3 EYHEZR/S A —EF (n=7)

NTA—=H TEME (ZEERE%) e (EPA)

Cmax (ng/mL) 49 (39.3) -

AUC (0-tst) (ng - day/mL) 133 (51.3) —

Tmax (day) - 0.94 (0.33-3.0)

Thast (day) - 4.01 (2.95-6.95)

xt4: : CRVOICHE D HBEIEE 2 A % A9
Ttk AA2mgz BRI RS L, BG% O MBS B 2 JE L 7c

3) BEMHFHRAKES (BAANZECHFNHEERLERFEK : MYRROREER., BAAT—
) 9

HANDOmMCNVEE 8B A 2mg Z HiRIH T AN G- Uiz & & 3R L bkt L CTE &
MRME (15.6ng/mL) LA EORPEMAE v, EYBIREFI) /T A — 2 35 v HE T o - 72141
DOWFEBER T 7 U~ bt 7 NI 51%3.93H BIZCmaxlZiE L, Cmaxl$27.3ng/mLTH-7=, F
o A< & B IR RTTER FIRMELL EORIEED G DN 76BIZB VT, MR E2~T7
A% o Mg bR 7 7 U~k 77 MREITEE FTIRIERM Th 72, ¥, 3FITIET T
DRER TER TIRIERETH -7,
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VI. EYBREICREI HIEE

4) BEMETFAAES CBHE IHAZE - A2ERAER - DAVINCIEHER. SAEAT—
9) 9)
SEANDODMEZ A4 % 8B AKI2mg & HAIE AN G L7 & & R T 7 U ~ v
T 7 M I 5-0.835 H 12 CmaxtZFEE L, Cmax® V- E1132.0ng/mL (0~76.0ng/mL) T&H -
Too MAEHEERER T 7 U Lt 7 ik, 86 H 241 TIX TR T ORI ERE R CE & T RIE
(15.6ng/mL) #Kjii TH o7,
RVI-4 EWEHEZH/SA—4F (n=8)

RTA—H N/N>LLOQ*1 VEEAAR R S (FPH)
Cmax (ng/mL) 8/6 32.0+25.5%2 (0-76.0)
Tmax (day) 6 0.835+0.680 (0.326-2.06)
Tiast (day) 6 3.68+1.99 (0.974-7.03)
AUC (0-tlast) (ng + day/mL) 8/6 73.3+62.3%2 (0-165)
MRT (0-tist) (day) 8/6 1.74+£1.08%2 (0.568-3.77)

X1 BE L M O R SR R B AN E B TR (15.6ng/mL) % k[El - 72 BE LK
X2 (AP IEEERSEIR EEANE B IR OME A 0& U TR U7 A fE A e 22
LLOQ : lower limits of quantification

%14 : DMEBF 86

itk - AH2mg % HIEIE AN G- U, 4855 o m4E b gy L 2 0E Lz

5) BEEEFARNKZRE (AXANZSTENHEGRER . FIREFLEYEFER) 39
AARNKOSNE AN OROPEE CRYBNREFMFIZR7561. 5 H BARANL0B]) ([ZAHI0.4mg/fR %
R (7161)) TR 4B (SR T IRRER S L & & B5R24 MR 14 K OVGE £ o 1 45
FERERL 7 7 U ~Lt 7 SR L F 481 +885% Ing/mL [#il : 0-4570ng/mL (F AR
HEFOFPH : 0-246ng/mL) . N/N >LLOQ*2=75/66] } (}133+205* ng/mL [#iPH : O-
923ng/mL (T R#% 5-FFO#iPH : 0-38.4ng/mL) . N/N>LLOQ*2=68/54] TH v . &5 8F[H
BT 2F A EE TIRME (15.6ng/mL) Kiii b L <IZZOFTICE TIRT Lz (PH @ 0-
16.1ng/mL, N/N>LLOQ*2=3/1) ., #5241 (23 1) 5 Mg h iRy 7 )~ 7 b
R, SMNEABHAAMD B A 2mg 2 5 AN G Lz L & LR L CREZ R LT,
S B PR SR s B N E R TR O A0 U TR L7z TS Y 5%

X2 B L A B SRR B S iE B T IRME (15.6ng/mL) % R[Rl- 72 B
LLOQ : lower limits of quantification

) RBBEMBEEICENT, FFORBShERERVEER. T72URXRLET+ GEGFHEEEZ) &L
T1E. 0.4mg (0.01mL) ZWFAEANEET S, BH. DELBHEEIBERETESN. 1nAULORRE
HITHI L, 1 THD,

6) REHEFARAES (ARAZEOCEMHEERLRGER : VIEW2iRER) @
HARAN KL OSME A B HRAMDEE CEMENEFEANEIE 16961, 5 b HARAN2641) (ZAAI2mg
A T LI IRNEE LT & &, YRR S 1E% oS T 7 U vt 7 MR
ZNEhN2.21+624%ng/mL (& : 0~19.6ng/mL, N/N>LLOQ*2=26/3) &% 1%.20--9.32%Ing/mL
(#iPH : 0~35.0ng/mL. N/N>LLOQ*2=143/36) T ~7=, 4 Z LI T ANEE LT &
. MR COZFRIBDO SN hotz, £72. AF2mgZa 4 Z LI IANES L- L
X, 3 HFG4A% O MIET TR T 7 )~ Lt 7 MBI R27.8ng/mL  (N/N>LLOQ*2
=164/2) . 13[E T 14[EF 5 L=, 2F1723 €& FIRME (15.6ng/mL) K & 72 > 7= D13
H8H[H % Th -7z,
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X1 PRSI Y E R T IRATE D40 U TR U 7 24l + AR R 22

2 R B M A POl R S e R 3 E B IR (15.6ng/mL) % kfRl- 72 &K

F) PIOETIRBIRFAEAME ZF S MBEHRELICENT, FFORBEN-RAERVAZR. T77UA
LT+ GEEFHBZ) &L T2mg (0.05mL) #1HAZEICIE. E3E (BEAH) HFEARNEST
%, TOROHEFHICELTIH. BFE. 20 AZEICIE, BFHARNEET S, GH. ERICKYVIZ5MHE
REEERAH TS0, 1hAULHITHZE, | THD.

7) REWEFERNES (BRAANZEUEMEERLRGFER | GALILEOGER) ¢

AARAN KL OSME AN DOCRVOIZY: 5 EHEFEIE A2 A3 2 B ICAKI2mg & 408 Z & I RN

BAUTZ L& R MIC X 23BN RE O G 72 Gt 3T o 72 A E B 95 0 20 H 12

HE SNTZBREIZBT D Cnax? EHME 1T 44ng/mLTH > 7=, HAR A K O E A BE 874
(5 BHARANL2H]) D0, 12, 24, 36&% V520 H O 57D MAEHFERER T 7 U ~)Lt& 7
MREEX, WESNBETITERE FIRME (15.6ng/mL) Kl Th -7,

X 24~48H H 134 Z L ICFHME 2TV, BB GEEITIE S TAFIZmgZ & 5-

) MRBARBAEEICH S EHFEICE VT, AFORBSN-RERVAER. T77URLET b+ (&
faFiz) &LTIESHRY2ng (0.05m) ZIHFAREKET S, REFERBIE. 1A AULEHITFEHZ &
THb,

8) REWFARAES (ARXAZEOFEMHEERLRGIE : VIBRANTEHER) ?
HANDOBRVOIZfE 9 BEEIE A A9 5 BE 1IN ARI2mg %2 4 = L (IS FIANEE L= &

X, 2~4H B K O8H HOMmBEPHFEER T 7 U ~bt 7 MEE CESEHEERZE) 13 n?

N49.7+£35. 71 ng/mL (#iPH : 0—136ng/mL. N/N>LLOQ*2=11/10) } (*14.7+14.8%ng/mL
(#iPH : 0—49.4ng/mL, N/N>LLOQ*2=11/7) Th o7z, 12} V241 H o i iR 7 —7
ULt 7 MR, JIE SN EE CIERE TR (15.6ng/mL) K Th -7,

ST ML BERE R A A B IR O A0 & LTI U7 Al + A e R

62 M A RS I B A8 T B IR (15.6ng/mL) % kAl 7= BEEK

) MESRAEEICHESEZEICAVT. AFHORRBIN-RAERVAEE. T77UXLET+ GE

EFABA) £LTIEHB=Y2mg (0.05m) ZHFERETET S, kE5RERE. 1A AUEHITH &, )
THb

9) REWFAAERES (AXAAZELFENHEERLRGIER : MYRRORER) ©
ARNEZELT V7 AOMCNVEFIH (2 H HARANGTH) ([ZAKI2mgZ 4l = & ITHH 11K
WNEEHX LT &, 0, 4, 120248 B O# 5RO MAEHF R Y 7 U~ 7 MR,
E S BF CIEER FIRME (15.6ng/mL) Kii T -7z,

X ARG 13400 T L ARl 21TV B GATEICHE  TARI2mg & R G-

) FHRERICET2REBEFEMEICEVT., FFDOERRDINE-RERVRER. 172U LTk
GEEFMEEER) & LTIESH-Y2mg (0.05mL) ZHEFARNKRET S, rRE5RERIE. 1A AUEHITSHZ
E. 1 THB,

10) REWFHERNERE (BRAAZSOENHERERRE . VIVID-DMERER) 10

AARANKOSNEANODMEA A9 5 B8 CGEMBiEiH M 12561. 55 HARAN2561) (ZAA
2mgx 4 Z L\ThEIR G L, EO®%E8HE Z LI IARNRE Lz L&, E%SHBIZBITS
MAEFEERER T 7 U~ 7 NRE CEAME SR Z) 1321.1+24.9% ng/mL (#iPH : 0—
121ng/mL, N/N>LLOQ*2=125/73) Th o7z, £7z. 24K V52 B O+ 57 o> i bz
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W7 7))t 7 MEBEITHE SN -EBRE CIREE FRME (15.6ng/mL) RiiThHo72, A
Hl2mgz 4l = L Z5EIF L, ZO%8HE Z L ITH AN L7 L &, P CoOEREITR
O LR T,

1 I AE P EEEE R SRR FE N B B PR AT D208 L CHRH L 7= Ml — A e R 2=

2 RIS/ B R R R RE N E B FIRME (15.6ng/mL) % Elal- 7= 35

) BRBEENZEICENT, RFIOREIN-RAERUVAZR. 72U )LtET+ EBEFHERR) &

LT2mg (0.05mL) Z1x A C&ICIE, ERSEHFAERNKRET S, TORIE. BF. 20 AT &ICIE.
HWFERKRST 5. 46, ERICEYBRERREZEERG T 50, 1hAULHITHZE, | THD.

1) REWEFERNKZRES (BAANEZRZRE LE-ERNEOHERE | VEGAGKER) ¥
AARNDONVGEF T 208 GEERERHMGIE54651) (ZAFI2mgZ 438 & 2 VI Z & 1T
TN Uiz & &% JIE SN BEICBIT 2 MiEhilEEER T 7 V) ~vte 7 NRE (%)
il AR RZE) 13, AFIEE (LEH) T7.92+12.9%2ng/mL (#ilH : 0—34.7ng/mL.
N/N>LLOQ*3=27/8) | {&4iE4#t (2 H) T7.03+11.1%2ng/mL (#iPH : 0—32.5ng/mL,
N/N>LLOQ*3=22/7) To -7z, F7=5#H K13 BT T 5 miEHiFEER 7 7 V) ~ L+
7R, WE SN EE TIETRTORER CER FIRME (15.6ng/mL) Kiii Th - 7=,
X1 MEEG A (LA H) ICARIBECIEAKZmgZ 25 L, BN CI BN 2 %, 0%, F5 i
B LIz A O, 1 BICIIARIBHC RIS, BERBICARI2mg 5217\, 538 B R U9 BIZid
WTNOEERETH AR 2mg % % 5
2 M PR SR N B IR O A0 L L CHH L7 P R %
X3 B AT P RER SRR B N E /T RRAE (15.6ng/mL) % E[El-S 72 B

) MEFEZRAECSNT, FFORBINFE-FERVAER. T772UXR LT+ EEEFHEREZ)
ELTIE, 2mg (0.05mL) #MFHERNKRET S, GH. DERGEEBERETESH. 1AL
DERZEHITDZE, | THD.

(3) hE g
ek L

OF SR TEEZ
BB L

2. EMRERA/NTA—4
() @i AE

RN G L O¥RIRNEE -, 2 TR G % ofmiEh 7 7 U ~vt 7 MRE — BT — % fifirix
T — N AU NETIVITHRAT L7\ B g L7,

77 V)L T MEERIL P IZRBV T, EERER E VEGEF — #8020 FEREE & b, iIF
B T R I AR R S D NIRIMEVEGE & o2k L CVEGF — #5878 & 72 5, VEGF—##
BROMBEFRE X, 77Vt NORAEICHESTER L, EBER AT X TOVEGFIZHE
ATDHLEREEBEICRET D, 77Vt FORAENS SITHENT 5 & BERER o f i b
FEIXHEIDS LT ERST 2R VEGF— AR OMARENS HIC EFT 52 &idiavy,

(2) WAL E
BB L
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Q) HEREETEN
MERR L
<&E . HikNELS ONEAT—%) >
@ RN (BEEERR B OWERERL T 7 U ~ Lt 7 b O LIS (tz) 404D : 4.8~
5.3 (2mg/kg) . 5.8H (4mg/kg)
O EFHIRNE S (BHAIAMDER) OWERERL T 7 U~ Lt 7 b OB (te) 2 : 1.9
H (0.3mg/kg) . 3.7H (1mg/kg) . 5.8H (3mg/kg)

@DHoIT7I30R
EEERR L
<% : HIkNEE GMEAT—%) >
@ HIFRIRN LG (fREFERR AN B ) O T 7 U~ 7 O 7 U T T o AREEE ¢
1.2I/H (1mg/kg) . 0.78L/H (4mg/kg)
O EFIRNE G (B HAAMDEE) OB Y 7 ) vt SO 7 VT T o AHEE
42 : 1.8L/H (0.3mg/kg) . 0.9L/H (3mg/kg)

) A
MR L
<H% : HIkNEES GNEAT—%) >
SE N DOFERERL A BPE2006] K ON8EINC T 7 V)~ bt 7k 2mglkgm HAIFARNE G L & 2 DFE
FARREDONAAEFE (Vss) 135.74LK DN5.69L T & - 7240,
SMENDEEEER N BYEICT 7 ULt 7 F1mgkg (1261) . 2mgkg (1261) . 4mg/kg (1241)
Z HEIFIRN G L7 & S OEFIREO o MMEF (Vss) (X, £ £N5.77L, 5.91L, 6.26LTC
o 740,
SAE AN OBHBIAMDEE 27 7 U~ b7 h0.3mgkg (7#]) . 1mgkg (761) . 3mgkg (5
) ZHEFIRNER G Lz & 2 0nmafE (Vz) 1%, 5.09L, 4.56L, 7.32LTdh >7-43),

(6) T Dt
BN
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3. B&EH (REaL—I3V) g
() fERT A%
AN K OF RN S, B TREGOIMETR T 7 ) vt 7 NRE — BT — 2 @bt i
a2 — N A NEF VISR LW T LT,

QNS A= EHER
AHl2mg % BRI RN G- L 7233501 & Xt 512/ T - 7,
AARL I —uo v MR 2 &5 1% o hiEsER 7 7 ) vt 7 MEEIC L DE0E
MM TIZ, B S0 RERITRO bR holz, £EERIC, Ffn, M5, BMI, 7 L7 F=
VI NT T RE, R R OREER T 7 ) vt 7 o iR Tk LT, BERBYIC R RE
EMRDEBEERIT I 72N ERS T,

4. IR
NG SN2 7 )~ 7 MIIRBA» O S, 2EERILFICBITT 5,
BHRAMDEE (661) ICAFI2mga i AN G Lz & (TO2PKRER, SMEANT—5) 8D,
MAEHERER T 7 U~ vt 7 N O @R ER R (Tha) 1$M1.43H THLZ B, K
W GEAL D OWERERL T 7 ) ~ bt 7 F ORI, T7RbbEFIER P ~DOBITITESL)HTH
HTENTRBEIND, B, TR L DEERN RS TT XA T8 T ¢ BRI S
NTWRWA | AF2mg/IR DT RN 52 L H5ERERL Y 7 U ~L& 7" b O 4 S g &l
0.153pg * day/mL37~0.30pg * day/mL1?TdhH V| F7=, AKHF0.3mg/kgDEFARN 512 K 2 EHER
T 7 UL N O el REE EI1X11.6pg - day/mLa2TH D Z D, AFIOEIRNEEIZ
X D WEEERL T 7 U~ bt 7 N OHati A T XA T E U T 4 1315~30%T< EHEE S D,

5. 9%
(1) ik — B P& B 1
M ER e L

(2) M % — RE A BEFT @B 14
MERR L
<HBE . UHhx>
T XOR - JEREERBRIC W T, WE, AREMIET RO IESEmo®wSs ( [IX. 2.
(5) AR OESR) | KO KFTEHNT 7V 17 homiticky, K
Fl DA @EEIED R STV 5,

(3) Bt~ DB
BB L

(4) R~ DT
REER e L
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VI. EYBREICREI HIEE

(5) Z DD~ DT

MERR L

<%E .7y k>4
7 v b (SDRMEMET » F)  (AMAEH7ZYn=3) (& [12]] -7 7 U~k 7 b 1mglkg HA
RN EE S L. BUNRE Dlidigs - Mk AT LT & 2 A, BESHRICKIT 2 B iRIEE G
BORITE% DN MIEFIZAFE L, &b @EE OMEES R S - Idgs - SR, kv
CE N, M, . OB & i s O 2O s - RIS 0 ER D LTz, G- 168KFH %
(THH) [CHE TR SNREITIRGED016% Tho7mZ b, 77V ~bt 7 ML
FIEER M AU JRHTE L, MR IZFR 35 ATREME IR W 2 & R STz,

RVI-5 [P-77URLETH (Img/kg) BEREIFIRNIZESDRICE (T MM PIRETEE

s L e 5 %™
Lol 0.19
i 0.34
Ji gk 11.42
B Mk 1.33
Ak 0.02
o ik 0.42
N 0.04
KW 0.04
it 0.01
HER A 0.04
KR 0.02
R R 0.03

TE) Al - AR 30T 2 B RER 2/ U HE TR

(6) IR 5
ek L

6. B
(1) 4K B EB L B UMK SR R
A ER e L
(23E) BEINTT 7Vt 7 M, ERFROIFEART 7 U~k 7 b E LTI
FEL, TNOIFIERFRMN X VR BRERIZ L > TNRTF REOT 2 BRIZREI NS
LFEZBND,

Q) R#EI_BEA5 T 5FR (CYPEH) OHhFiE. F5=x

Pt "

(2E) 77V L7 MIFF 7 v —LP4505 I LA A= T e E X B b,
Q) YEEENREDEERVZDEES

Pt "
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VI.L EYEREICET HIEH

() RBMDFEOHWRUE L, FHELE
BB L

7. HE
HEHEERAT K ORI
MY ER L
(%) 77Vt ME, AR OIERIFIMEOE KA T (¥ v\ B REESR 7R E)
Lo THET S &%z%ﬂé &//\7% TR ST DI O W THIFFE S LTV, 7
7Y~k 7 N OEKBRICBIT 2RO F G NES N ERRBR I AT (T v b)) 49,

BEER
B -v 2
(%) FEFEIDEDIgNAHFFIZRO BN D08, £ OEHHEIRITIIgAD S TIH LD D3%
T 5 45,46)

P
MER L

8. FSVARKR—E—IZHHT 51EH
MR L

0. BHEZICLIBRER
MR L
(BE) AFNLE VAV ERATHSD 2 L b, BIFCRESND LIZEZ bR,

10. REDEREEITHEE
REER e L

1. 20t
BB L
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ERBEFNDER
EIN TV

R D@

*

2. ERARLEEDEH

BE (ROEBFICEEFEELGWNIL)
.

.2

AHND BT UIsBOE O BEAEFE D & 2 B

IRSUTIRE PG D 8 5 BHE . HDHWITEGEOERWO & 5 B [IBNREOEE Z2EIE
HAnRRBET 28 nH5, ]

2.3 IRNICEEORIED S 5 BHE [(RIENEBELTIEBZNRH D, ]

2.4 T TR L W D ATREME D & 5 &k [9.55 R ]

[fizan]

2.1 — M7 EEFESEE®R) OFEICHE L T, RFIORR S WBHE R % R T ATREME O & 5 B
HERERE LT,

N |y
NN i

2.2 IRSUTIRFBEIFICEI O H D HEEH . HDWITEREORWOH 5 BE AT O AN 5 21T -
7=%a. IBNREOEELREERDN BB T D RERH L Z nbad L,

2.3 IRNICHEEEDORIED & 2 BH T, AAIOWH RN G 2T 1256, RIENET 5 aTREME
WNidZ LinbEEE L,

2.4 AFIOEERABRIC BN TIE, R TR L TW A ATREMED & 5 PRI G5 S BRI S
TWD T, GEmICRT 2 ARERIE 7 < . ARMER OVZ PRI S TR0,
KEN N7 X O - JhIEHEERER (3~60mg/kg% #r B I HIRNES) 128\,
BV OREWD . JiE, BEREIEC R OB IEEE (OhE, NIBLOVERKATE) OB
WEEINTWD, £, BlOTHFIR - FBIREERER (0.1~1mg/kga iEIR1H ~# B A
ICRTF#RE) IcBWT, IREAE Ok, NIBEKOVEKAGE) OENAHEShTnd, S
S, HIRT BT, FARPITERRT 7 U ~bt 7 F VB &, ARAI O IR EE
MDD b,
AKENT, MAETRRS BB 2B 2 B2 L T D VEGFICH T 2BEMEHZA L, b Mok
n7 Uy (Ig) GIOFc KA A v &HT HHEENREN L, IRV FFICBNT, fEr/a”r
Vv L LT R mim P SRR S LT D, E72, b MgGo e IR M X5 24T 0R = -
O DHEM L, FER = OB K E 2D, U EEBET D L. RAIDBIEIEREAE
UTHEROREITHEE KFT AR 2IITTE TE R,
UbEXY, “DEH@3EE L COW D aREEOH 5 tt” 285t Lz, B, HIE§ER L

PEIZIE, AFIE G, s tEz v o L o8& 28+ 5248 (VL 6. (5) 4wl @
HEZW)

3. MEXIIHRICEET HEFE L ZTDER
(V. 2. e XTI BEE T 1R OIS,

4. BERUVAEICEET HFELETDER
(V. 4. AELROHEICEET A 1EE] OHESH,
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5. BEELGEARMEE L ZDER
8. EELEARMIE

(Zhaek@)

[7A ) —T EFAERRNEG ®EAOmg/mL - 74 1) — 7 WHFERESHEE v ~40mg/mLk

8.1 MBI REI T 2 MR A A L, i T ENES OB G FEICET 5 +5 &ﬁ% TRER D
HLIRBHEDOHNARZ G T HZ &,

8.2 M IANTESTICER LB S 2384 (IR, JMELIE, P mIREE N OB 3ESE) ~oi
BUE OBEFIBIC OW TR+ M2 2175 2 &,

[7 4 1) — 7 FEFIARRNE 5% 40mg/mL]

8.3 AFIDOMH T HRNES OERIZIZ, TROSIER LD GITY & bl HEFHICERS
LEERRE LT M, B, M ERREMEOREESEN L HEINTNDHDOT
HEEITHZ L, [11.1.1, 11.25MH]

RS, BESRETTITO 28, (FINTHAFREEZITV., WEFE, 3 UE
RUEIRFREAL, W N L— 7 RO HE B RS 2T 2 &, )

« KRB GRIC, 50 72 BRI & IR E SRR O 52175 Z &,

-%ﬁ@$%74w& & BRI, T IRPNTEFH IO L2 &y
CERG AT, B EPARATMEEIZR L TIX0.01mL, O ORhEEIZxF LT
120.05mLTCH 5 Z & =R ERICHERTHZ &,

- BEICK L, IRNEZ BT 2R (IR, i, &, #EE) 355 bhizialc
iﬁ%_ﬁf&ﬁ“éio EETHZ L,

(74U —7HEFARRNFEHHF Y ~40mg/mL]

8.3 KRB RIS OERIZIZ, TROSIER LD HITY & bl HEFHICERS
LZEERERE UCHERHM, B, M ERRENEOREEZN L HEINTNDIDOT
HEEITHZE, [11.1.1, 11.25MH]

PRSI, BESRETTITO 28, (FNTHFREEZITV., WEFE, 3 UE
RUVEIRFREAL, W N L— 7 RO HE B RS 2T 2 &, )

« KRB GRIC, 50 72 BRI & IR E SRR O 52175 Z &,

'LETQ%{’E%< =%, %&52:30.0omLTHD &?Z’%E’%LEU HERTHZ &,

- BFICK L, IRNK 23 20k (IR, i, &0, #0155 236 obiigiaic
FEBICEET D L0 IR ET5 2 L,

[7A ) —T7 HEFAERRNEG ®EAOmg/mL - 74 ) —7 WHFERGESHEE v ~0mg/mLiL@

8.4 T ANIEFNC X VIRTEZ I LR ST B8ZNNH 5D T, AREE 5%, AL
SAIMEDOMER & IRE EROEBRZ@EYNITY 2 &, [9.1.1, 11.1.1ZH]

8.5 AKIDOMWFENESF R, —RMICERSERHLDLND Z LR DD, T OMERAEE T
% FE CHMIHOBESC A BN B EOEIRIIIE R SR WL 2 ERTHZ &,

[fzai]

8.1 AKX, T ENICEEREGT 5 Z L TIRIFEDIENEON DD, MBEEERICET 5 %M
HikAE A L, W AENESO®REFEICEET 2 07k - ﬁ%%ﬁ#éﬁﬂ[@ﬁﬂﬁ
FNC X DIRIEEAT H MERH D,

8.2 AHKITTF T, MHAANEFICES L CEM S DHA GHFHE., BREE, JrERIRIE K
ORISR ) (29 2 @BUE O R B2 8E T 572, @WBUEOREEREIC OV CTHANS o7
MZETIOMERDH D,

8.3 AHFIDEEKERBRICBNT, AFNC L DIEHATIERL . BETHICENT 2 HEFRN/RE
SNTVD, ZTORTY, R, B O TRl sl % < R T
W5, BEFEICERT OIRBFTOAEREREZ T T 5720, HEFHEZIIF L

( TVIL 8. §IfEHT) DIEEM) |
- TR O PRIALE & LT, - RPNTESHIEE L Co— et E FHE A2 L,
c NATOVRENZBI UL A ANES A ORBIHEHCET 2B FHEE R LI, T
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NWBIOFECFEE SV CTWD B 7 ¢ V¥ —fF & EgEt (187 —, 5371 y) 133 A
TN EFR RIS 57200 DTh D, A ENESICIFEICER LR &,
RPN IE. 30— OIRRHHSH 2 HEHT5 2 &,

C WGSBS IERFEHA L L, AFITKTAOBRER EOFKEH- O, 131

TNAXIFITV T O HTVICEENTWDHRENED L& G ® (2mg/0.05mL X%
0.4mg/0.01mL) XV Z FBEINTWD, X %] 2RO E EDOLNTEE

(0.05mL X (%0.01mL) @G I D L o2, EGRNICHRGREZHERTH I L.
B, TA V=T O IRNER K 40mg/mL T, REJEHEBEE (2% L TR S ER
0.01mL D 7= ®HFC#H 2 Bl L 7=,

c BE~OREHEHEZER L, AR OMFERNERGIC LD IRNREOEE 22 BRI 2 #

HENTNWDZ Enn, BRENCRR LEYRIREREAT1T2 5 L 91, IRNKZRET 5 E
W (RIE. Fef, AW, TE%) 2ZbobHEIcE, EblcH#ETs L oIchEEE
Y528, ok, AAOFEMAHRER (F#I0EZ x5 & L2125 KOV 7 U~
Nt 8mgDH AR (PULSARRER) W ONCH /AR (PHOTONRER) o
A4 OAEITB N T, IRNKD0.2%IZF O BT,

8.4 AFIDFHMARRER (FWIIEE R E L7212 LT 7 U~k 7 b+ 8mgd &5 MAHFR

8.5

B (PULSARRER) W ONZHE /IMAHFRER (PHOTONGRER) OF 14RO SHEIZHB W T,
IR LA 033.6%ICE8® bitlz, —iwMEOIRE LA X0 MR FLER 0 i it fE 5 oA AP %
EEEL, HBEECELIAREDL D D720, AAIERG% T, SR ILEA O Mk & OV
JEEROFRAHZE L, IRIE EFPEO ONEA, LEIZS U ChiEad, IRERE T
F O HZHEOWEY/EEAITH) ZENEETHS (VL 6. FFEOE REHT HHEHICET
HIEE] OHEILALOD VL 8. (1) BHEKRZREWEH & FIHIER) OHE11.1.158) |
AFNOFEMARER (FdIEZE A H L L1288k KOT 7 ULt 7 h8mgd # MAHR
BR (PULSARER) WO II/IMAHRER (PHOTONRER) O 14RBROAHIZH W T,
FARN0.9%IZ38D ST, AFEGHICZ DX 95 RIERN D b b =SHai2iL, FERAE
95 F CHEBEOBESCH BB EOERIZIINE LRV E ) ICBREERETH 2 L,

(MIDETIREEFTEME 24 5 e EM L. MIEFFIREAZEECHF S FHEE. RIGERICH
(T HARAR IR A ME . WERIRABLZE)
8.6 EHIMICHNFICE S ST AMEZRHE L, A2MEDR0 bW aiciEi &b Lk
Wz,

(]

8.6 AAND G NTIL, HAFIZ XD EHH LA IO 21T 5 LB D D, EHIZR

ANIEDFHMICIES & | AR OF Mt D 20 2 FIlT L. ARIEDR RO b W&
BARLE LT L,

(MEFHEZARE)

8.7 EHIICIRIEFICE S S AMEZRHI L, AZMEDRO bW EIciTER L &b L
Wk,

(i)

8.7 AANTEE DIER KB DIEENEIC K> THRG TE 228, IREFIC X 2 EHH 22 A 201

DOFHMICESE . AFOFHGOERZHW L, AMENREO b nWGa X ke &
HEL2wnwzZ ke,
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6. RENERZAITLHEBICETLIRE

() E6HE - BERFOHIHIEE

9.1 AHHE - BERZEDHLEH

9.1.1 H&NE, SREEDESE
(8.4, 11.1.1Z/]

9.1.2 RZEDRIE—BMEKEMEEDEEREDKEZETDBERRAFDHSEE
[11.1.2. 15.1.1%H]

(]

9.1.1 #FRNESUTEIREE D EE TIL, AFOFEIZ LY — @ MEICIRE EF2BR S D rlEetE:
WD Z EMb, NESCEIREIEDORRE, 155 EOf MK QR 5 0 faRit 2 57
L. AREEG OS2 EEIHB T2 LERH 5,
. AFNOFEMFRER (FEIEZ %R E LZ12RER) KOT 7 U~k 7 F8mgh
MFHFRER (PULSARGRER) W ONZH I/IHHFRER (PHOTONRER) Oit14ilBroAREIZE
W, HRE EF238.6%I258® Bz (VL 5. EEE /R FARRER & 2 OB | OIH8.4LT
VI 8. (1) FERZ2EIEM & FIHIER ] DH11.1.1ZH) |

9.1.2 AFNIVEGFIHEMEH A2 AT 5720, F 052 X W VEGFHE AR K 3 2 BRI 2844
BT 5 G EFELDREBET AN H D, DT, KFZMAEP OfERK % H 7
LIBEICHEREG LG EIC, MR s BL T 5l EMEIXE2IERETE R, o T,
PR 25 R ST PRI R A O BEAE RS O A5 HR O FERR IR 1D & 5 BBE ) L TIE, A
HAEEICHR G T 20N D D,
AFNOFEMARRER (FE 268 & L1288k K OT7 7 U bt 7 h8mgdD & MAHR
B (PULSARZBR) I ONCH T/IMAHRRER (PHOTONRER) D143 BROAEIZB VT,
25 230.2% 258D B LTz, 72¥. CRVOXIIBRVOIZf: D HEIRIE 2 H 3 5 B,
mCNVEH K ODME% A4 25 8F &2 %% & LEEAFIOFIMARRBRICHB VT, “fIREs H
D61 H LA B I & fe 5 SO O A SE OREIE 2 A 9 5 A TR L0 b R S T
Wb, 77Ut F8mg?d FH MR (PULSARFBR) J OV I/ I AH 3K Bk
(PHOTONRER) (2B W\WTIE,  “A 7 U —=1 7 KBEai248 DL BK I 58 0E U0 5
WO AT 2 8F 1 TB 2ot sn s, (VL 8. (1) EKZFEIE
FH & HEAER ] DIE11.1.2K% T VL 12. T OMoiERE ] OE (1) 2H1)

(2) BEHREEE R E
BRIE STV

Q) FFriaefE=E R E
BRIE STV
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D) &ETEREEET 5F

9.4 KJEREE BT HHE
IR FTRE 72 eI, AR G0 (BB 54237 AL L) | @b ekt zHvwas L9
BET5Z L, B, vHXOR - IBIREERBR T, BIEFERA LN RIKHAEICK T
% i AR R 13259ng/mLCToH 0 | ZEBUIHIHEIZ /2 > TWRW2 8, RFIERGH R
% OWEY) 72T FIZ S v Ty, [9.5, 16.1.25 ]

[z ]
AH N2 7O - ff BB (3~60mg/kg% 2B HNZERIRN & 5) 12\ T,
REMW OIRERD . TRPE. BIRBMET KORIEAE (FhR. AIEL OVERATE) OIS #H
HEINTWD, £z, o e - JRIREERR (0.1~1mg/kgZ 4EUE1 H ~20' B AN R
TH#E) IZBWT, RIEAEE OtR, WL OEKTE) OB EEINLTWD, iz, &
HRAMD B 2 xt 5 & L2 B IFHRER (VIEW2iRE: (A AN Z S TEBELFRRER) ) 259,
AFN O MR FERTE SN TODRANZERR L LIEHERABROT — 2 06 KB 215
D& D IMBERBEEERL T 7 U Lt 7 NRENER FRME (15.6ng/mL) RG22 5 O, Mg
HREE 2 E S - 2RI B W TARAI G 1%8 Th - 7=, fERFRE/Ze &tz ez 45
e, Sbith7e< b1y HORBEZ BT, AFIEGH LR OE&EG%35 HLLRIE, #Y)
IRREEE A VWD KO BEERETH 2 L,
k. U IR - lRIREMERER (0.1~1mg/kg & iER1 B~ BRI T#HE) Tk, &K
A& (0.1lmg/kg) THIREAFENRRD b, ZRBPPMIZR > T RW e, mfEalBiic ik
S HEERBHEHIFE I 6 22 TIER Y, 20Ul - hREERROSEERHEICBIT 255
MAEF PR EE13259ng/mL T, b MI2mgZ i ANEE L7 & & O m g IRE 0 19.3ng/mL
IZHA~T, MI0EEETH -T2,
BRSO EYBEIEOTEIC, VIEW2RERIZI W T, mEEE T 7 U ~Lt 7 h R 2 HE
SN 2FNE R TIRME (LLOQ : lower limits of quantification) 15.6ng/mLA & 72> 7=
DIFHEEREEZ ThH oI FEAfms L TWAHD T, 2+ 52 &, (VL 6. (4) EJHEEEZAT 5
) OH16.1.2K O VL 6. (5) T | DIHI.5HH)

16. FEMBhEE

16.1 MmaRRE

16.1.2 RIEBFAENES (RE)
AARN % & e B AR EBR LRIV T BHARA L OSME A2 H AN S B2 e
BF AR 2mg % 40 = L TR AN S Uiz & & Ylal% 5 1 5 o i 55 i
77Vt 7 NBEILTNEN2.2146.24ng/mL (#iPH : 0—19.6ng/mL.
N/N>LLOQ*1=26/3) &% 115.20+9.32ng/mL (#iH : 0—35.0ng/mL. N/N>LLOQ*1
=143/36) Tholc, 4T LI TERNE LG Lo L & EF TOZERHITRO b
mholo, Eio, AF2mgah 4 Z LT ARNERE Lo L & Sl H &5 4E% O
SEHERERL Y 7 U bt 7 MR ISR R27.8ng/mL (N/N>LLOQ*1=164/2) |
18[EI T 14 5 L7ctt, 2pER FIRE (15.6ng/mL) K & 72 > 72 DIT#5-8
W% THo7z, [9.450]

K1 - AR B i bR R R N E B TIRME (15.6ng/mL) % k[nl - 72 4BRE
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(5) bEd

9.5 ¥R
PRI SUTIRIR L TV D AREMED & 2 eI G L Z &, U T ORR « JE IR MR
(3~60mg/kg % &= B RN FFIRN IR G) (ZBW T, REWOMRERD, FE, HRE
IET R OIRIRHIE U, AIBRME OEKEE) OFNPAHRESN TN D, Moy iF
- e R EMERER (0.1~1mg/kg Z EIR1 A ~E BRI R TR E) 2B\ T, RIEFTE
(. Alig OERETTE) OEMBHRE SN TN D, IRV FIZBN T, KHONGE

HEPES RO b, (24, 942

[fi]
AN OBFAFRBRIZ IV TIE, A TR LTV D HIREMED & 2 IR G R bR S L
TWD T2, G ARSIy ((TIX. 2. (5) sty OHESHR) |

(6) =27

9.6 ZZL1%
BREOFIRMER ORI REOFIRMEZEZE L, BALOMeE I IE2mirds2 L, &

N ~OBITEIAATH D,

(i
AAIDOE b TOHIBATIIAATH D720, I EOFRERORALREO AL ZE L.

BELOMs T Ik 2 AT D 2 b

(N INRE

9.7 INRZ
(74 ) —T7 BEFARRNEST%KA0mg /mL]
R EAEHEIEE LIS /NS At B & U T2 IR AR BRI S M L T,
(74 —7 WEFERES RS Y ~40mg/mL]
R HEIE LIS O/ NS 2 b G & U7 BEPRRRBR 1T 5E0E L T 72w,
XA TOVERIDOIKFEZhEE T V|, ALK CIIARAFELhEE

(]

ROPEH Zxt G & LB Z T L2 Z L2 n . TREVEMBE SN /NS & Lz,

&
ShTunian

(8)

R T
FF B

B

7. ¥EEA
() BtRZEZ EZDER
BREIN TR

Q) REE EZDER
RESH TR
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8. EIERA

1. BI{ER
ROBWERNRHHOND Z ENHDHDT, BELTIATV, REDPRD NG EITE
G P14 57 S EE1T ) 2 &

() EXGEIER & WHEAAE IR

1.1 EXALEER

11.1.1 BEE
RNZ% (0.2%) . BRE LS (3.6%) . AR IX< B (1.0%) . sMEE A WNE
(0.6%) . WM (0.5%) . MEREE BRI (0.4%) . FAHIMm (0.4%) .
MBI X< BE (0.04%) . MEBEIFL (0.06%) . MR ERII<BE (0.02%) BNdH 5D
nNaHZEnbHs, [83, 8.4, 9.1.1%MH]

11.1.2 BiZEeh (0.2%)
[9.1.2, 15.1.1% ]

[zl

11.1.1 AR OFEMARRER (K HIIEZ 65 & L2123 KO 7 ULt 7 F8mgD # AH
AR (PULSARER) W ONCE N/IFHFRER (PHOTONRER) O 14RBROAGH I
T, IBBREEER D 2 VIR HEMICE Y EIER & anzfg% (&5 FHICERT
HAZHEFEGEEGT) OO, BEREEICORNBAAEMENZE: DNAIREEL, 0
FBSEE ZFE L2 ( TVIL 8. % : EWNACHENi S 7= 5 I/ AR SR & OVE AR R 5k
(14388%) Itk W THE SNZRIER T Z2R) .

11.1.2 AFNOFEMARRER (K WIEZ 65 & LZ1288R) KO 7 ULt 7 F8mgd #AH
AR (PULSARER) W ONCE N/IFERER (PHOTONRER) Ot 14BRo AR I
T, BEMERE 49576 7H] (0.1%) . EiPEREEF 23261 (0.1%A0) « 7 7 1
ZED 26 (0.1%A) S O\ PERGE MR IERS 1] (0.1%A) I8RO bz, Zib D
HLEOFECHER L, MZEFR (0.2%) L LCidd L7 ( TVIL 8. 3 : EWNACTHEfE S
7o 85 T/MAHRRER X O AR (1438080) ICB W TS S z/IfER ) KOy TV 12.
ZOMOEE] OE (1) ) |
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(2) ZDinEI{EA
11.2 ZDH#DEIERA
5%LL E 1~5% AT 1% AT

R™ FEEH I | IR SR HNRE, ARG, AREEE, AR A,

(RITARED) (16.2%) W bRz kA8, AR AlESK, RiEMAE, /i
FBO7 VT, fEEFR, FEBRITT, SR,
e, 7 LA X —MEREIRR . %o O MiRE, g
ERRIER, 7 FUBR, RiEER, WX, miE
i, AR A RS

R™ IR | ORRERE, A ARIR ., SEBERRHEIE, PHBEE

(P2 ARER) JE, SHBEM L, PEBEEAEE . MaNsZet:, M
JEE, HERR T BRAESE . MR RS, MR SR R
JiE, M BIEE ., A AR

IR® FESHACETR | TS EOCRNEURS, RS ERARLEE, AL A

(FEGHEAL) B, TEFTEAL LI, TEREALRAE . VRS
. TESESAAEAR . TEREBALMAE, VEAESALH i

R AR AR Bk, BRI ARAE. IRRZME. HRZE 5 e, IROREE, RgyE

(Z DAth) N, PRI B, ARRE R . IRMR . ARBRZE. AR JE PH
i, BRESIEAR, mERAESE, &, HOEE, 26
JE. JEARAE, ALEIC X B, R, T,
AR R A R J

] % D FEAE, RLBE

PEER A e SR i+

FEARARRE R RGP, AW

H{bas L

WAIR 7 HURTR R E LT LT F = e

Z DA, AP, S, EYaRioE, #REWE

%) [8.35MH]

[z ]

77 ULt 7 F8mgD FEMARRE: (PULSARGER) KL OVE II/MAHER (PHOTONRE) (96
HEEFTOT—%) IZBWT, 77Vt 7 F8mgk5REE T 7V~ Lt~ Foamgkt 5REE T
BIVER ORBLRIICZEITR D SN, T 7Vt 7 F8mgD et 7 v 7 7 A Lid, AFIDOLE
HOREMTa 7y A NLE =B LT\, 207D, AAORWER L LTl 2F8137 7Y
~LE 7 F8mg (114.3mg/mL) HHI & FE—& L, RFOFHMAHRR (F#EISEL G E L1212
RER) RO7 7 U Xt F8mg?d & MAHKER (PULSARZ ) I ONC 55 11 /1 46 7K Bk
(PHOTONER) D14 BROHFSMATIC LY . BWEMORBUEE 2 Lo, AFKG%ZIZZ
DEIBRFEGER D L ONTHAITIE., JERISE U TARIORE 2 F 1357 8, @y e s x24T
DT EBRETHD (VL 8. F : [EWHTIME S #U72 5 I/TARRRR & OV TARERER  (14585R)
WZBWTHE SNRITER ] 28) |
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BlfERA—ER

EHBRABEERRREERVEKREREERE
= BN TERIN-FI/MAEABRERVEIE
(REI2mgt RUT 7 1) RL+ 7 +8mg)

T RBREMIZELS RBEMIZE : 0.4mg)

=
- R

R (1488 (CELTHRE Sh-BHER?

X)) BREFRICERT 2HEEREET.

S AANER
ZARMERAl xS 4K 4,957 57043
FIE T BB 1,677/ 132/
RIERZBES 33.8% 23.2%
FBUIE (BBEIE%) FBUBIE (FBBEIG%)
I et || e e |
(100%) (100%) (100%) (100%)
UNCODED 3(<0.1) 1(0.2) £ N N 16 (0.3) 1(0.2)
AR 8(0.2) 3(0.5) £ IR 1(<0.1) 0
M T R {1 1(<0.1) 0 AN (0 3% b Rz e 1(<0.1) 0
kLR A E 2(<0.1) 1(0.2) PRI MR N 1(<0.1) 0
G I A D3R R 1(<0.1) 1(0.2) R 1(<0.1) 0
DA ZE 3(<0.1) 0 HEVE N i BT 1 2(<0.1) 0
D R 1 1(<0.1) 1(0.2) Nt 12 (0.2) 0
H ROk E 4(<0.1) 1(0.2) B 3 (G 1(<0.1) 0
R 1(<0.1) 1(0.2) R 2 1(<0.1) 0
SR PSR 1(<0.1) 0 HaneE - pes 4(<0.1) 0
[BlfEPED F U 2(<0.1) 0 SRR S i, 1(<0.1) 0
RS 1,426 ( 28.8) 102 (17.9) MU RS 1(<0.1) 0
IR 0D J 55 5(0.1) 1(0.2) R AR 13 (0.3) 0
Tt B BE A 3(<0.1) 0 IR D JAE 4(<0.1) 1(0.2)
— i P 1(<0.1) 0 HR A% 98 (2.0 1(0.2)
PAZE R A4 fk P 2(<0.1) 1(0.2) AR 269 (5.4) 12 (2.1)
Rl A 7(0.1) 0 IRZ 9 FEAE 18 (0.4) 1(0.2)
RiED 7 LT 6(0.1) 0 R AR 10 (0.2) 0
HiIE DRIE 1(<0.1) 0 AR gt ifn. 1(<0.1) 0
AR Rg 2% 5(0.1) 0 AR R sl 5% 2(<0.1) 0
AR A e 1 1(<0.1) 0 AR Rt 2 8(0.2) 0
KA 1(<0.1) 0 AR R v N 6(0.1) 0
—i M 3(<0.1) 0 HR Mg 7(0.1) 0
gl ER 1(<0.1) 0 AR Rg: 0 B J2 55 1(<0.1) 0
P D 24 (0.5) 1(0.2) HRNG 2 5 FEIE 1(<0.1) 0
BB A kEY 2(<0.1) 0 R o> Sk 85 (1.7) 1(0.2)
ket N Y 5(0.1) 0 FEPIRE 4(<0.1) 0
T [Nk 7(0.1) 0 [ARTEETs V7S 7(0.1) 0
IRER = L AT o — L ik e 1(<0.1) 0 W5 4y e 1(<0.1) 0
AE 1(<0.1) 0 LA 2(<0.1) 0
EAEFE M 1(<0.1) 0 FG N T TR A ) 1(<0.1) 0
i R 3t e 1(<0.1) 0 14 5(0.1) 1(0.2)
FERGEH . 802 (16.2) 62 (10.9) 14 JEE 3(<0.1) 0
AR i 28 (0.6) 1(0.2) s 1(<0.1) 0
MBI 9(0.2) 0 RN 74 (1.5) 1(0.2)
T 7(0.1) 0 IR AR IR Y 4(<0.1) 0
i R 1. 4(<0.1) 0 FEBIAS D) 14 (0.3) 2(0.4)
T L — RS 4(<0.1) 0 BB 4(<0.1) 0
a2 Ly AR 1(<0.1) 0 FEBEH L 5(0.1) 1(0.2)
AR 1(<0.1) 0 BB 1 1(<0.1) 0
£ R 6(0.1) 0 PV 5(0.1) 0
A R k4R 14 (0.3) 1(0.2) B4 M AL 1(<0.1) 0
FAREOND A 27(0.5) 2(0.4) B RER 2(<0.1) 0
A I 1(<0.1) 0 HEBEE 1(<0.1) 0
FY IR 1(<0.1) 0 IEARAE 6(0.1) 0
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FEBUFIE GEBLEIEG %) FEBUE CGEBUEIG %)
Bi g
(100%) (100%) (100%) (100%)
ST A I i B B A 6(0.1) 0 M Nz 1(<0.1) 0
AR A e 39(0.8) 1(0.2) HELL 3(<0.1) 0
AR5 86 (1.7) 2(0.4) WAt 1(<0.1) 0
F%TEEJE% 27 (0.5) 2(0.4) \fﬁ% - BB EE K O 55D 186 (3.9 5(0.9)
FH T —Y—T = ARG 1(<0.1) 0 REE
e 1(<0.1) 100.2) A T A 1(<0.1) 0
LS 1(<0.1) 0 S 1(<0.1) 0
{RAR AR FLTE 1(<0.1) 0 o 1(<0.1) 0
TR AR R PLIE 4 i 4(<0.1) 0 A 2 (<0.1) 0
B 45 P 2 1 2(<0.1) 0 B 1(<0.1) 0
HEL 50 6(0.1) 0 I3 2 (<0.1) 0
R 1 PR 1(<0.1) 0 AT 1(<0.) 0
a0 18 (0.4) 0 PSR 51 1(<0.1) 0
YebiE 2 (<00 0 VESHEB AR e 4(<0.1) 0
6 TSR 1(<0.1) 0 TSI HEHR 2(<0.1) 0
BB 3(<0.1) 0 FEAHEBATALEE 4(<0.1) 0
RIRFIEZ 38 (0.8) 16 (2.9 FEAHAL 1 2(<0. 0
AR P 5 3(<0.1) 0 FEAHEBAL 47(0.9) 0
BT 1(<0.1) 1(02) FERELRAE 3(<0.1) 0
A 4(<0.1) 2(0.4) TESHHBALAR L 2 (<0.1) 0
WA (6 3 2(<0.1) 0 TSN MR 13 (0.3) 0
SRR 2 (<0.1) 0 TS V22 2 (<0.1) 0
WA ) 1(<0.1) 1(0.2) TSI 99 (2.0) 5(0.9)
KENEE 25 (0.5) 4(0.7) TESHRAL X O PRIk 1(<0.1) 0
SRE I f  E 1(<0.1) 0 TS BOS 1(<0.1) 0
A 2 (<0.1) 0 AL AR 2(<0.1) 0
IR R 20 (0.4) 1(02) (e 1(<0.1) 0
ISR IR 2 (<0.1) 0 el 2(<0.1) 0
AL 3(<0.1) 0 AL 11(0.2) 0
B i 6(0.1) 0 o R E 6 (0.1) 0
IS HESE 3(<0.1) 1(0.2) HBIEIE 5(0.1) 0
S AL IR A R e 1(<0.1) 0 ER/EVAWIE S 1(<0.1) 0
A 1(<0.1) 0 JERYSIE K OV AR UE 23 (0.5) 1(0.2)
SSET AR I 1(<0.1) 0 fiihsE e 10 (0.2) 1(0.2)
A FARAL 4(<0.1) 0 I it e e PETSALj e 1(<0.1) 0
RS F i 5(0.1) 0 iRPZ 10 (0.2) 0
SRR 1(<0.1) 0 Rl 1(<0.1) 0
IRIGIEIR 20 (0.4) 0 EIHEER 2 (<0.1) 0
R 1(<0.1) 0 B, R OULE A DHE 66 (1.3) 2(0.4)
TR £ 3(<0.1) 0 SMEME E B 1(<0.1) 0
RE [k 3(<0.1) 0 14 SR 5 40 (0.8) 1(0.2)
HH 46 (0.9) 1(0.2) Mie {55 1(<0.1) 0
BOET 28 (0.6) 1(0.2) iP5y 1(<0.1) 0
] 2(<0.1) 0 AT HH i 2(<0.1) 1(0.2)
HOME 20 (0.4) 1(0.2) IEP A (P 3(<0.D) 0
A T- i 10 (0.2) 0 HRAL# & PHE 1(<0.1) 0
S 7RI B 1(<0.1) 0 it e -2 3(<0.1) 0
AT 2 (<0.1) 0 IR 75 ) D 1. 1(<0.1) 0
A T 50 (1.0) 1(0.2) et A I LR KR 1(<0.1) 0
P 1(<0.1) 0 JULTE 1% AN TR J% 1(<0.1) 0
s TR0 151 (3.0) 4(0.7) AL e 1(<0.1) 0
[T 19 (0.4) 1(0.2) ST B 1(<0.1) 0
B TAE~A R 2(<0.1) 0 SIS & B P 9(0.2) 0
TR 13 (0.9) 2(0.4) PR 2 1(<0.1) 0
T g 3(<0.1) 0 Y- 1(<0.1) 0
AR ER e 2(<0.1) 0 R AR AT 197 (4.0) 15 (2.6)
i 5(0.1) 0 7 v =890 3(<0.1) 0
F 1(<0.1) 0 A2 U o S HN 1(<0.1) 0
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TR (FEBEIE %) BB GEBLEIG %)
(100%) (100%) (100%) (100%)
I -5 3(<0.1) 0 R 4(<0.1) 0
USRS i b 4R 3(<0.1) 0 TR 2 (<0.1) 0
Py eyl 1(<0.1) 0 AHRIE 1(<0.1) 0
R R ok 1(<0.1) 1(0.2) BT 1(<0.1) 0
RS T 2 (<0.1) 2(0.4) B R OVR s B 7(0.1) 5(0.9)
IRE 5 178 (3.6) 11(1.9) T PRI 1 R 1(<0.1) 1(0.2)
SRR A B 1(<0.1) 0 HEAR 4(<0.1) 3(0.5)
N 1(<0.1) 1(0.2) BAR% 2 (<0.1) 1(0.2)
PR I B P 1(<0.1) 1(0.2) R R R 1(<0.1) 1(0.2)
R N ARBGTE 1(<0.1) 0 Wi, HER B Ve s 9(0.2) 2(0.4)
JRPER /7 LT F = 3(<0.1) 0 T LLF— PRI 1(<0.1) 0
WA s 2(<0.1) 0 i 12 1(<0.1) 1(0.2)
R B O 2 (<0.1) 0 K 1(<0.1) 0
B DR 73 1(<0.1) 0 (i 2 (<0.1) 1(0.2)
HEMRZ 1(<0.1) 0 Hli FEARSE 1(<0.1) 0
5 ks R S O A pBL ek e o 2 (<0.1) 0 LA 1(<0.1) 0
e 1(<0.1) 0 S 3(<0.1) 0
FEES 1(<0.1) 0 iy 1(<0.1) 0
B %‘TE%UEHB]KE)% DHFEY 1(<0.1) 0 B2V B OVRE T HEL Ak e 11 (0.2) 0
(K ORY =T & ET) S 1(<0.1) 0
HIE i LI I 1(<0.1) 0 SR 2(<0.1) 0
PR R 28 (0.6) 2(0.4) RS £ (LI 1(<0.1) 0
JENE 1(<0.1) 0 o S 1(<0.1) 0
Jié . i, 1(<0.1) 0 Z PEfE 4(<0.1) 0
L R0 7(0.1) 0 7 UAE M 5 IEE 1(<0.1) 0
FEED E W 1(<0.1) 0 S5 1(<0.1) 0
TR A2 2 (<0.1) 0 SR 1(<0.1) 0
SR AR 1(<0.D 0 AR OWELE 9(02) 1(02)
5 10(0.2) 2(0.4) BRPY S 8(0.2) 1(0.2)
TR 1(<0. 0 BRI KB 1(<0.1) 0
o A 2 e 2(<0.1) 0 e 20 (0.4) 7(1.2)
77 TS 2(<0.) 0 i iUE 18 (0.4) 6(1.1)
i 2(<0.) 0 KA BINR A TENE I 1(<0.1) 1(0.2)
— VN % Y 1(<0.1) 0 I s 1(<0.1) 0
MR 1(<0.1 0 MedDRA ver. 26.0

X BHAINE BT A (AMD) BEZ x5 L L2 : VIEW1, VIEW2
ML ERARPAZESE (CRVO) 1215 HBNFIEA B 3 5 & x4 & L7c#Bk : GALILEO, COPERNICUS
HEEERAR > ELPAZERE (BRVO) 125 B A B 3 5 & 4 x5 & L7128k : VIBRANT
SRR 3T D RIS A S (mCNV) & A3 5 B8 & 55 & LBk : MYRROR
RIS EBIEE (DME) 2FA9 % H8H %2545 L L= : VISTA-DME, VIVID-DME, VIVID-Japan
MR ERNRE (NVG) BEFZxt5 L L7-# Bk : VEGA., VENERA
KAEHEESE (ROP) A Z x5 L L-# Bk : FIREFLEYE (77 U ~L+&~ 10.4mg)
BHANGERAZE (AMD) BEZExg L LBk : PULSAR (77 U~k h8mg)
PR RN EIE (DME) B#EZx5 & LZiB : PHOTON (77 ULt~ 8mg)
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I. 2% CE

=
(=]
o

FEFEHR) ICAI SEE

1)

THWREE |

TRE AN
EDOREBRPEE TS RVWAEFEFRR B L ORRERIIM DR | 2 DMEEANRE] O%54 T,

IEYEAPRE] |

[T~ ANkEE |

DKEARIRE) 27—k L, 25 EEFH

M

BF4 & ORBRIRIZEETE 5203808 - QR BRIRIIEETE AVEERS) & AN ORSLTELD
THE L. ERAREIER & 2 OloIfERICZh i L,

NRIFLULTDO L BY

RESNRRA o | MR | R | BE | kB |
RO ERS, PN I P I P I P TRV .
s | ERE (4,95761) 16 (0.3%) | 1(<0.1%) | 2 (<0.1%) | 4 (<0.1%) | 3 (<0.1%) | 3 (<0.1%) | 28 (0.6%)
FINEE | g AfEH (57061) | 1(0.2%) 0 0 0 0 0 1(0.2%)
. L (4,957H1) 8 (0.2%) 0 0 1(<0.1%) | 4 (<0.1%) | 1(<0.1%) | 12 (0.2%)

HANEE (57061) 0 0 0 0 0 0 0

2) [HBEZAME] : AFIOBESFED 5 6, BHHAMDOJRESR BbbET) & L,
3) [REEZRE., BAEH]  BERSL LHEA LoEBEomICEhEhT#H L,
4) [ EHIE, Rtz S, 77 S/, —REMELRIEZ2 £ T HEd ] OFL8 CEFH L (0.2% (1241

/4,95761) ) | ERAZBWERIZFEERK LI,

5) [E&EUN] : BFIRXOZOMORIENTIX, T8R4 Lt

9. BARERRICREITIZE

BRE ST R
10. BEERE
13. BEERS
13.1 fEIK
FEREBRIZIB VT, —@EORE ERARHE SN TV D, EEREOEIZHEOIREN
ERIDZERH D,
13.2 JiE
IRIEZBEE L., BENIRO LN GA Il e LE 21T Z &

[zl

13.1 AFIDRLN & x5 & LT BB IV T, BB 1A AAI20mg % 5 A 3 5 500uL iR
® (PEEGEII2mgE EH T 550l E) CTHEIRFANBE L&A, F5#%1
Hifkr 32 —@EORE EA2Z8 D Hivlz, £ AKOROPEE x4 & Lz iiRRERIZ
BWT, #BRELIHICAA4.0mg (TEHK G EIT0.4mg) Mil-o CGHEERLG S, BERYS
B U C i@t IR E5- & ABEERIEN RO I S ERIZEEL LT,

13.2 BHEREBOEIMIHEVIEEN ER T2 03550 T, IREZHIEL., BEIROLNL
AT R EZ1T O 2 EBMETH D,
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1. EHLEDEE

14, FRALEDFE

141 ERIBRERIDZTE

14.1.1 AANL, FEHENCRBEICET Z L, BIRIOHE L2324 2B 2 72X H 1
T 52 L, REE CEIBICHE L7324 28 2 220 R Y | B R TRAR
FTHZENTEEN, DERE/NNRIZEDDZ &,

14.1.2 BHRIC X DR EATV, ERRICHR 7, IREBXUIIEEPBDO ONDHGAE . Bl
BHEBEO LN LH56%, BEPRBDOOLNLGEITIIMEA LN &,

14.1. 3 E2E ST RCHHRCBRE SN2 & 256 SUIHIRUINOSE T L
WZ &,

14.1.4 [74 ) =T HEFARES&KRIO0mg/mL]
ELWEEDRAITHDZ L2, TILDOT YL THRTDHZ &,
(74U —7HFARRNEHHF Y ~40mg/mL]
ELWERECRAITHDLZLE2V) U IPDT LV THRTDH I L,

14.2 FEXIHRERFOEE

14. 2.1 AFNIREFERNICORE G T 52 &,

14.2.2 307 —VOIRFHHSZFEHT 5 Z &,

14.2.3 [74 ) —T HEFARESH&KA0mg/mL]
1A 7R (FIR) oAz ETDHZ &,
(A =T HEFARRESFAF Y ~40mg/mL]
1>V ViR (FIR) OAOERHETHZ &,

[z ]
14.1 AFIOEG-RTO—xA 72 ESFH & L Cital L7z,

14.1.1 AF|OFFET,  THEEZRET, 2~8CTHRIF) SN TW5D, ESFFNHCEREIZK L, 24
BERILAPNICE 32 2 &, AN RBRE CRIBICHE L 7223 24FE LN TH AL,
HEMBRGFT DN TE DN, NER/DNRIZED S Z &,

14.1.2 FEHHRIZHRL T, IREXIEARRO LNZD | BaEBEENEO LD . BEN
BOONDEEIIIMEA LW &,

14.1.3 HRIO—BAFEEFHE UTHRE LT,

14.1.4 NA T ABFI KRR » MUKNITZEN TR HIRE (114.3mg/mL) ORAFINH 57
O VE R L7,

14.2 RANOEGREOFEFFHE U TR L7,

14.2.1 AANIOF G AR GO IZRE STV D,

14.2.2 KHNIOWFAENESKHT, 307 — P OIRFIHS ZEHT 2 0ERNH H, 7B, ATV
AN DOFHIZFEMH S L TWDENT, FEH T 4 Vv Z —fF &S (187 —Y 5637 v )
TANA TN SENEERIRT 272000 THh D, M AEPNEFH TR L
WZ &,

14.2.3 AR NEZRET D720, 134 TATI1IV Y o 2iE, 18 (FIR) oA OfER &5
2 & (X fH%E) oEBE)
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12. ZOHDEE
(M EERFERIZED C1ESR

15. ZDHMDEE

15. 1 BREREAIZE D < 1E#R

15.1.1
[7A ) =T HEFARRES&RAOng/mL] AFFE G280, 25 OVEGFLEIZEK T 2 Bk
MARZEAR IC BT 2 A EFSR (LFHFEZE, M2ed, MBS NRBT LN 5, B
HIARIN MR 25 BE AP S & P B E NS Tt S 7= B IAERRER [ 2B O OFAffdT (24
) 1 (2B 2R MARZE R BE R R OBBIRIT, AAEGH2LT3.3% (1,82441460
B) Tholz, METLEIREAZEE IS E O MRS A A4 2 BE 2 1 R ICE N TEm S
7B IAHERER (23888 (761 & 100#H) OOFEMNT] (Z351) D EhRIMAR AR B EE S 0
FERIL, AFEGRERET0.6% (317HIT1261) Th -7, MEBEERARD I ZERE I 5
BHRIEZ A 5 BE 2RI EWNACHElE S - B IR (1338 (52:[) 1 12k 5
BhRMAR FER BE S DR BIRIL, AFIR GREEILT0.6% (15861 16)) Tho7-, 7
VTR I 1T 2 WG BT A6 M8 FB 3 & )R ICE NS C ol S 7= B RS [1588k (481
M) 1 1281 2 EhRiMm AR ZE R BE F R DR BIRIL, AFIHGHERILT0.9% (116641 141)
Tholo, PERFNHBIZEZ AT 5 BE 2 xR ENA CHEM SN 72 B IHERER (33 (1
FH) OO 2B 2 EIIRIMARZER B E S DR BLRIL, AKIR GREEIKT2.9%
(73061H2161) Th o7, MEFAEFRNREERSE 28U EN TEE S L2 F IR [2
bR (13 E5HM) 1 10T 2 BRI ZEREEFER DO RBRIL, AFRGHRET
1.5% (6661 14]) Th 7=, REAEHEIBUE LS 2 IR E NI C I S A7 55 TR RER
(138 (248F]) ] CTi3@E kMR ESES GEEEOMH M, BE) ORTRL, K
HIBEHRERIRTE.1% (796 46) ThH-o7-, [9.1.2, 11.1.25M8]
[7A ) =T HFARRESRAT Y FMOmg/mL] AFEEH LY, 25 OVEGFHEICER$
ZERIMARIERR I BE S 2 G EFSR (ORI, M, ) 233883 5 raetEn &
%, BRI EBEAVERSE 2 ) RICENS T S - B IARRER [ 288k O OFA T (2
) 1 ICBT 2R MR ZERBEIERFRR OB, AHIEGH2LT3.3% (1,8241451460
) ToHotz, M LEARBAZEE LR O MBI 2 A 5 B 2 62 ICENA TEf S
7R IAHRRER [2508% (7T6M & 1008 [H) OOFAMENT] (2351) DBk AR AR B EHE G O
BRI, RAEGEERIKT0.6% B17HIH261) TH-o7-, MEEERIR DB PAZEIEICfE D 5
BRI 2 A9 5 BE 2 XS ENANCHE S - B AR (1548 (523[) 1 12k 5
Bh R AR ZEA B S DR BLRIL, AAIR GRERIKT0.6% (1586 16]) Th-o7-, T
UTHRIZ BB 1T 2 WS s AL 48 BB & e S [E N CIElE S 7= B IARRER (1588 (48
M) 1 1B 2 ERMASIERBEHFRORBIRIT, AAIBGRE2KT0.9% (11641]51141)
Tholo, PERFNTBIZEZ AT 5 BE 2 XU E WA Tl SN - FBIHERER (335 (1
FH) OOFEMENT] 1281 2 BEhIRMARZERR BB F R DO RBIRIL, KA GHERIKT2.9%
(73061H2161) Th o7, MEFHAEENIRERE 23U EN CHEIME S L2 B MAHRER [2
AER (13 E5HM) 1 ICBIT 2 EIRIMARFEREEFER ORI RIL, AFFGREEET
1.5% (66f1H11%]) Th-o7=, [9.1.2, 11.1.25M]]

15.1.2 KFFEEGICED, Hi7 7V~ 7 MR THIZ 0D 5,

15.1. 3 REHE &~V T RV T 4 N KD IR FHPRIEO O % beili U7- 3Bk I3 550 <

TELT, KEN VT HRVT ¢ U EOEH L2 OFNE R O 2 VE D AA B R
IZHEARTEN TV D & DOFRERITHE LTV U,

(s ]
15.1.1 AFNIVEGFIEEH A AT 5720, A G2 L 0 VEGFIEIZERK 2 Bk i 2
PRI R BB T D REMEN B D, BN DM IE 2 x5 & U7 B IAERER 1 1ERER ICF
WTR®D B 7= Antiplatelet Trialists’ Collaboration (APTC) DEFIZL VY EH LI
ToDLARRRZE, BMAerh AR SESE OB ARIM AR ZERR B FROREBIRIT, LLFO®EY ThHho
7=
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1)

*2)

15.1.2

15.1.3

BHAAMDEE x5 & LB IHRE RBBROOFEMNT 2FR) ) Tk, AKIH#E
H#ECT3.3% (60f1/1,824%1) "V CRVOIZFES SEZEZH T2 EBEE /G L L2
MFREAER (26808R (T61EM] & 1000E[H]) OHFEMEIT) Tl AAFEGHET0.6% (241/3174)
T BRVOIZHE D SEBIEEZ AT 2 BF x5 s LB IHRE (158 (527) )
TlE. AAFIEERET0.6% (141/1586%1) *V, mCNVEHZ Z 1R & L EMFHRR (1)
B (48H[) ) Tk, AFEEGRHET0.9% (161/11641) ", DME%H 9 % B35 % %5
& LTSRS (33 (14 OPFAMNT) Tk, ARAIR5HET2.9% (21641/730
Bl) V| NVGEEZ AR E LB IAERE (288 (13#EM & 5HE) ] ClaARFES
HEARIRTLE% (1fl/e6fH]) *VCTH o7,

7235, CRVOSIIBRVOIZf: 2 B IEZ A3 2 B35, mCNVEE LK ODMEZHT %
B g & U BRRARBR Cli, “PIEE S B ORT6 % A AP IS i 8 5 5 S 30 i 1 €
DOYEEZ AT 2 BE TR R LR ST 5,

F7-. ROPEF x4 & LB [13A8k (24F) 1 Tlrx@hkifnfeZEre B g
% GEEEOMMM, MIE) OFRBRIT, RAFEGHE2AT1% (7961F461) *2 T
bol=Z Lt TA U —T O HRNER40mg/mL (ZEFE L7,

Antiplatelet Trialists’ Collaboration (APTC) DJEFIZ LV ED bk ZER R E RS L LT,
FEEBER T DGR, FEBOEA 2R, MBI (RN OET 2 E1e) 2D, BRI % Xt
& LHEIHRBRIRRICB D TR ONEEEFRO ) b, NSO LI EME ) 5 7 5 APTC

HIEEERIZBO T, BRI ERBEEFRS L HESN, EEO3HEOWTNNITHE YT &1l
NIEHEFEZTH D,

ROPHFH % %4 & L7 IARMRER ClZ, APTCHIEZE BRI & 231317 > TH 5T, MedDRAKEHER:
%X (SMQ) @ T i M it R A b2 | KO8 TR DR BB (2 5 0 R EEA 7 o K OYIMAE o
FEEIASRES N s, TBIRMAGERE GEREOMIIMm, ME) | & L,
AFNOFEMARRER2AER (VIEW1RAER, VIEW2:RER O 145 H O M) O s R1z
HOWTEHRE LTz, RBIGE FTOMRT 7V -~k 7 MHURRIEIZI T DB IS I,
VIEW1iEk: & VIEW2RER B W TENZNORERELIKR T1~3%DH#ERE TR Hil
720 PURBREG] & HURIEHER] O R IZ B\ T, B EBIIE1ER IR T D8 O#ER kO
HEREROFRIUIR X 2EITRBO Lo T,

EERRBRICB W TIE, Hi7 7 Ut 7 MHURBIEGI OB SRS . Hi7 7 U~k
RIS K D MW EhRE . AR R OV VRIS S B IR bR T2, Tt T
BURE AL CIIPUARE AV ERIR ERE e & 72 2 IREMRIFIR VN E B 2 b b,

A &RV T RV T 4 AL K DHAR I FRRE & OOFERIEIR A BREHI T T
W2, RAIESNVTHRNVT 4 B U258 O RME R OV 2T ST e
AN
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(2) SEERIRAERICE D 1B

15.2 FRERERERER ICE D < 15k
(74 ) =7 HEFARNESRAOmg/mL] YL IC 4 R T8 » H IfE TAN R E # 5% 0
FEHAR AR T, 2R O 4mg/IRI G RED SRR (SRSl B IZ|E 2D
5A TG 2R TEMABIE S I, IRERIC K Y BIET D sl b TH - 72,
0.5mg/IR¥F G-HEIC L FLAT ITRE® e, YRR (BHELE) (2B 2 mE bz
77Vt OBRER R, BRR TN s AN RS (C2mg & I AN R RS LTz
& EDEFIRBIZE T L Cnax CAUCD TN L1425 M OB6FFITAHY L, AREVEMIRIE
BAEI20.4mg % TR HRIR G- L7z & & DCmaxD2 FHITAHY LT,
[7A) =T HFERESFAE Y ~Omg/mL] H/LIZ 4 HIFIRE T8 A MR 1N S AE &
5.1% O BARLRE PR IS BV T, 2K UMmg/IRIE G-RED SRR (SRR BR) 12
FE2R NS A XIFER 2 n T A BLEL S L7z s, RIS K 0 [ 4 5 Al 2k Th -
2o 0.5mg/IRFEEHEC YT RITFRO S, Lk &R (MEErEE) (2310 % Mk
BT 7 U~k 7 h OIREEIT, R C2mg il FIANMIER G Lz & & 0EFIKiE
(2B % Cmax  CAUCDO T L4215 K U615 ICHH Y L7z,

[zl
YA RN T8 » H IS T RN E R G L%, WA PR EL ER L2 25, 7
7 Vb7 b 2R O mg/ARBE G T RREIE (AT b R2) (CEEE AR 08D A SR & 7~ 4 B
WiRFRD BV, T OFTRIIRIRIC L 0 BT 2 AL Th o7, ds, AKIO 5 IFE R
(B WIE 2 k5 & L2128 KO 7V~ Lt 7 F8mgd & MFHRE (PULSARRER) I O
2 T /IAEERER (PHOTONER) DO 14RBOSEIZE N T, SEEEO D ASCIEIBITRD &
IRy T2 D3, [FEROFELBEEIRICEB W THIT 5 AEEIIEE TE W, EEME L7,
T AV —T O RN EFHR40meg/mL Tl ARBTHEIRE I C T DR~ — Y v A B LT,
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X. JERGEREABRICREI HIEE

1.

AR
QF $HE 32080

(VI HEREIZ B 2 HE | DHSM,

(2) REMEEEHER

77V T MEIEEICEA SN, AT 7 a D= SHERLTHY . T ERNA~D
R THD bt eI A N7 4 (CEk134E6 A 21 B T ERERE
9025 JF A I8 B3R R R A ERR R @) (2IES <, ARG K OV LA R U I E R
B4 2 BRI EM S TR LT, GLPIEUENL CHEHE S 72 M F I M IF T B2 G L 7= il &
O'GLPIZHEHL U 7= 1n vivoikBR OfE S0 B R S A7z,

1) AR RIGEE (L) 149

77U SAL T RO PRI RIE T SV T, BRI T B U g i
SR, IR LA O L REA v M & 0 FHE Lz,
H=7 AT 7V~ k7 13, 10K U80melkgs 1~15608 HIZHE1H, 16~27iE H (321
fIZ1E, 64 AR (BF21F]) §ARN&E S, XE1.5. 5. 156 U80mg/kg% 1 IZ2A], 13:H
M (Gh26E]) R FHEL-E &, WTFROBREEFIZEWT S TUREIRR ~D BT S
Rinoil,

) DIERKEEE (Tv b, TOXR, HJL) 4749

7wk (WKYZ > b)) 77Vt 7 k (0.05, 0.15, 0.5, 1, 2.5, 5, 10&%1'25mg/kg)
EENENHEIRZ TG Lz L & 0.5mg/kgbh b CUGHEH i+ M OMESE# i+ o i &K 700
72 PRAPED L, 10mgkgll FOHBETRKRE 2o70, MJE EAITEGH%2~4BITHRK &
720 FREI I ERARICIER U, E P ERER 7 7 U~ vt 7 MRE DK Ipg/mLA T
[l E TR LI, v~V AICBITLHRETH, 2 LRERDOERN S Ento

Flo, H=I AT 7 U~k 7 R3, 10 *30mg/kgs 1~15# B (X 1[0, 16~27#
Bix2lEIc1E, 64 A Gr21E) fFIkN#E S, XE1.5, 5, 1564 1*30mg/kg % 1K IZ2
M, 13 (BF26lal) BTG L7z s &, D ODER T A — 2 IZH B 7R B3R
Dot

—1556—



X. JERGEREABRICREI HIEE

3) E Db D& 1 FEIHEHER50-59)

RX-1 REMEEABR-E

aERE H EE 5= (EES
AT 5 : . " . A
mgﬁ%%ﬁjm M - n=6-11/8% | B0 MIFrkcifE (R3E) | ([Zxf T oRER L

SE I R Bl S 1 -
5 MSDF | 10, 50% U'250mg/kg. PERARAE ST A — s (IF

PRI R ARAE™ B n=S/E | 3053 Bl FrgE §§L1@@ﬁ5%>“%
. . AR AR I 7 1 R S o
Sy 7 F/NZW 0.3. 3&U'30mg/kg. N

BB AR . P KT & OIS O i = 58 &

1E/EITJ " H 72:& : n=12/ﬁ$ 30%%‘1%@?5%/5 (é‘l@) @f&?ﬁ‘%@&bﬁ%ﬂfl
i FH B 1 A7 O 73 R A AL X
i IR A E 59 7 Y% X/NZW 0.3. 3&U§SOmg/kg\ I m%%ﬁﬁg@{&?&’o\
B it e - n=9/k¢ 304 THIFERERIE (2240B]) | REETE R OB 3380

LTz

(3E) 2EBREICLIBEHETIURILET FRUEAR7 D URLE T FOmHEERY
IEBIEEANDEE (TOR)

B16F1~ v 2 BAEAJEMIKE., A673E NEEHUT A BEM A X IIMMT~ 7 A FLjE M faik 2 f2
IZBAE L7-SCID~ U RAIZT7 7 U~ L7 K0, 0.5, 1, 2.5, 10} U25mg/kg# i2[a]F T #
Ho(1~2HM) U, mERiEER g OFEAR T 7 U Lt 7k O 2 ELISAE THlE LT,
WEEERL T 7 U~k 7 MREX, EEOREICL O T HERFNIC EF L, 2.5mgkg TK
10ug/mL® L~ULZ | 25mg/kg THRI100ug/mLIZE L7z, —F, fAaHT 7V &7 Mg
FE VAR Eudnk Tl L. 2.5mg/kgbl EO AR THRRKEE CTHDH1~2ugmLICE L, F7z,
2.5mg/kgl) b & TR O¥EFE A4 I U7z, MBS Z i L2 & ik, Ry 7 v
ALt MEEIIREETT 7 ) Lt 7 O RIME TR A 2 T,

(3) Z DO EERER
BB L

. EEAER
(1) BEx 5 1R

DHEFERKRE (YIL) 9

77Vt 7 SO ERNE G X D HERGEERBRIIER I TW RN, =7
AN E RN KEEGHERBO L LT, M ERNERBIERGREORAMEFEEZ MG L,
77Ut h2mg/RO AR FAANEEGIZ LD . fiE IR S%28 ., MR TIEES
BIAZE— 7 & T DIROBE R RIERIES (HTEARL L OME AR O HEL) 2SR S iz ds,
ZNDIFATFECIHE £ T2, HATTIH B ETICERIZEIE L, KRBRICBIT 25/
ElI>2mg/iR TH -7z,

DLERE (S k) 560

Zv bk (SD%T > b)) 127 7V ~Ubt 7 F50~500mg/kg% 3043 2> CTRERSY 7 & Hila|§ ik
W5 L7z & 2 A, 50mglkglh b & CTHREIALIZE T 5 — i B R A K OV, 1K
N O ARG R OB B OB ERD NIRO bz, ARBRICB T D&/ EBEEIT
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X. JERGEREABRICREI HIEE

>500mg/kg T~ 7z,

(2) REREGEMHRER
DEFARREZRE (FIL)
<13BEMBFHRANESEERER (VL) >555860
H=7 AT 7 VLt 7 10.06~4mg/iR % 2~6l Iz 18] (FK7ME]) AN TR
HLEEZA, BEANIZRDLNT, 77Vt 7 MEEICEET 5 kg2 b, IR
BHERORAE., K OYREAZOREICB T 2B RIERRO bz o7,

<8#n AMEFHRANEESEERER (L) >6v

=T AV NWIZT 7 Y7 h0.5~4dmg/iRZ 4B HIZ 18], 8» A (FH9lRl) SKAERE 11K
NG LIz 2 A, SEEHITRD bivZenoTz, IROFTRII =7 A4 vz H =138 MK
T ERANR SRR CTALNIZFT R EEHL L TRBY . EICRE T @EORORIELIETH
272, 2mg/iRLL OB ERECTEAEE (S H SRR ) ITRRE 2 NS A SUTIEE &~ 7 81
DBIZESALTZD, IREEIZE VIR T 5 it (b Th o7, 0.5mg/IRF 5-HEI Y 54T fILRR
oY, YR (EEMEE) BT 2MmETEHR T 7 U Lt N OREEIT, 5K
THNEEBE A MR 12 2mg & SN T RN G- LT- & 2 OEFIREIZEH T 5 Crnaxk FAUC D
FIENA2(E R OB6I5IZH Y L, ARATERE B 120.4mg & HBIE AN E G LIz L &0
CmaxD2FFITHIY Uiz, EHEMEIX. h=7 A VL Z2 =81 HHREM AN RERIC
BWT, 2H512xF L T0.5mg/lR (1mg) . ARIZxF L T4mg/iR & Il S 47z,

¥ VIUICHT D amg/iRBE 51T, b M2mg/iRE S L725A 060 AEICHEYE T2

) EEH’E (Y)L) 47486264
H=I AP T 7 Vb7 +1.5~30mglkg% 2~ 30 D E T4~ 133 [ 7 T 54762
& 5\ F2~30mg/kg A I 18] LIE 238 R 1B O A E T4 ~6 5 H RPN 4% 5486364 | 7~
RiEHGEERBREZEm L., 77 VULt 7 hOEEEZ S LT,
RN G & R TEWEMTR Y 7 ) XLt 7 h~ORERRD b, 253 (5, &
i, B, DB ONRIZEDRTR) 28 3EL L7z,

) EfnE AR
77V T MIES T TH L7280, DNARMO YWY E & OEEMAEERITTH S
WZ &G BRI E S ko Tz,

(4) BNA R ER
INFETIERSNEZT 7V bt 7 ks XU OVEGFLER ORI T, REMREIER
RGEMHEIER 2R TaRIE <, 77Vt 7 FOBRAREMEZSbE 2 ERITA LT
RN e BAJRMERBRII I S e o T,

(5) £ IERLE S MR
DEZ2MICEAYT HHER (YL) 9
=7 AP (MERERGBIEE. 5 LMERES261/FF CRIEMEZ G 127 7 U~k 7 13, 10
K O30mg/kgx 1~15 B IZ# 1], 16~27 B IX2@EHIZ 18], 6 A (§F21R]) FRlRA
H L7zl &, METIE3mgkgll EORETIIRA LT (ZA T VA —)L, TaF AT,
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X. JERGEREABRICREI HIEE

A e EUB) ORME, JPREEALVE O ERZE D AL OARHRIL H#e, IRERE RO
A, BERLIESHI AL SO AR O 5 NI OV J8 O ZEifi . 10mg/kglh EORET =
EENE, B EREZENE, 30mg/kght CRAINEADD NRO bivic, F7o, HETlE3mgkgl
LOBETH T OESHMEK T L OEEREPRO LN, bW sy ARoREIEIRM
HFICEE Lz, EZ2PEICBE st &R b o 7o,

D)RE - BRIRFEEICET DR (VY F) 6560
ZECHE OMEYE T 8 (NZW 7 ¥ %) W T, IFR6~18ARICT7T 7 ULk 7 3~
60mg/kgZ 3 HC1E] (F+5E]) RN G- L7 Bk CTl. 3mgkgll ETHRIZAE UFE. N
i} OV B A& &7 ) O AR AFRY 72890, 60mg/kg THitpE M ONRHIWR I RS D #3588 B 4
Too BB« BRVEFEAEIT 0T 2 Mt BTk b Rn o7,
Fio, e~ T YUY X2 ANTT 7 ULt 7 h0.1~1mgkg & iFIR1 B ~ 28 'E T Rk
(IEHR1, TR ON3HE A) ICE3EIE TG LZRRICBW T, JRIEHE (UhF. NIEEOE
A7) OB HE TS, I - IR RS4R3 5 MR RISk D b o Tz,
AR AN/ NHETH 50.1mgkg% £ 5% OWEEERN T 7 U ~ Lt 7 b D Cnax X Y
AUCIE, t MZ2mg/iRZ KEM - ARNES LT-G60OBEEO VT H 105 TH -7,

(6) B AT RIEL 14 S BR

DIEFARRNEZEE (L) o

77Vt N B ERANRS LT & ORI O T, =74 Pz Hniz8
5 A BISAERS F RN G- d sz X 0 /e Lz,

=7 AFMZT 7 V)bt 7 bamg/iR A 4 1E, 84 AR (GHolE) KEHE NS
L7mE EDOREMTRIFTH -T2, 77V bt 7 MIBFENA (V@S YU 7 A10mM,
#AF R U 7 540mM. 0.03% (wiv) RU Y L~_— K20, 5% (wiv) WA, pH6.2) %
MWz, F7z, 8B &K O IRICERE O RIERIGDFRD HITEH, BilFEOKNIA G D21
Blce—27 20, TRUMKITBERICEE L, ZASORIET4y HRIORIELIF S, Hie
T HBEIT A BN o Tz,

) 255 (oHF) 6
77V T N Y XOFEIRN, RN SUIE FICHEBEIE S L & & O RFTHERNE 2 R
FILTERER, 77Ut 7 FORGEAIZ, 77 U~k 7 MEGICEES 2 RET RO T
RO BRI T,

(1) DD %S

DEEFMIZH T8 (FIL) 69

TV NOFRRCKIETHELRGT 2720, BEPREE e (B S6HRCE 23K
) EFEH=T A PN EHNTHRT LT,

77 V7 0.5, 3X1E30mg/kgZ 1013 4 H MIEFIRNEE G (30 MFfeEAN) L, 5%
AWM oEER AR TZE Z A, VEGFILFIEN /3T 26 TTHREN DB ~DEN
BOOLNT, TRTOHREICEWNTE, B, IR, AIEOMMZENL., W2 DR~ 72
FRRIZ BT DI O UIEENRBD bz, Wb 5y A B ORIEBK THICEEX
T EIZEE Lo, Ez, ISRV T, m &R 151 CFRE PH O BEIE & OMRIE D358 6
iz, ARBRIZEWTC, BEEEIIRD D270, BHEFTARED bR/ ET
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& 5 0.5mglkg D RN % 5% OEFERL 7 7 U X)Lt 7§ O Cmax & FPAUCo-168n1%. & FIZ
2mg/IR AT F AN G L2 & & DEFIREFER L, TZ2N503(E K 1345 TH - 7=,

2) A 4EER (in vitro) 69
in vitroilRBR OFE R L kO b oA, i & O E ’77)&wt7%%0m~
8.0mg/mL & 725 KON LT & & P M QR IR ORI D b vz o 72,

3) b AR S DEBREREE (exvivo) 70
t FOMBEOREICRT 27 7 vt 7 homEtEs TRIT 5729, 35O Mk S
JNIEFF U LT=T 7 )~ vt b (5L U25ug/mL) #RMLIZEE, 77U~k
~ & REBRANTRE ST DRI~ DNl o Tz,

4 RERE (FoWEE. oHF, Hiu) ™
FothE, v XROV L TER LT _XRTCOFMRRT, 77U ~btv 7 Mk 558
BPUABREZME L, 77Vt 7 Ol Z2iat L,
Eﬁﬁﬁ%ﬁ#éﬁo@ﬁmﬁwf\779N»ﬁ7%@ﬁ@&5%ﬁ%wﬁﬁﬁmﬁﬁa
Niz, Flo, HIRY Y FOEFIT, FHHRIOFHIRMNIZEIZ L IERERLT 7 ) v T MR
@ﬁ?%&5#77)&wtf%#mﬁiﬂmw%nto%wfi T 7 UL A4l
XX 13, BN XUTERN G L & 2B bzt T 7 U~k 7 N PR g
WMThH T, FURBEAZ R THIEITER GBI A RN 512> T L, 65 AMEIRN
BHEBERRICB W T, BEINTEFLORIBI%ICHAENRO bz, LMALRRL, Z
DORBRIZB T DHURBEGID 5 B, WEERL T 7 U ~Lt 7 S OBRGEICIH S8 % KIT L
7o L S BNI2BI CTH o T, THE R OH BT, Hi7 7 )bk 7 M UREAIC
BE-SIT b2 BERBUIRD b o7z,

5 FAMF DL FHFARER)

AFPFOEMFNOR Y Y p~— 120, HRAFEL DY B _AKFZT U T LK, M
FARWNERIC B W THRNANCZ Y T 5, b DIRIMANZ SWT, AH EE?%W&“ETOH
Hix RG22 LR 5 BOFRNKGIC L 2RI R S5 Z b M ERRNEREIZX
JRETIC R 2 BT DWW TR, KGRI & A Ui % ﬂﬂb\fj%ﬁ’@éhf:ﬁ:«?/f*fﬂ/%ﬂ%b‘
728 % H MRS G-t BRI 1T 5 77T & AN AR G- REO R 12 D Z 51 L 7,
77 2 AR E0.05mL/AR O 438 I 1EIFFIBI O AR G2 L 0 | BilE &K O F RIS E T
*@@Wﬁﬂﬁ@®%@ﬁmﬁgb%ﬂtoik ARERA C—imtEDIRNE A2 5
NIZd, R—F AFKEGIZ X ﬁ%WMk%K%ﬂtoﬁﬁ SR, IR, dOEIRIK
ﬁ%ﬁ&(ﬁﬁﬁ%ﬂ%ﬁ?é@*ﬁﬁf TERFITFEO bNeho T,
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1. RER7
®OK T AV =T ANERE 40mg/mL, 7 A U —T7 O ANTESR S >~ b 40mg/mL
AW rRkELEL . BIEE, UFEEES EE - EMEOMGTEZICLVERTLZ L)
BRSy 77 Vvt b GBI ) K
SIS
¥ T A == AL AF—PIEMaE AW TRIESND, vAZ =AU 7 ORI & LTo URIR
MigzE#HEHLTWD,

2. A%
244 H

3. AERETOITE
WG A WET . 2~8°C TIRIF

4. WFWLEDIE
20. RFWLEDEE
O Z RO, AFNIMRICANTRETRIFT D2 L,

5. BERITEM
BAMEERLTA RN A, <TVOLEY : FY

6. E—m7 - ExhE
TR IEISL, — ) A OREIT R,

7. EESEESERH
2011411 H18H CkE)

8. WERFTABRFABORUVEARES. EMELENKFAB. RETHBRFEAR
<7 A ) =T WHFARRNESHA0mg/mL >
FLEMREATEAA B 20124-9H 28 H
KRS 22400AMX01389000
SEAMAEHENGEAEH B - 2012411 H 22 H
BRFEBHAAEEA B - 2012411 H27H

<TAY)—THFERESFAFY ~40mg/mL>
FLEMRGEATRAEA B 20124-9H 28 H
KRS 22400AMX01390000
SEAMAEHENGEAEH B - 202095 H27H
WRFEBRAAAEA B : 202046 H 5 H
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o. MERTMREM. AARVABETEMEOEABRUZONE

£ HH : 2012429 281

SHEEIXZNR - o0 TR BESET AL M4 2 £F © NN g BE 28

RERUVAZ: 77Vt 7 b (Barf#fz) &L T2mg (0.05mL) #1% H Z &iz1lEl,
Hp3ml CEAH) M ARNEET 5, TOROMERIICK T, B, 27
AZEIZ1E, T ERNESGT 5, ek, RIS KD BGHIRZ E TR 25 53,
15 AUEBITFAHZ &,

f£HH 2013411 H22H

SRERIEENR - M O IRPAZEIE I © SRBE7IE

RERUVAZE : 77Vt 7 b (BarEz) & LTlEHZY 2mg (0.05mL) % #E1k
NG5, &ERRIZ, 1p AU EHITHZ &,

£ H 20144297 19H

SHBRERIEZHER « AT I 1T 2 MRS IR T 26 1 4%

RERUAZE : 77Vt b (BEFHEEL) & LTlEHZ Y 2mg (0.06mL) % hH71K
NET %5, BERIRIZ. 10 AU EHITFLHZ &,

F£HH : 2014411H18H

hBEX X ZNE - WEIRIp B S

FRERUVRHE : 77Vt b (EaFf#Ezx) &L T2mg (0.06mL) Z1x4 H Z &IZ1[E],
HEESEIE AN 5T 5, TO®%IL, BE. 24 A ZEIC1E, i ERAER ST
Do 7ok, FERICE Y REGMBEEZEEHRAE T8, 1y AU EHITHZ &,

£ H : 20154626 H

BBEIT IR - M IRPAZEIE (T © SRBE TR E

RERUAZE : 77Vt b (BEFHEEL) & LTlEHZ Y 2mg (0.06mL) %64 71K
NG5, BEGMMREIE. 1y AU EHITDZ &,

£ HH : 20204E3H 25 H

WHRER IEHNE - M Fr ki

FRERUVHE : 77U~ 7 N (B Z) & LTLEL, 2mg (0.05mL) %A fH AN
H532%, 2B, LERGAIIHESGTEL0, 15 AU LEOMREEH T2 &,

£ H ;202242926 H

THEEIXZHER - A A HERE 2

RZERUAE : 77V~ b (B fE#fx) & LTlE, 0.4mg (0.0lmL) %4 1-A&N
BHET 5, B, LRERGAEIERE TN, 1y AU LEORBEEHITS Z &,

K1 BEKRRAVEESUTINR TH D T OFRIRPAZEMEIC M O MBEEIE ) & TREIEER IR B PAZERE I A O PHBET?

&) 2o, B AREZERE (2fE O SEBEEE] & L C&ARENT,
%2 T AU —T O RN E SR 40mg/m Lo A AR IS
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10.

11.

12.

13.

14.

BEEHERE. BIMERKELAREABRUZTOAR
HEAEMBREARFAR 2022 F9ATH
FRAEROBEE - 5 0 THLE PRGBSI AN 2 £ 5 Il B vE ) | TR EA 2E0E
2P D HBETEIE) . DRI IS T D ARSI ET AR M | M O DHE IR
J73 B BTN
BRARE . BN, EREREONE, AOMELROLZ MO T 2 EEE 145521
F3m UKRRIESEH) A DD NAETOWNTIIUICTHIEY Lgn

BEEIM

HU T RS BT A 178 2 1 O Jn i s B
84 : 20124-9H 28 H ~20204F9 A 27 H

HARE O FRARPAZESE LS L 5 D BEV S
PR © 20134F11 H22H ~20204F9H 27H
JRIUT R 31T B JIRAG IR A2 i A2

FeAHAM - 20144F9H 19 H ~20204-9 H 27 H
W DR 74 8 BTV e

FRAIIM] - 2014411 H 18 H ~20204F9H 27H
HEMGERIR P ZEIE (2L © 5BV A

FAAR © 20154E6 A 26 H ~20204-9H 27 H

M5 B A kN
104 : 202053 H 25 H ~20304F-3 H 24 H (/D59 H =3 5)
A BLE

44 1 20224E9H 26 H ~202684-9 H 25 H
T A — T O FRNTESRE40mg/mL D Bk RIS

EEHREHRICET 51538
A L7

£Ea—F
" JEAE s SR A L HE | EREHR S — R o L7 NERA
Wk5e4 INERESEH o — YJ=—F) HOT# % VAT LAHa—F

TA YU =T AR

AL 40mg/mL 1319405A1027 1319405A1027 121994401 622199401
TA Y —T O
WIES H* v b 1319405G 1020 1319405G 1020 199064501 629906401
40mg/mL

RIEHRTLEDEE

BN
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1. BIAXE
B - | PMID  &kRES
1) Ao = VEEFENER (55 TAEHE - HERERER : CLEAR-IT 035 - EYL0525
AEAN) ] AGREFEEmE R CTD 2.7.6.10 (201249 H 28 H7&RE
2) A T)VERGAENE R ESA S RS - VIEW1IEE (JEA) ] &GR - EYL0564
Wikl CTD 2.7.6.11 (2012429 H 28 H 7&GR)
3) NA ZVIGAENER [HARNZ G T8 M E BRI RS - VIEW2EK _ EYL0563
Br] AGREEEME R CTD 2.7.6.12 (20124F9 H 28 A &2
4) ANA T)VEREFENE R [ A AN 25 e 5 AR E BRI [FEABR © GALILEOR - EYL1207
BR] AAGREREmE R CTD 2.7.6.2 (20134£11H 22 H &G
5) A VR HENE R [GALILEORRER B A ARS8 MRt ] AR Al - EYL1210
“E CTD 2.7.6.2. CTD 2.7.3.2.5 (20134£11H 22 H #&:8
6) N T VIRSAENE R (WSS TTFE B : COPERNICUS#RER (44 [H - EYL1208
N) ] AEGREREEE R CTD 2.7.6.1 (2013411 H 22 H 4&#%
) NA Z)VIESFENE R [ A AN Z 5 o8 TFHE E R L E R © VIBRANTR - EYL2664
BR] AKGREREEmE R CTD 2.7.6.1 (201546 H 26 H 7&#2
8) A = VHSAENERE [HARN A& o8 MAHERRILEER : MYRRORGK - EYL1935
BR] AKGRERRmE R CTD 2.7.6.1 (20144E9 H 19H 7&#R
9) Ao = UIEEFENE R (55 ML - HERERE - DA VINCIRER 4+ — EYL2275
EA) 1 AGREREHEE R CTD 2.7.6.3 (2014411 H 18 H &R
10) Ao =V EFENERE [ A RN Z 5 Lo M EFRILFFER . VIVID-DME - EYL2276
ABR] AR SR CTD 2.7.6.5 (20144£11H 18 H 4&#R)
11) /\4 TOVER S AENE R [VIVID-DMERER A AR N LT, 5281 & EYL2279
M &R CTD 2.7.6.5 (20144114 18 H /&R
12) /<4’ VIR AR R S IAEFRBR : VISTA-DME#RE: (ULEA) ] - EYL2277
AGREREHIE R CTD 2.7.6.4 (20144£11H 18 H&GR)
13) o ooV ARG R [ENE IFEGER - VEGARER ] AR &k - EYL7778
CTD 2.7.6.1 (20204E3 H 25 H 7&#R)
14) NA VEFENE R [ENE RS . VENERAGRER | AGRRFEAR & - EYL7777
£t CTD 2.7.6.2 (202043 H 25 H #%&R)
15) Ao VSN ERE [HARANZ 5 e IFEEFEILFRFRER . FIREFLEYE _ EYL9918
ABR] KRS R CTD 2.7.6.1 (20224E9 H 26 H &2
16) /A T )VEREAENERE [ A AN & 5 025 b AR [E FE G R 38R - EYL9919
FIREFLEYE NEXT#Ux] 7#&GRRFHIE R CTD 2.7.6.2 (20224F9H 26
A 7&GE
17) A T)VEREAENE R (55 T AHERER - H R AN & G5Bk U EAN) ] - EYL0523
AR &R CTD 2.7.6.2 (201249 H 28 H 472
18) o T VEEEAENE R (55 T AHERER - SR RN & G5Bk ULEAN) ] - EYL0524
AR E R CTD 2.7.6.3 (201249 H 28 H & 7%
19) S = VR EAENEREE [VIEW2aRER B A NSy ST, 24501 /A&GRIY - EYL0566
P& R CTD 2.7.6.19, CTD 2.7.3.2.3.4 (201249 28 H /& 38)
20) Ao T VIREAENE R [VIEW1, VIEW2EREROFE MR, 2451 7KGRIEE - EYL0565
FEmEE CTD 2.7.4.2 (20124F9H 28 H &#E
21) NA G ANEE [VIVID-DME, VISTA-DME#RBROF & 4T, 52 _ EYL2278
W] AREIE R CTD 2.7.4.2 (20144E11H 18 H &R
22) N T VIEEAENE R [ENETAHRER : VIVID-Japanikit] &RRE  — EYL2280
fligst CTD 2.7.6.6 (2014411 H 18 H A&
23) Crawford Y, et al.: Cell Tissue Res 2009; 335: 261-269. 18766380 EYLO0088
24) Dvorak H, et al.: Curr Top Microbiol Immunol 1999; 237: 97-132. 9893348 EYLO0089
25) Luttun A, et al.: Biochem Biophys Res Commun 2002; 295: 428-434. 12150967 EYLO0090
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26) Cao Y: Sci Signal 2009; 2: rel. 19244214 EYLO0091

27) Papadopoulos N, et al.: Angiogenesis 2012; 15: 171-185. 22302382 EYL0249

28) NA T LHE NG R (B E . U U b KR O CaB B EEM (in — EYLO0526
vitro) 1 AGRERIHEE CTD 2.6.2.2.1.2, 2.6.2.2.1.3 (201249 28 H

IJALA)

29) Schubert W, et al.: Transl Vis Sci Technol 2022; 11: 36. 36282118 EYLAO052

30) NoA T)VEGHENE R [HEE . CDCK CADCCYEA (in vitro) 1 & - EYL0527
REEHmE R CTD 2.6.2.2.1.4 (2012429 A 28 H 7&:R)

31) Cao d, et al.: Invest Ophthalmol Vis Sci 2010; 51: 6009-6017. 20538989 EYLO0080

32) A T)VIEALAENE R [HEhEEE - YL L —F —FF CNVIE LT T V] - EYL0528
AR E R CTD 2.6.2.2.2.3 (2012429 H 28 H /&R

33) A TOVEKEAENER R - T o MERIFTE T V] AGRRREE R — EYLO0529
CTD 2.6.2.2.2.4 (201249 H 28 H &#R

34) Cursiefen C, et al.: Invest Ophthalmol Vis Sci 2004; 45: 2666-2673. 15277490 EYLO0095
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36) Stewart MW, et al.: Br J Ophthalmol 2008; 92: 667-668. 18356264 EYLO0015

37) NA T)VESAENE R R ENRE - R RN S GMEN) ] AR — EYLO0531
FEmEE CTD 2.7.6.1 (20124F9H 28 H &#2

38) A /UK EAENE R RENRE ¢ v U S HER AN S ] KGRI - EYL0532
&kl CTD 2.6.4.4.2 (201249 H 28 H &2

39) A TOVEKEAENE R [BEMENRE | RBREYE RS ] ARG E R - EYL9932
CTD 2.7.2 (202249 H 26 H /K72

40) NoA OVIAENE R R EhRE - HEERIRNE S OMNEN) ] KGRRERE - EYL0533
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42) NA TOVIESFENE R BEWERE © RAEFIRNE S GMNEN) ] GRIREE - EYL0535
gkt CTD 2.7.2.2.3.1 (2012429 H 28 H /&R
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47) A VI AENE R [l R, E RS R VR - EYL0538
T#eE] AGREREHMEE R CTD 2.6.2.4.1, 2.6.2.4.2.2, 2.6.6.3.2.1.1,
2.6.6.3.2.1.2 (2012429 A 28 H /&R

48) A T)VIRGAENE R (RN, KER G ERR, AR - EYL0539
PEERER - PVRE R IR -] AAGRRERHIE R CTD 2.6.2.4.1,
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&R CTD 2.6.6.6.2.1 (2012429 A 28 H 7&GR)

66) /N T)UVIRSAENE R [AFEFAE MR © U R - BRIV AGREE - EYL0557
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1. FRHETORTIKR

F AR ANE T ORBEIFRIL A LU NSRS, (2024411 A FExR)
AFNL BHANEEBEZEME ] OEISE T20114511 7 KETHRGE S AU TR, BhEG & LT
AR D ERIRPAZESE (CFE 5 SEBEVRIE) | DRI BT D ARSI A | . DHE R S5 BT
B TSR B PAZERE (T PE 5 SHEBERIE ) KO RAEREEDE ) At REETRE IR T
W5, 202411 A RER T, AMETCIE TIAE BT AR ] OB LK OVERIZ STl

[ %

KE (20244F10 H B )

HEBHH A

D20114-11718H, @2014F10H6H ., @20144F7H29H ., @20194F5H 131,
©202342)18H

BRE I3 R

BrAEME 2> BHER) I EEEAE (AMD)
M IREAZEE (RVO) (1TPE 5 BE 1

B RR B vEiE  (DME)

PR REEDE (DR) *

REEHEE (ROP)

MIER O &=

SlSICISICES

@
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DORIFETHRETLZZ LB TELIN, FEAEOBREIZBWTSHE I & ORE
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a5 Z & 4l XV EWEERIBIZOW TEIMFT ST 722u,
HUEMRE=F Y VT DA a— L ERbDH L,
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T7UE S (BT Z) L LTIEIHZ Y 2me (0.06mL) AT AENEST 5, #E5RMBIE. 14 A
PlEHITHZ &,
(FERRENZE)
77V GEEFH#Z) L LT2me (0.05mL) %#1x H Z&I21E, EkesRE - EREG+ 5, %
OH%IT, BE., 25 A T EIC1E, W ENEST S, 2B, ERICE VRS EZEEHEE T 528, 1y AU L
HIFHZ L,
(I E FEZARE)
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2. BOYCHE T HERRIRFER
(1) HIFFE~DIREIZET 5B5MER
A —A N7 U7 D45 (Definitions of the Australian categories for prescribing medicines in
pregnancy) (202541 H FKfR)

Category D Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malformations
or irreversible damage. These drugs may also have adverse
pharmacological effects. Accompanying texts should be consulted for
further details.

1) FDA®DPregnancy Categoryl$20154E6 4 IZBEIE I LT\ 5,

<BEFW>

KEDOWRMILE (2024410H)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

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

Animal reproduction studies are not always predictive of human response, and it is not known whether
EYLEA can cause fetal harm when administered to a pregnant woman. Based on the anti-VEGF mechanism
of action for aflibercept, treatment with EYLEA may pose a risk to human embryofetal development.
EYLEA should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The background
risk of major birth defects and miscarriage for the indicated population is unknown. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data

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

Adverse embryofetal effects included increased incidences of postimplantation loss and fetal malformations,
including anasarca, umbilical hernia, diaphragmatic hernia, gastroschisis, cleft palate, ectrodactyly,
intestinal atresia, spina bifida, encephalomeningocele, heart and major vessel defects, and skeletal
malformations (fused vertebrae, sternebrae, and ribs; supernumerary vertebral arches and ribs; and
incomplete ossification). The maternal No Observed Adverse Effect Level (NOAEL) in these studies was 3
mg per kg. Aflibercept produced fetal malformations at all doses assessed in rabbits and the fetal NOAEL
was not identified. At the lowest dose shown to produce adverse embryofetal effects in rabbits (0.1 mg per
kg), systemic exposure (AUC) of free aflibercept was approximately 6 times higher than systemic exposure

(AUC) observed in adult patients after a single intravitreal dose of 2 mg.
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8.2 Lactation

Risk Summar

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

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

8.3 Females and Males of Reproductive Potential

Contraception

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

Infertility

There are no data regarding the effects of EYLEA on human fertility. Aflibercept adversely affected female
and male reproductive systems in cynomolgus monkeys when administered by intravenous injection at a
dose approximately 1500 times higher than the systemic level observed in adult patients with an
intravitreal dose of 2 mg. A No Observed Adverse Effect Level NOAEL) was not identified. These findings

were reversible within 20 weeks after cessation of treatment.

EUDEATCE (2024411H)
4. CLINICAL PARTICULARS
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.

Pregnancy

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

Studies in animals have shown embryo-foetal toxicity.

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

Breast-feeding

Based on very limited human data, aflibercept may be excreted in human milk at low levels.

Aflibercept is a large protein molecule and the amount of medication absorbed by the infant is expected to
be minimal. The effects of aflibercept on a breast-fed newborn/infant are unknown.

As a precautionary measure, breast-feeding is not recommended during the use of Eylea.

Fertility

Results from animal studies with high systemic exposure indicate that aflibercept can impair male and

female fertility. Such effects are not expected after ocular administration with very low systemic exposure.
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259ng/mLCTH V. ZERBITHMEIZ /> TR\, ARAIE G- 3 1L O8] 2258 M IR S v c 7
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	アイリーア硝子体内注射液40mg/mL・アイリーア硝子体内注射用キット40mg/mL
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