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ADA PLEYHAR (Anti-drug antibody)

APTC Antiplatelet Trialists' Collaboration

BRVO HEREERIR > FZ FAZESE  (Branch retinal vein occlusion)

CNV JRA& I HT £ 1% (Choroidal neovascularization)

CRT HLEREIE  (Central retinal thickness)

CRVO AR L ERARPAZESE (Central retinal vein occlusion)

DME PEPR A 5B ME  (Diabetic macular edema)

DRM FEREZ® (Dose regimen modification)

DRSS B PRI e B0 B R (Diabetic retinopathy severity scale)

ETDRS B R IR IEE B R FSE (Early Treatment Diabetic Retinopathy Study)

FA TnF LA i NIRIEER  (Fluorescein angiography)

FAS e R OFEMT R G4 (Full analysis set)

Ig e 7 17 Y (Immunoglobulin)

INN [EBE—#4 (International nonproprietary name)

IRF WEANHE  (Intraretinal fluid)

IVT RS- (Intravitreal injection)

JAN HAREIE L —Br4 7 (Japanese accepted names for pharmaceuticals)

LLOQ E IR (Lower limits of quantification)

LOCF B AR A =2 7 #MEYE  (Last observation carried forward)

mCNV AT 331 2 IR ESHT £ I (myopic CNV)

MedDRA ICHEFEEFHFEE (Medical Dictionary for Regulatory Activities)

MMRM KERIERAZIHET /L (Mixed model for repeated measurements)

NADb hRnstEEY PR (Neutralizing anti-drug antibody)

nAMD BN B (Neovascular age-related macular degeneration)

NVG M FAERENEE (Neovascular glaucoma)

OCT YT M ER (Optical coherence tomography)

PIGF A% R (Placental growth factor)

PRN VEEIZJS U, BERE (Pro re nata)

RMP IS Y R 7 PRGHE (Risk management plan)

ROP REEHEEE (Retinopathy of prematurity)

SAF LM R S4E M (Safety analysis set)

SD-OCT AT KTV R AL UNTFHKETRE  (Spectral domain optical coherence
tomography)

SRF W % (Subretinal fluid)

VEGF M4 N B HEFEIR - (Vascular endothelial growth factor)

VEGFR VEGF= %A (Vascular endothelial growth factor receptor)
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B, SHU EHITAHZ &,

(5) EARZREIEA™ L LT, IREE (IRNE, IRE LS. WA <t sMEEANE, @R
i, MR BRIl AR, MR < B, MEREELIL, MR GSR BRI EE) | NER
O EREIER E LTHERIM, IRFRENHLDLNLZ ERH D,

( TVIL. 8. BIfEH | OESH)
H) BETFHICEKNT 2 AEERE T,

3. HEORFIZHIEFE
KHENT, BEAROT AV —7 [JEFE40mg/mL (2mg) . ¥E5AER0.05mL] &N, L0 Sk
(114.3mg/mL) 7 7V ~Lt 7 b 2E&H, LY EAEE (0.07mL) THFERNEKE 21T 5 A

Th 5,
( TIV. 2. BIFIOH L) DOIEEMR)

¥ REMEIBEAE LIS OB S VDRI B FIER O DREAVHEIEE © 2 E40mg/mL (0.4mg) . #575#0.01mL]

INATIVDIED, FHEHI X DBIENAE 72 v MRIN S D,
(TVIL 11, @A EodERE)] KO TXI. i ] OESMH)

4. BIEFERICEAL TAMY SR

W EERIZB T 5 &, HiE | A b, B

I HEE T A R A %

RMP H ( ['I.6.RMPOMIEL ] DOIEEMR)
BMOU A7 /MBS & L 4

TERR SN TS EM

I FHEE T A KT A 4

P s Bcp sl 41

5. RBEHERUVMRE - FHLOFIREIE
(1) AEBEH
ALY 2 7 EHHm AR T, WUNCEETDH L,

(2) RiE - A EDFHIREER
BN




I. BtZE(CEHI 5IRH

6. RMPOHE
L) 2 7 P EE (RMP) OME (202543 H5H#EHT)
1.1. et at
[EERHESNZY 2] [EEREAEN Y 27 ] (G N |
AR PN SRS FR MAS ZEFE F 5 B
iR 45 2 )= o
HANB L L R OV I il
MG A PN BE
1.2. B2 MEIZ RS9 2 a3 A
ML
| ERRIZE S S BB O 72D OIEE) | ERRIZEES < U A7 e/ IMED T2 8 OIE )
2. [E L 22 VR G 1m DA 5 4. U A7 Fe/MEETHE OB
B O E IR 2 AR TS E EHE OV A7 F/MEIEE)
BN 5= 3K d 72 PR AYE B) BMO Y 2 7 F/METEE)
« BUER B ERRRER [nAMD : 71 VU ML
—78mg (114.3mg/mL) ] *!
- BUEAR SEERIRIAER [DME : 74 U
—78mg (114.3mg/mL) ] **
3. ARNEICBE T 2 - REBROFHE OB E
ML
T 74V —7®8mghl FANTERK114.3mgmLE VT A U — 7 ®8mght T-ARNTES 5 > b 114.3mg/mLIZB#E S 2 RMP
DOBEZED Fr P
%1 PULSAR# B & Rk 78 KER B L 0 RS R 4 IR ER & L Tk 3 2,
%2 PHOTON#R Bz & Sl iy 72 K38 B L 0 REH R B IE AR RER & L Cike 3 2,
BHOERIT, BSATEIEN  ER L ERERR OO ER NSRRI — U THRB L T E &0,




0. &FICEAT HEE

1. BRFE4
(1) #14

T AV —T*8mght§ - IANTERIK 114.83mg/mL
7 AU —7"8mghl T-RINEHH X > b 114.3mg/mL

(2) %4

EYLEA® 8mg solution for IVT inj. 114.3mg/mL
EYLEA® 8mg IVT inj. KIT 114.3mg/mL

(3) BIRDHE
Hriz7p L

2. —fB4&
(1) #4

(8n %K)

77Ut N GBIl Z)  (JAN)

(2)F4

(8n %K)

Aflibercept (Genetical Recombination) (JAN)
aflibercept (INN)

@) AT L
-bercept

3. BEARFRER

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 : fififs A ; K432 : Himmy 7 a7
C211-C211, C214-C214 : 47 z2=y FMET AL T 4 FfEE

X I-1

FI2URLET DTS/ BEEIRVDRANT « FHEE



AMICET HIEH

N123, N196:

Gal-GIcNAc-Man
NeuAco_z{ Man-GlcNAc-GIcNAc

Gal-GIcNAc-Man

\/

N36, N68:

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

Gal-GIcNAc-Man

GIcNAc-Man Fuc
|
Galy, { Man-GlcNAc-GlcNAc
GIcNAc-Man

I-2 7I2URN)LET bOELGHEEOHERE

\/

N282:

\/

D FRRUSDFE
7313 0 CassoHes1aN1168013068s2 (¥ 2737 EH# 4y, 28K)
53 £J115,000

. AEZR (f&i%) XIEFRE
ENEE )

(BA%) 77V ~bt7 ME, B FHBRAMERE S "7 ETH Y| 4327 I/ BRI BT
LY Ta=y 2T SNSRIV ETh D, 1~102F B 07T X/ BBFkiiLe MLE
WEHGERF (VEGF) ZAE10HE2Ig R A A >, 1056~205% HiZt FVEGFZ&EER20%3 Ig B
AA Y, FT12220~432%Hidt NMgG1OFc R AL b n, 77UVt ME, Fr A =—
ANLAZ—PIRHI LV EEES NS,

(5244) 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
CASE k75 : 862111-32-8

CEES



. BDICET SEE

1. YEEFHIEE
(D581 - R
B ~OE A OB ST 2NTIRE L7k

(2) /BfEtE
REER e L

(3) BBt
BB L

DEtm (DER) . BR. BER
REER e L

(5) Bt HARRE T 40
BB L

(6) HERAREL
BB L

(1) Z DD E 7R EE
pH : 5.5~6.1

2. AMHSTDEREKHTICEITIRER

ARE H RIS TRAF I BRI R

R HIRAF AR -80°C 36 » H HiFEN
JIBEEN 25°C 6 » A Hikgsh G N 4)
S TR 37°C 28 H Birgsh (MEEART)
b 120 /7 Ix-hr 2 UF 200W - h/m? ks (RIEEART)

AEDHE - YR, pHL AL, EWiENE. SRS

3. BYRS OHERRRE. BE!
flesB BRIk
Ky 7wy b
E 'k
SRAN TR B T E U



IV. Kz d HIEH

1. FIF
(1) Ffz DX A
4, 7 AV — 7 ®8mgh - IR TESHIZ T A U —T ®8mghd TR S H
S 114.3mg/mL % v h114.3mg/mL
TEFA © IR SR A AR SR
AN (34 7 LA (F L7 4 R JRIA
(2 b x— g (zrbexr—y g M5
e . L . WREFTRBE LT AT KO
N s < o 4 s e ;
TINA A B 7 o )V — A & BRUEEH AR OcuClick® (5. Lz st
(2) JH|DHVER B UK
Wi, 7 AV — 7 ®8mght - AN SR T A U — 7 ®8mghl AP TES ]
= 114.3mg/mL % v h114.3mg/mL
{ & 5 )
s
e
SN
BT 4V H —fF & BRist
(18—, b7 mry)
J\f
—— i _ = ETL-B STy T =T
T M7—avy T5oTv— TIVTr—aOvk
Z-Flk Tl OcuClick®
£h, o PER 0 ~ O . DV IR U T3 IR® L 7=

Q) EAa—F
PR

(4) BF D
IR 4, 7T AV — 7 ®8mgh - IR TESHIZ T A Y — 7 ®8mghli - AR
114.3mg/mL ¥ » F114.3mg/mL
pH 5.5~6.1
BEIEL 1 GBI AT B HD)
(5) T D1th

(74 —7 8mgtEFARPREST RS R114.3mg/mL] 7'V 2% —@EETHE STV 5,




IV. Kz d HIEH

2. HF DAL
M A (EEMS) OEERVHEMNH

o, T A U — T Bmght 1A
S 114.3mg/mL

T A U —7 ®8mghH {- RPN ES H
% F114.3mg/mL

1 B0 5 & (0.07TmL) #
77V b (Bl z) K

1EloF -5 (0.07mL)
77U T (B z) K
8mg

s 8mg
,\bﬁk/\
AR 134 7L (0.263mL™ )

77V b (Bl Ffz) K
30.1mg

12U > (0.184mL™ )
77U (B ) K
21.03mg

1A T L

L-7 ¥ = e - 2.77mg
L-t AF 3 : 0.149mg

L-& 2 F ¥ KT 0.350mg
L EPE : 13.2mg

AU Y ~— 120 : 0.079mg

A

1Yo

L-7 ¥ =Ml 1.938mg
L-t AF 3 :0.104mg

L-t 2 F 2 U HEREE KT © 0.245mg
FEELETHE © 9.20mg

ARY Y ~— 120 : 0.055mg

KT v A == ANLAZ PRI EZ AW CTEIE SN D, ~RAF =B 7 OBRIFRAE RS E LTy

fe i ig &2 LT,

) WANE & bICHRIEEOEKEZBEICANBEERES TN D,

2) BRREFDRE
BN

Q) RE

3. RTBBROEBRUVEE

RN

4. A
A% L7

5. BAY HEREED H DM
BESR A K O3 i)




IV. Kz d HIEH

. HADEREHTICETIREN

<TA ) —7 8mghEF KRR 54i%114. 3mg/mL>

BRI A R | A RAE AR
EmRtas | 2~8C 2| saramm | 720 Py
ik 25°C 6ni | T | P20 | IR
SRS OE) | 1207710 bR O200W - bime | o7 | 77RO BER
WA : k. pH. SUE. AMEHE. &R
<T7A')—7 8mghEFARES A+ v 114, 3mg/mL>
B A R | A RAE AR
EIRGRER | 2~8C 18 1 o b | D70 4N
sk R 25°C 64 A AN & i 3 f% 15 (?m%ggiﬁ%m

7
AEDTHE - R, pHL AL, EWiEME. SRS

. REERVEREROREN

ELESES

VL. 11. A EoEE] RO TXI. %] OESH,

TRIR% D2
BASARANA

- fF EDEREELE (MEFHEIL)

DR L

. B
BN A




IV. Kz d HIEH

10. &a& - 2%
() EBMNDEGRESE - E. SENFRGES - RICHT O1FHR
L

(2) B%&
<T7A")—T 8mghEFAMEST&114. 3mg/mL>
1IN TV (B 7 4 V& —fF E B EE IARIRRD)
<7 A )—7 8mglEFARES A+ v 114, 3mg/mL>
1% v k

Q) FlREE
BN

4) BBEDOME
<7 A)—7 8mghEFIKRNE54%114. 3mg/mL>
ATV RO AT T A
oK T FRIEIER Y ~—TCa—T 4 LT F A A

BT 4 VB —fF & BRiet
—— R : AT L A4
=— RN T R Y B—ARFx—h
5R/urEAT 4 NE— T Y LHERIK S
74 BD 7T M7 4 H—=— KL
JE S+ 13B1X10407000138
BEIRGEEE - AARY hv - T4 v R0 Y oS

<T7A)—7 8mglEFARES A+ Y 114, 3mg/mL>
OcuClick®# G- B EMHE T & 7L 7 4 L Ry U Y
VIV R TABH T A
TV x—  BALT T L

FoTXRyr v RV T LT KR & OFEMESY)

OcuClick® (% 5-Hax 1)
TV —ny K TTAF T

T4 =T VT TTAF v

1. FRRHShSEME
Y LA

12. Z0ft
DR L



V. BEICEI SIEE

1. RERITHE
Ot T RKSIET AR L7820 £ 5 N in s B2 1
O I3 3 B 7 A

2. WMEEXIIHRICEET 5FE

5. PEEXIIHRICERET 5FE

AFENC L HIREZBIMGTHICEE L, KR - JRRBICL AR NSO TR EZEE L, AAEREGOES
Vo |5 A W

[ Az ]

AFNOIREBIIBIZB W T, KA - IREBIC L 2 NEDTH %2 Z B L CARFIER G OB 24|k L,
KENZ L DIEREBP VIO 72 NBE IR L TR G LpnwZ &y

3. REARUHAE
(1) BERURAEDfEER
77V N GEE T Z) & LT8mg (0.07mL) %4 Z X Z1[F], #E., #ii3[E
CEAW) ARG T 22, ERICEVEGREEEZEERC 5, ZO%OMEFFIICENT
X, EE, 160 Z S IZ1EL ARG TS, ds, RIS &0 BG-GB AT D A%,
SHELEH TS Z &,

BAH MR
vz e o — -
g;%E%EﬂT B AGET LIRS 2
VY X

i 1t

VEEES48E% 8E% 128#% 168% 20@E#% 24:8% 28:@% 32:8% 36:8% 408% 44:8% 48:8% 52:@% 56@% 608k « « -

T2UN Lt T8mg(0.07mL) & *1 fERICKYIR S5 EHEEERES
i HFHRRERETS *2 FERICKUBRSHEREETERANT I, SALULEHIFHIL

(2) BZERUVRAEDHRTERE - 1R

FEKR O M &L, FHIERE (PULSARMER) KOV II/IFHE (PHOTONMER) (ZHox
BIE LT,

AFEHNCTEIVEHEOT 7 ) L7 Nl RN LIzt EDrIalb—var (kb
M FARNICEB T 2B T 7 ) Nt 7 MREE-RFR 72 7 7 A VE1-2 /83— KAV NET
JNZEVHEET) Tk, 77 Vb7 F8mgD AN GIZ L0 BEAROT 7 U~k
k2mghl TR G- & el L CHRERMEZ K208 (i) EE T s FHlENZ, 202
& PULSAREER 2 "PHOTONGER Tix, AAlZ, 4 Z L lcH#m3FEIHREG L, £DE,
12 T 16 EMIR TG T LY A &2l L7,

PULSAR S & "PHOTONGER D A 2k EEFHI A H Td 5481 HIZIH 1T 5 i m & B 1 3
FRHOR—=2AT A 2 nDOEAEROERAGERIRKEHIEE Th 5600 B2 1T 2 & mfEE



aEICET SIEH

WD LFEDR—2 T A b DEALRIZI T, K123 [EIRE % G- M OAH 1638 R e 4% 5-
o7 7 ULt F2mg8l MR 5HET T D IEL TN R S 4Tz,

723, PULSARMBRIZIN T, AHI123 [ bR 5-HE TIE79.4% M ONT7.8% D BHE D3 120 D G-
Mg 2 . AHI160H MR 58 Tli76.6% % 0N74.1% D BRE D16 O MR % . 488 H & 060
W HE CTHERF L7-, £72. PHOTONRBRICIN T, AN 1238 RIFR % 5-5F T1291.0% M 1890.3%
DIBEFE P12 O G-MIfR % . AFI161H I fE % 5-F T1E89.1% & 1885.5% D . 731618 O # 5-[H
baz . 48 B & 60 B £ CTHERF L 7=,

S 512, PULSARGER OG0 K 5T, A 128 [EIfR ¢ 5-8F Tl343.1% D EE SR [El 7 E vz
?&’%&F'ﬂrﬁm%wk « ARHN1638E [H BR £ 58 TUIE38.5% D B A3k Bl 1 E A7 8 5- [l 2 2038 (2
FERT D &#ILﬁémm\to F 72, PHOTONGER D60 R s T, A 12:8 [ b7 58 Tl
42.6% D BE NIREITE I N & GMREZ 160812, AAI16E MR 57 Trx84.2% D BH 13K
[P 8 S AL 5- M0 % 2008 | IE K32 &) Lﬁémfwﬁo

PULSARGE & OPHOTONGRER IZ I\ T, 603 B i @G ER I SCTFEDOR—ZA T 4 b5
LFELL EXT10C T EORASENRD LN BE O S B HARNCE T Dk 5014533
A CIRAOGENLZEL LT BRFEOEISIX, 1R 5% T3I~8%EAE, 2[a# 5% T12~23%
BRETH-T-,

FEPERBRIC BT A ARK DO AiEIT THOO3ENT4A T LIk 545 THY ., EROREIIAN
BEIZHESLS LD TH D, AR I 2EI0O#K G T, H5—EDHRNEENAOLNT-HE
HoTh, FOBREDBRENPHHFIICEBWTI6HE Z L o 5T N%E2 (Bl 212608 H £ <)
HEFF CX D0MIAATH D, £, BAWNTB W C3ERM DKL TH 5 —EDRNILFEN 5
NIeHETh, W3R G T2 2L THRR LB NEENER TE L EELH D, HIT, £
DOFEE DR S TIER L E THNTEAS OFGEEZH 5 Z LN TE HNTHONTO
R PA =1 e AN AN

—J7, BRBIGICRB W CEE ORIEIZIS U TEAMNCI T D tfeix 5B % 3RIAH & 32 Al
BT EVOBLEND, AFOBEAMZBTHHEE [T7)~vte7 N (BEaFH#z) &
L C8mg (0.07mL) %4 Z & |Z1[E]l, @E ., HipdlEl CEAW) ARS8, JERIC
LV ELEREEAZEER D, | & LT,

INHDZEND, KR OEBRHELEHEIT1M8mg s U, FHVEIZ4E Z L I21E], @, @?@%3@
CEAM) #5 L-tk, MW T, BF16E T L0 G2 AL LT, BEDIERIC
DEGMBERET S 2 ENHEYTHD EE X7, B, MK T 2 REOK 5RRICS
W T, PULSARMER & O'PHOTON G ER D #EFs HIZ 36U T8 AW O GAEBRA 72N LD |
PG RIMRIZSHELL Ed 15 Z ERHEYITH D EE Z T2,

PbXv, KEOMEROCHEEZ, 770~ 7 b (B HE#Z) &1L T8mg (0.07mL)
A48 T E21m], @, Efe3E] GEAM) AN G D28 F%’i@&%@iﬁ%i@ﬁﬁ
L%, ZO®ROMEFHITIWTIZ, @H, 168 2 & I(21H, T ENERLGT 5, 2B, JERIC
DGR EERE T2, SELU EHITLZ &, | ERE LI,

T MEFEHA~OmE%

TR B ORI OV TE, IR & FEK P OMRAERINER — L E L, FEARPREDOHFEHY (Retina
2020; 40: 643-647) IZHSX 9.1 H, A EONMAEFGE 4mL, AFIOIRNIZI51T 5 HEMTHRE T E =T & RE LTz,



V. BEICEI SIEE

4. BERUREICEET 5FE

1. BERUVAEICHET SEE

7.1 WARICIERE R & R DIREDN B H561L. WARFEIRHEHE OF 41k & Rk 4 I G
L7c ECARBZEGT 52 L, ek, FIENREICK T 2 mMARE A& 5138, FIRTO
LAV AN U2 B CTRMBIR D 1E #2179 Z &,

1.2 BAMNCH T GBI OWTIE, FEERIEEMEOFHMINIZE SN TR & T52 &b
ERTDHI L, Flo, MRV I, EMRIOREIEE ML L, FREEEE L
IR HETRNED DA T, 168 X 0 8O EFE T O 5Bl 5k 33 B G-I O 46
EERTHZ L, [17.1.1, 17.1.2&H]

(i ]

7.1 PULSAR#ER X O'PHOTONER Tl MiHRIC AR Z & 5 U 7= BE O A 0 K OV M XA
STV, MWIRICIRFENSR &R DIREND D51, WRFERNEE O A M & faiiE s
EEICFHME L7 ECARKIZ G925 2 L, 7ol FIERGEOBRIL, WAROFE H £ 513887,
FIR Tt % 45 CRHl U7z B CxHAIROIRIR 21T 5 Z &,

7.2 BAMNCE T %G EEOREIL, 1P RS O PR IS EME O RN 12 3D < B

NHDHEEZOLNDT-D, TOFEDOEFEEMIEZIT O T-OIZ5e#H L=,
F 72, PULSARRER & O'PHOTONGRER D601 H 2B\ T, ZNEIT74.1% K 1185.5% D &
FH6IH OB G EIBRZ MR L7223, # GBI EBEE 2 OREEIC X @ EHE (EHE ) TE
) 922Nl THDL LB DN, REIERSEZ R T 2T ANRD b6
(ZIFHERF I O 5216108 L 0 BB TG 2 2 &0 RUMERF o & G-R 4 a2 2
&




aEICET SIEH

5. ERPRALIE

(MEREKRT—2 /v 75—
<FHMEEH>
T - R H W PIEN
B emowm | TR FHA2) AR O R
I |PULSAR#E: AA, Bk | BohtE. REEROEDERE | nAMDEE1,01261% (5 H HAA9S
IN, Aek. | EEREB (T 7 Ut ) AF (0.07TmL) A RYIO3ET4
o275 [H | 2mg lZX T HIELEOMEE, | W&, FO%IT12H T L 16 =
HEVE 2 0 A O R | ISR T 7 UL R
g EIR) 2mg (0.05mL) % HEAO3EIT4HEZ
L. FO®RITISHAT LIS
I/ |PHOTONRER | BAR, BK | A8k, ek OEyEIE | DME£EE660451 (55 BARANTAH)
I, deko | BaEtsR (77 ) ~rke 7 b | AA (0.07TmL) % HAIO3EIT48E 2
5 2mglZ X B IELTEDORGE., | &, TO®%IF12H T & XiT16#H = &
VR — R RS IR | 8572 I T 7 U L7 b 2mg
e aER) (0.05mL) ZHAIO5EIX4HE Z & |
Z D% T LTk

(2)

a) BRI T ARNERS
%1 48 K% U601 A fi#tT Tl

ABRIER 522 T TR WO BE D IRIEAE D I FIEICE Wi oz,

X2 FANTHRE LI EEHEIZHEW, 16 B LI, B EMROEENFEETH 72,
<HEER >
AT RERE M PSP
~ ATRELLNE .. N
B monsy | O (FHA ) I B O ik
I |CANDELA#E |X[E Bk, 22, AR O | nAMDE#E 10641 : A% (0.07mL) X

YEfERERER (77 Ut

1277V~ 7 F2mg (0.05mL) %

7" b 2mg 5 D EEHE O
Ak, AR 2 (b BB S FR b
BER)

1HH. 4, 8, 20K V32 A Iz 55

a) BHRE RTINS
X3 HANCHE LI EAEITHEV, 24, 28, 36313408 H IZENMFE 5N FHETH - 72,

Bl R SRR BR

RIEWFARNEZE (CANDELARER) GasT—%) D

S E ANAMDEH 10661 (77 U ~bt 7 b 2megi 5-HEB3H, AAIBGREB3H) Z R, K
#l (0.07mL) Xix7 7 U-~Ubt 7 F2mg (0.06mL) %48 CEedal (R—2 T4 4%
OSHEH) #&5%., 120HME (20 82 H) T T-ANEE L=,
HREBRIBOBEEEGIL, WITNOBETH5361H12061 (37.7%) 12D iz,
RERIROA FEFHGUIAFIZ GEEOLH] (1.9%) ICHEO HiIL, Y FRITILE
Thot=,

EHMEOFERGIL, AFRGEETE36H 2861 (52.8%) . 2mgf 5 T5341 112441 (45.3%)
IR b, REBEEICBEET 225 MORERE LA FFRGIIAKIR GO (1.9%) 1258
S, UEFRIT - RMENEDRE @&E) Tholz,

WTRORETYH, MBRIRODAEHESG K NEFMEOEERELOL X, EIEENRE T P5%E
Tholz,

2mgi GHE L IR U, AR GRECOF I L 2D > 7 VTR E S e oz,

IRIE E5-. fiRieZEle g, RO O M, SREEEREE ICREE T 2 A FHFRITRD 2
ST, MEPEHEER, AR ORT 7V bt 7 MEEDOME~DEELZFMLIZE Z A,
AN ERE L 2mgk GRECTEWO H D2 THA LN ol WTNORETYH, MKFEHIBRE,
MR TR K ORIRA /N T A — 212, BRRINZERO & 2 IEER O HivZehr o Tz,

1) Nz VEEENEE [ D ARB:CANDELARER ] /KBS E G

i%%m%@?é
#* (B, FEEHE)



V. BEICEI SIEE

(3) RERGRRRR
AR L

(%)
% M #85E% . CANDELARER (GBS 7T—42) v

(AER#EE]
SHELN nAMD (H 2 xRS, AR OERGREOA M, Le R ORAEMZ BT L,
PRBRT YA | BEVEZ L B SO R LR

PIE3 HLLE FCNV & £ 9 nAMD %%‘106@ CKIE 34 hE7%

TN ERE | - BRBRERBICI W OIS L =S ki L 0 B & v, IZReRT AP OLE T
CNV;(%@T@J%”}{ (L _s-ﬁi.“%f& iﬁ‘%%bﬁf’ﬁ%a@) AT 5500
DB
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GO H & Clz SEISIERAE:
b\;ﬂﬁ)@ﬁﬁfﬁ S 4 (14.8) 2 (6.3) 69 (22.2) 80 (25.9)
Be G- bR 23 584 & Sl Fi] i~ J A 4 (14.8) 0 69 (22.2) 45 (14.6)
o= BEDEIS : Y

7o 12 IR (S

Bil% (%) WA )~ - 2 (6.3) — 35 (11.3)

603 HIZ&R AT & s SN

1238 R0 DL F 24 (88.9 32 (100 263 (84.6 278 (90.0
LT 5 P s T [EIRE L (88.9) (100) (84.6) (90.0)
123 BIRELL b0 e
G EELL |G o 163 fkELL 13 (48.1) 32 (100) 134 (43.1) 239 (77.3)
7~ BBEH DEIEF -

{%J%éfﬁ%) ! 2018 e — 16 (50.0) - 119 (38.5)

H A \ZEH AAER]

2mg AF A 2mg AFH AH
SN | 1208 MK | 1618 SiEMNE | 12:8 Mk | 1618 R

B 5RE P51 BehHRE BehRE B 51 BehEE
(n=33) | (n=31) | (n=33) | (n=336) | (n=335) | (n=338)

il 33 31 33 336 335 337

48 B [

Eg‘%{ﬁ% 6.9+0.2 | 5.8+1.1 | 4.9+0.7 | 6.7+0.8 | 5.9+0.8 | 5.1+0.8

48, 60K T} —

96 B £ T lEo 33 31 33 336 335 337

gehmgess |60 H [y
GRERIR.. (s 8.8+0.7 | 6.7+1.4 | 5.8+0.9 | 85+1.3 | 6.9+1.1 | 6.0+1.1

SAF)

%k 33 31 33 336 335 337
961 H [
fg%ﬁ% 12.5+1.7 | 8.742.4 | 7.3+1.2 | 11.9424 | 9.2+1.9 | 7.8+2.0

X1 SAFD 5 HASHE A £ COHREZ5%ET LIZBEDH



V. BEICEI SIEE

32 4818 B £ TORMKKEE BB 23l 55 < B 5./
3 SAFD H B0 H F TOREEET LIZBEDR

%4 60 B £ TORMEKRE BIZH T BRI S < K 5-RE
X5 AN 2 BR < 5 R



AEICET H1EH

® &M (PULSARGER) »
PULSARE: (963 [H)
%l (87.2%)
#3001 (89.3%)

i 2361 (6.9%)
(5.4%)
12451 (3.6%)
1031
(9.5%) .
(5.6%)
k1361 (3.8%)
(3.3%) . Ffize,
Bl (17.9%) .
(6.5%) . IR
AT A1 (3.3%) .
HoT,

BRI B 5 A E BRI AFIL6HE R G T/ O EEZE2H4),
2mg 81 ] e e -1 ~C i ot A FE VR 2451

fithi FERRIE 23 45 1491)
O b,

RERERIC BT 2 R G RIS E o oA FEHRRIL. AR MR G- TR BRRE .

HEEAR 2761 (8.0%)
. TR ELTE] (5.0%) |
. TR RHEEL26] (3.6%)
EFAEBAFEA & 1061 (3.0%) 72 L, 2mg8i [AIfE#& 5-# TCOVID-19 60
MHEAZ 301 (8.9%) . MK 2401 (7.1%) .
L2111 (6.3%)
W, W IREE D34 16151 (4.8%)

PPETEE, IRE RS S

PRI 1361 (3.9%) .

. MR 196 (5.7%)

. BRI 1341 (3.9%)

i%\

IRE EA

H B

IZBNWT, TRTOAFFGIIAKI120H MR 58 T 335414292
. ARFI1638 B e 57 33861 1303651 (89.6%)
IO BTz,

A ERGIL, AFN2E R G-#TCOVID-19 58f1 (17.3%) .
L HRAME T 2141 (6.3%) .
. B R 1461 (4.2%)
. BRGERGE1161] (3.3%)

. 2mg8iH [ R ¢ 5-#f T 3364

HNRE316] (9.3%)
MR I, R REE S, 75 R 23 4% 184
AR RS-, TR, BAHER %
o PRBEARJE. REREHA ., AR I NS BB A 3
(8.0%) 72 &, AAl16H M b #% 5 F TCOVID-19 7241 (21.8%) .
RRAET. EE %2361 (6.8%)
RIS 1661 (4.7%)
. BBV

H A R 32 41

L AR H 1 1941
. FER 150 (4.4%)
RE i 9f 2% 45 1141

-

LI 78 4522451
I 1861 (5.4%)
. BRGERYL1201 (3.6%) .
WK, FEEVIK 1001 (8.0%) 72 LT

Nl
N

Eﬁ%ﬁ%ﬁlfilﬁﬁﬁ
T ‘L‘Hjﬂ:ﬁ% m[ﬁlri)>%\1f§J a7}

e

TG, 2mg8E G- TR R 1E, 5 & DMK, MERPFIBITERD b,

ARIBRICBNT,

BRI BT B TIE

D BRI o T2,

MedDRA ver.26.0
= V-13 PULSARHKBRRICHEITH2EHEEZRRIAZNE (96:HEM. SAF)

2mg8EMINE | A28 MR | AK16EF R AH|

BeHat BeHat BeHat BHBEOEA

(n=336) (n=335) (n=338) (n=673)

TRTOHFEFL 300 (89.3) 292 (87.2) 303 (89.6) 595 (88.4)

ARz B9~ % AERIR 181 (53.9) 171 (51.0) 174 (51.5) 345 (51.3)

AEEL THIR 132 (39.3) | 123 (36.7) | 129 (38.2) | 252 (37.4)

RKERIRDFEFL 181 (53.9) 171 (51.0) 174 (51.5) 345 (51.3)
?ﬁigﬁg#é 16 (4.8) 21 (6.3) 19 (5.6) 40 (5.9)
gigg“%@#é 51 (152) | 39 (11.6) | 43 (121 | 82 (122)
WBRIROEE R G EFR 4 (1.2) 10 (3.0) 10 (3.0) 0 (3.0
?ﬁig%@ﬁé 0 0 1 (0.3) 1 (0.1)
giggm@@#é 1 (0.3) 2 (0.6) 2 (0.6) 4 (0.6)

BEHMEOFEHER 257 (76.5) 253 (75.5) 247 (73.1) 500 (74.3)
?ﬁig%@ﬁé 7 (2.1) 3 (0.9) 3 (0.9) 6 (0.9

EHMEOEERFERS 66 (19.6) 73 (21.8) 64 (18.9) 137 (20.4)
?ﬁigﬁg#é 4 (1.2) 0 3 (0.9) 3 (0.4)

S GEELEIG %)




V. BEICEI SIEE

<IRNARIESOG, BRI ER-FR, RE EAORE, millEFES, APTCERIC X 2 Bfkiniz

ERFR>

74V =7 [40mg/mL (2mg) 1 TOEKBIRE, KROEZRK D 2 7 & HEHENE 0N E L

SRS TR SNIZHBICES S, AANCBT 5 L0 SR RE O 72 DITEIN TR 42

MEAFHIE S 2 R 2 ER Lz, FHliL72FR0 5 b, RNKERIS, IRE LRF5, IEL

ORI, M EHEg, APTCERIC L ZBIRMieEREGOMRELUT ORI LT,

TRBGBIEELS, RIAVIHEIYE : #2£40mg/mL (0.4mg) ]

IORNRIEROE, BUE ERER, M aE LA SR, MEAAHERR, ANEER, BEERR, B
R FER 5, APTCRERIC & 2 BRMLER TR, Wik ERFR, @lEFER, WSO %
G J ORI 5 H 4

RARERIS, REERER, RELFDEE, SIEER. APTCEERIZLSH
ARtz ZEEER (96, SAF)

*£V-14

2mg8E MG | AFI12BME | A& 168 F R A
e it e £ B 5t B GRS
(n=336) (n=335) (n=338) (n=673)
RPN E S i1 7 (2.1) 6 (1.8) 3 (0.9) 9 (1.3)
LTSS JINTN 1 (0.3) 0 3 (0.9 3 (0.4)
AT PN A 0 1 (0.3) 0 1 (0.1)
AR/ 0 1 (0.3) 0 1 (0.1)
5E S R 1 (0.3) 1 (0.3) 0 1 (0.1)
(ERR LN 2 (0.6) 1 (0.3) 0 1 (0.1)
ERRENTS 0 1 (0.3) 0 1 (0.1)
iR DANE 1 (0.3) 0 0 0
RS 0 1 (0.3) 0 1 (0.1)
RN 2% 2 (0.6) 0 0 0
GZES= 1 (0.3) 0 0 0
IR E5HFg 11 (3.3) 15 (4.5) 14 (4.1) 29 (4.3)
AR 5 10 (3.0) 12 (3.6) 11 (3.3) 23 (3.4)
e IR i 1 (0.3) 4 (1.2) 4 (1.2) 8 (1.2)
IRE FH o
§§23§E£;%f74/ 11 (3.3) 8 (2.4) 10 (3.0) 18 (2.7)
>21mmHg, £ 5-7i#IE 35 (10.4) 40 (11.9) 42 (12.4) 82 (12.2)
= 25mmHg, £ 5-AiHIE 6 (1.8) 9 (2.7) 7 (2.1) 16 (2.4)
ifg%%%&ngﬁ 2 (0.6) 3 (0.9) 1 (0.3) 4 (0.6)
R Ifn S 5 27 (8.0) 27 (8.1) 28 (8.3) 55 (8.2)
i I 18 (5.4) 23 (6.9) 23 (6.8) 46 (6.8)
ay hr— /L ARROIME 0 1 (0.3) 0 1 (0.1)
I3 H v ofn 0 0 1 (0.3) 1 (0.1)
S 1 s o 0 1 (0.3) 0 1 (0.1)
ANHEME i 1A 1 (0.3) 0 0 0
HACHE & if 1 (0.3) 0 0 0
£ 57 5 (1.5) 3 (0.9 6 (1.8 9 (1.3
IS 2 1 - 1 (0.3) 2 (0.6) 0 2 (0.3)
PEAEH M b - 1 (0.3) 0 0 0
i I P R 1 (0.3) 0 0 0




V. BEICEI SIEE

2mg8HE MG | AFI12:BME | AKl16EF R A
e £ e £ B 5t B GRS
(n=336) (n=335) (n=338) (n=673)
‘%;f%ﬁ%“ié%h%m%ﬂ% 11 (3.3) 5 (1.5) 7 (2.1) 12 (1.8)
A 0 1 (0.3) 2 (0.6) 3 (0.4)
e BN RAE L AE 0 1 (0.3) 0 1 (0.1)
FHEN R A 0 1 (0.3) 0 1 (0.1)
L A 2 2 (0.6) 1 (0.3) 0 1 (0.1)
OME I 1 (0.3) 0 0 0
Ji54 1. figE 1 (0.3) 0 0 0
JibaA 2E 2 (0.6) 0 0 0
O R 1. 1 (0.3) 0 0 0
O 5 2 2 (0.6) 0 4 (1.2) 4 (0.6)
VM e B RS A 1 (0.3) 0 0 0
Jibd . 5 56 A 1 (0.3) 1 (0.3) 1 (0.3) 2 (0.3)
TR 2R 0 1 (0.3) 0 1 (0.1)

K1RBRIRZ SR L+

X2 B BN E LB DIER & BEAL 5 BT O A HIE
K3 T RTOAEFLDH L, APTC (Antiplatelet Trialists' Collaboration) FEFEZ X ¥ HIE & 7= EhR M

RERESR
MedDRA ver.26.0

FEHBE GEBEIE%) I (%)




ARICE T SR

@ HERME2D

<ADAFREEURDL (48K [H) >
481 B F TIZHBRIER 5 T CADADOHBL RO LI BE OFIGIX, AAI2E MR 58T
3.9%. AHI161E MR 5 T3.2%, 2mg8HHREX G T1l5% Th o7z, REBRIER G T T
ADADFEBL K ORI FR D L2 BB T D I K IMIIE V3740 H 1,000 43 T d - 72,
NAbRGHE D BF TR B o7z,

xRV-15 ADARIRINRN (ADAEEMTREM)

2mgQ8lflE | AF12WME | AKI16HEMNE AFH
Bt aCR 5 EitalR e 58 BSOS
ADAFEHT x5 4E F] 273 283 277 560
Rt 262 (96.0) 263 (92.9) 263 (94.9) 526 (93.9)
BEAE D535 S 7 (2.6) 8 (2.8) 4 (1.4) 12 (2.1)
ARBE G T R 0 0 0 0
ARBE G T CREL 4 (1.5) 11 (3.9 9 (3.2) 20 (3.6)
Ffge 0 0 0 0
N 4 (1.5) 11 (3.9) 9 (3.2) 20 (3.6)
—iEE 0 0 0 0
SEERIRPE BT & (<1,000) 4 (1.5) 11 (3.9 9 (3.2) 20 (3.6)
A?A@%‘é%%&(ﬁi%%ﬁ (1,000~ 0 0 0 0
BRD LN BFIC 10,000)
BB IRl % (>10,000) 0 0 0 0
NADFEHT k4L 273 (100) 282 (99.6) 277 (100) 559 (99.8)
NAb[& 273 (100) 282 (99.6) 277 (100) 559 (99.8)
NAb[GPE 0 0 0 0

Bil%x (%)

Q@ ADAMRNTRIGEN] « MBI G2 BB DS b, FIREEGH%ICD 72 & B 1LROADATHE AT — % 3
Bon-+XToiE,
ONALMENT T REN : BRI 54 % T I ADAFRT I S O BZE D 5 H, ADARERMETH -7, XiIW)
[\ 5% OADAME NI T, D72< &b LURONAbFHEH 7 — & M55 -4~ ToBRHE (ADAREMED
B I INAbFRIT I G TRtk & LTz) .
@ ADAGIESE « FRBREESE 5 T CH I LZADARGIER S (RN—2 T 1 VBFICADAREE T, RBRESE R
HRIZBHERISDFRO LA Z &) ITREBREEE 5 T TR L ZADAPES S (R— R T 4 VIFICADAR
PET, ORI 5ZIIERR— R T A AEOAELL EIC ERT 52 L)
OUEFDORIEE « RN— AT A VRFICADARGE T, BERIEE 54 10T CRat LR BRI 5% o i o3~
— AT A MEDAERMTHDZ &



V. BEICEI SIEE

<ADAFREEURDL (96 [H) >
961 H & TIZRBRIEE 5 T CADADRKILN GO b2 BE ORI EGIX, AFN2EM R GHT
4.7%. AF16E MR 5 T4.1%. 2mg8HH R G T2.8% Th o7z, RBRIEKR G T T
ADADIEBL R QTR N FR D LI T2 BE BT 2| K IMlIE V370 1,0004K:5 T H - 7=,

NADbBGED B 1TFRD B o7,

xRV-16 ADARIINRN (ADAEEMTIREM)

2mg8lflE | AF12WME | AKI16HEMNE AFH
EitaCR 5 EitalR e 58 BSOS
ADAFEHT I G 4E F] 284 295 295 590
Rt 269 (94.7) 272 (92.2) 278 (94.2) 550 (93.2)
BEAE D535 SO 7 (2.5) 9 (3.1) 3 (1.0) 12 (2.0)
ARBE G T CHR 0 0 1 (0.3) 1 (0.2)
PBRFER 5T CHEL 8 (2.8) 14 (4.7) 12 (4.1) 26 (4.4)
Ffge 1 (0.4) 3 (1.0) 3 (1.0) 6 (1.0)
N 0 2 (0.7) 1 (0.3) 3 (0.5)
—iEE 7 (2.5) 9 (3.1) 8 (2.7 17 (2.9)
HERHY 5T % (<1,000) 8 (2.4) 14 (4.2) 13 (3.8) 27 (4.0)
APAaﬁﬁﬂ&1M%ﬁ & (1,000~ 0 0 0 0
RO LN BFIC 10,000)
BB KTl & (>10,000) 0 0 0 0
NADFEHT k4L 284 (100) 295 (100) 295 (100) 590 (100)
NAb[& 284 (100) 295 (100) 295 (100) 590 (100)
NAb[GPE 0 0 0 0
B (%)
Q@ ADAMRNTRIGEN] « MBI G2 T BE DS b, FIREEGH%ICD 72 & B 1LEOADAFHE AT — % 3

Bon-+XToiE,
ONALMENT T REM : BRI 54 % T I ADAFRHT I S O EZE D 5 5, ADARERMETH -7, XIW)
[\ 5% OADAME N BME T, D72< &b LURONAbGHIH 7 — & M5 5 -4~ ToHBRHE (ADAREMED
B I INAbFRIT I G TRtk & LTz) .
@ ADAGIESE « FRBREEPE 5T CH I L ADARGIERE (RN—2 T A VIFICADARENE T, RBREER
GBI RTBO 5 d 2 L) T BRER 5 F TR L 7-ADAGMENIG (R—2 1 VIIZADAR
T, ORI G IERAR— R T A AMEOMEU LI ERT 52 L)
O@ULIFEDRIERG « N— R T A UHFICADARME T, 3RBREEEY 54 (2 X TRat TR B 54 o Sl 23~
— AT A MEDAMERMTHDZ &

2) A T VEREHNE R [ A AR A2 & Tod IFE E RS [RIRRER - PULSARGRER] AGREEST A & B
3) A TVIESANER [BANZETE IAREREILERER - PULSAREA]

IR SCUGET IR R (961H)

F) RDE TR ENE 4 5 MBERERICE VT, AFORBSN-AZERVAZER. 772U LEeT
b GEEFHEZ) &L T8mg (0.07mL) 4B EICIE, BFE., E3E (BAH) BFERNKRET HH. fE
RIZLYBREEHEZEERL S, TOROHEFHRICESVTIE, BE. 16BZLICIE, BFEANERET S, &
B. ERICKVRESHREERERE T 50, SBULHITHZE, | THD.



V. BEICEI SIEE

(2. MERFABZE]
BAANZEUE I/MHEERHFRGHER : PHOTONEER*Y

(GER#EE]

PHOTONGER X, DMERH 2 3312, AFIOA M AR SR EE 2 G 5 BRI THE
Wi STz, ARFIEGHE L L“C2/)0)ﬁﬁ/£&0\ﬂﬂi (8mg12 HEME# 5. SmglelHEi5) %%
E L. RANDOFHECZHONTT 7 ULt 7 F2mg8M MMRHE G- 12 %3 5 FEL M2 fRaE L 7=,

RERT A

VR 2 — B SR R PR

ISES

DMEE£EFE660%] (5 HHARN @ 746)

EpBRP L E

cRBRIBIZBWTAZ U —= 0 7 KBERFICHEE s THIE L 72 CRT2SD-OCT T
300pumEh b (X i%Spectralis SD-OCT T320pmih b)) . FLEIC K SDMEA A
%, TR ZWﬁ%rwwﬂuiwwﬁ

-ﬁ%mwmmm%ﬁ% RS ER ) U N T8~24F (AR L UAAT
2mm~%@m)@%D\ﬁﬁﬁT®£ﬁﬁﬁﬁDME@%é A

ERERANLUE

« WAL ORI RIS DJRIRNC K 2 BB FE S b b

« RBRAR I ZTE B O BEFFRE FRIPIAEIE 23580 B D

« A7 U —= 2 ZRBERT123E LS FRER AR I IR IS E B 9T S XS BE LR E T I K 5
BRI EHTD

c A7 —= 0 7 RBERT1238 ANIZRBR IR I FTVEGFE O fil§ RN 512 X 2 1R IE
EHT D

c A7V —= v TREERTI6E LN IR IR IC B R E A T v A FOIRNE S SULIRE
FEE. 502D TR EEAT a1 RO ERNA > 77 MYZ X

DIREREHT D

< ARBRIARIC IR AT GRSy 27 ) v 7 2Eh) I DREBEEZET D

« RERIR O IRE2 25mmHglL E

< RBRARIC AR UL B OB S L O R OBERE A AT 5

c A7V —= U ZRBERTI2ELINIZ, WTROIRIZ, IRNORAE X T AT D
-nybm~wxﬁ@%R%(Hmucm%ﬁ)%ﬁ#é

s oy hu— L REOEIME (SGE M 160mmH g X I3 LR i+ 95mmHg#)
EHTD
-x&)—*/7$%%%LuW_mm£%¢2ﬁ®%ﬁ%@%&@%ﬁﬁé

A, BT IBEBHEELZEST D kL
%1 7!§35|3 RV THRAE D DORIETE

B 5 J71k

ﬁ%%%%77ywvr7mm%Lﬁ%&5ﬁ AHKI120 RIbR B G-RE, A6 [H
WE% GEEDSREIZ 1:2: 1D L TEAEL IZE 0 (111792, - IRNEE LTz, B0k E
XA RR D AN L 7=,

c 2mg8E MR GRE - 77 U ~ULt 7 b 2mg A 438 [BIE Cilisal & 5% . SIEREINE T
e w3

< ARFN12:8 R 5 58« AR 2 4 IS a5, 128 [FE T 575

- AAKI16E IR G-RE « AF 2 48N gl 5%, 1618k T 5748

7272 Uy AHI21E R G- K O 1618 R # G- T, 1618 H LARE, DRMILHE*STIZ

N GERE AR L,

2 N—2F5 4 OCRT (400pmAiii, 400umbll L) | BEODMEEE (HV. L) KO
Hum (AR, ZoMonin) (2ES5XBEhHE L7,

%3 BRI 28 U CSHEMIE TR G & ke L7,

%4 1678 B X320 B IZDRMILHE (JHfE) 2z L7256, Yikbe B IG5 217\0, DIk
TSI EIBE MG L7e, 2438 H LA O ARFKIE 5ok B ICDRM A (JEHE) 27 L=
BRI 5T bR A 40 s TG L7z, 5218 HLUARRIX., 145 H & [Rl—ODRMEYE (HHE)
WA T, DRMEHE GER) 296V, FEUER- L7 8A 13 8 51 % 438 08 TR X
TR U=, 7Z2d, BERIRISRESHEMMRE, K24 MERE Lz,

%5 1638 B 122088 B (CDRMA&YE () ZW7z 9. 2438 BICDRMAEYE (EiE) &b
L723A0E, Yasskhs BIC G 21TV, DARRIT 1238 R 1 0 L7z,




aEICET SIEH

%6 DRMI:YE (JEHFE - 1638 H LL) [DME D4 T EAVIC & A &S IER I e 5o
128 B 55 D10 3CFHABIE TS 2> TCRTO 123 A 7> 5 D 50pmiB i)

7 DRMAEHE (L& : 5218 H L) (& B IEAR I SO 2 D 1238 B 5 5 O T AR50 7R
il 72> TCRTZ23SD-OCT T300pm>Kiiti (i Spectralis SD-OCT T320pmKiiti) |

A5

SETE 483 HIZHT 2 e EAR ) CF D S—=A T A Vb DAL
EEVAT Rl - 60 B IZB I 2 @B ER N LTFEDONR—AT A4 b DE{bE
BRI T H -wﬁakmwwm&ﬁuL@ﬁT%Tbt$%@%
Z DD - 481 B i\ B IERL) SUF R 6930 (AR L A 7177T20/40) LLETH -T2 HBE
BRI DEE
FHimIE H A8 B I LNEIZIRF LA OSSREN D e o T BE 0B S
A8 BIZBIT BACRTOR—RA T A b OELE
cASHE HIZFATIRHERNRBD SN hoTmREDE S L
FRWMHAESRA | - 9608 B IS BT DI Em B IER ) STFE D R— 2T A b O L&
R E B - 4818 B KX 60 B 12 L sk c IRFA OSSRERERD S ho 12 BE DEIS
« 6018 H IZDRSSDO2EX ML E DR T &2 /R L2 BE O EIS
+ 361 B 7> H48H B KO8 H 75600 H £ TORE 5 ER I U OB fE o~
— AT A4 b O
o AFN120 IR BRI BV T48, 604 1961 B £ TR ERIFEN 128 MBI ETh
ST BEDOEIE
o AFN16H BRIV T48, 604 196 B £ TR ERIEN 16 AMRELL FTh
ST BEDEE
c ZOMORIKFHGIEE (488 H OFHM) 1Z5% & L7l H 06018 B & 0961 H
OFHL e L
Freett  |AEESR. BWEH., ERAEFS, RETILCESTHEEFSR, W, BNKEX
R H Jia, IREEFFS, IRELEFORE, SimEFESR, APTCERRIC X 2 ki i 2t 3
% Ik
HANZ o ARAN 1230 [ b £ 57 M OARHN 163 [ Bg ¢ 5-FEI2 B8\ W T 16 H X208 H 1 £ 5-14
HE Sz b 2N 81 RIS~ & 72 » T2 HRE O EIS
Z DD  RFN123 FEI B 5B K VAR HI 1618 MR P G-AE 123V T48, 60X N96 B F Tl
AT E B TN OR TR EBRAEN & o - BREDOE S
< AFN12E IR GBI BN T48, 604 TN96H H IR ET & & 7= 5B R A 1208
RfRLL ETh - - BEHEOEIS
« A6 B FR iR 5-FEIC BN T48, 60 TN96HH B IZ R [EITE SN 7= & 5k 1615
RFRLL ETh - - BEHEOEIS
- 48, 60K V96 H £ TOREEE &
G S - - . -
S ADADOF I, ADAJHLOFFAM K ONAb D 4 1
fENT R IE?%%H&UI&@&E%EH ZBWT, @Eé%@EMWWWﬂWﬂ@@ﬁ%

R %0.025 (FARE) (CHlE Uiz, FERHMEE H & OE 72 BIRGHEE B 2B 5
EDLEMEOFIEICIL. FTitOMEHRETIEZ HVv., L EfLoMEIZT v 7 (T
éﬂtﬁﬁ%%ﬂbt% IDF, AEAYE0.025 () TR FAOMBGROMRIE & ]
BE& L7258,

Pt O AR IR

O AFN 2B G- EE O R i IEAR ] 04810 B2 2 95
@ AF 2B W G- EE O =i IEAR 7] 0601 H 12381 2 951
@ AF16BE AN I 5-HE O =i A7) 04810 B 2381 2 951

@ AA|161E R 5-FE D i i 78 EAR ) D60 B 811 % IEH M

B A#KI 2R 5-FEODRSSD 48 B2 31T 5 IS

® A#KI16H LRS- FEODRSSD 48 B2 31T 5 IS

D AFN 1238 [ W3 5-HE DB i M 1IE AR ) 0 4838 B 23 1) 2 it

® AF 1238 M #e 5-HE D i i K IE AR ) 06038 B 238 1) 2

@ AF163 M H 5B Dl i FE IEAR ) 04838 B2 1) 2 it

A0 AF 1638 [ 3 5-1E D B i FE IE AR ) 06038 B 23 1) 2

WP 2mg ST BB Ok B bl E

BB ARE FIEIC S < RBUTT R T OBE60H A 255 T CULRIIFIE) L= %Ic il L7,
FEEAE B & T8 H E COHMMEEHEIC ST, 60 B 58 T 0T — 212 L 2 FfEhH 350 L7

N

N




V. BEICEI SIEE

27,

X8 OIZBWTHEMEND RSN T, BIEEZKT L1z,

WRRER 7R M CRIMEOIERRZ B8 L, M7 2 5 8 UGG S AU 7 figtn)
TEGHEEE (FAS) : AAHI12:8 [ 51 & OAA 1638 [H P -5 0O 2mg 838 ]
BB SRR 2 IS TEDORGE GRS PERRAE-43CF)

WIFOWMAA A2 EE LT (B2 BE L= IEERGEHI S Tunany)
EREIRGHEEE (FAS)
(60 B |2 31T DI B IEAR I SCTFE D R— AT A b O bR 1T EEFTLE
B & [Fl—DHFHE X figHT
483 H IZDRSSDO 2B ML) FOIR T Z2ox L= BB DOEIE | 1 IAKI1 2308 bR 51 &
w$ﬁmﬁ%%&5ﬂmM@ﬁ%%&§ﬁmﬂfé#%ﬁ@@%(#%ﬁ@ﬁﬁ
-15%

PRERBG 22 T
ZOMORIRGHEEE (FAS)
BEREIFHMEIEE (FAS, SAF)
HHNCHE SN Z0OMOFEER (SAF)
WY EEMNT © BARANOE BT oL

g AAI1 230 [ IR 58 K OARFI 163 MR G-REC I 10 5, 521 H AR IZ % 5- [ F&E & 2018

FCHER L, 960 H £ T200 LA Lo E-[HIIRE & #aRF L 72 BEF OFIG T OV T OfEHT

Al

T ORFRMATIL, BHIRSCO (17, BRG] (2B 25E8ICBI# L, BT IRSCSGET OB BRIV CHE
&2 7= fNTHE R CTH D72 BR L T ETS

SD-OCT (spectral domain optical coherence tomography) : A-XZ7 kT /L KA A T W EHHRY .,

ETDRS (Early Treatment Diabetic Retinopathy Study) : 4R HEEE B 1B HRIF5E,

DRM (dose regimen modification) : HiEHEEH,

DRSS (diabetic retinopathy severity scale) : B R JHMEREIE BAE B N EE

IRF (intraretinal fluid) : #@ENK. SRF (subretinal fluid) : M8 F&.

FA (fluorescein angiography) : #YHREER . APTC (Antiplatelet Trialists’ Collaboration) .

ADA (anti-drug antibody) : HFIFWHIA, NAb (neutralizing anti-drug antibody) : FHFIH M BIIA

@OCRT (central retinal thickness) : FF.ODHEIFE (0 EEL O HEIKIE)

@ L EFE - LD B EAR Imm OHFH

OFAS (full analysis set) : I ARDMEHIRER, BIEAILIIL, Dl & HIFORBRIEK 542 % 173X T
DOEBE, BAEAB 1 SNBSS T 21T o 7,

@SAF (safety analysis set) : ZEMMNTXGER, BIEA{LI, V72 & L1IRORBRIER G252 1T /23~
TORE, FEOBEGIZESEMBT21To72,

) BRREMFEICEVT, FXFDOERBEN-AERVAZRR. [7I7URLET+ EEFERZ) LT
8mg (0.07mL) Z4ABZ LIS, BE. EfdE (BAH) WHFERKRST A, ERICEYRERHZEE
Bl b, TOEOHEFHICENTIE, BE. 1682 &LIC1E, HFARREET 5, 46, EKRICEYIRSMH
fRZEERAHT 4. SELUEHITEZ L. | THD,



ARICE T SR

€L
@ BARAFEUEI/MHEERLRZER . PHOTONEES
PHOTONERIX, BHAL, BN, dbko7 [E, 138ftiak THE G S i,

<IEBERNLTEHDONR—=2A T A b OB E (48H : TEEMIEH  (BFEAIfRAT
2) . 60 : ERRIREHEEE) >

481 B2 BT 2 @G BRI SLTFEOR—A T A4 b OB L& (/) R FEHME) 1%, KR
il 1278 [ R 4% 5-8F T+ 8.130F, AFI16H HIFR&K -1 T+ 7.2305 ., 2mg8MFRK LT+
IXFTh olc, AHKI121HE M EEG-HE K OAA 1618 M R 5-#F & 2mg8iE M I 1 5-#F D FEH]
7= (W% EHEXR]) 1ZEnEh-0.6 (-2.3,1.1) XF, -1.4 (-3.3,0.4) XFTHY ., KAl
1238 [ W -1 By OVAS A 1638 [T 456 57 & 2m g 83 [ % - D BERE] 72 D 95 %3 X ] D TR
MIELBVERIUE (-4307F) % LlElo7= 2 & s ARFI123E bR 55 & OAHF 1638 M@ 5
REO2mgSIA IR G EE %3 2 IELTENREE S Tz,

601 B 123 2 @G ERIISCTFHDOR—RA T A inb OEbE (/b R EHME) 1220
T K1 230 R R 1 G-HE M OVARKI 1608 [FIRR £ 5-8F & 2mg 83 AR 5 5-HE D HEM 22 D 95%(5 #E X
MO FIRNIESVERIE (437 Z2 ER-722 &6, AAI1238 [BIRR 5 M O 1638

IR $5¢ 5-F D 2mg 81 WG ¢ G- FF (63 D FIFAMED /R ST,

£®V-17 EEBERIANFRONA—RSA4UohoDELLE (MMRM, FAS)

;;f ASTE ;. EEIIEE (RAEROMRATRS ) 6038 : 72 KA H
BE R IER T . e IER A N
| | R0z TLE Pes O TN
ey | WU | B CUF) o | oplie | i | B o) o
o) oo e (Mi1195% o s (Mi1195%
Rl = BRI )
filf = pE R | filf = pE R |
2mg8ili
MR 5# | 615 150 8.7+0.7 — — 133 9.4+0.8 — —
(n=167)
AFHN128H -0.6 -0.9
bR 5#E | 63.6 | 277 8.1+0.6 ’ <0.0001 | 252 8.5+0.6 ‘ 0.0003
_ (-2.3,1.1) (-2.7,0.9)
(n=328)
AF161H 1.4 -1.8
MikE GHE | 61.4 | 149 7.2+0.7 P 0.0031 | 138 7.6+0.8 o 0.0122
_ (-3.3,0.4) (-3.7,0.2)
(n=163)
%1 FEHfE
%2 £ —2mg8il [ i 51
¥3 LM GELMERE-4307) O HlRE
(XF) 159 /= g siE+ 950 (EAER R
= 124
E
ZECE
%IE
ﬂ:*;? 6- )
EX N 2mg8:BRIm 5 8
= - RE12:BRRR S
5 - AE|16ERIRL 58
ﬁ 0_ T T T T T T T T T T T T T T T
R—RF5M1 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60GE)
= . 5
FEIMERE FHEIRHEEE
(FRELROEHTIER)
HV-3 REBERIAXFHOR—XSA UNoDEILEDHTE (MMRM, FAS)
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O®MMRM (mixed model for repeated measurements)

FIEWERAIRETT vy N=R T A D&

ERSCF R 28 5, R KRB OVERIE T [X—2F 4 OCRT (400pm=Kjii, 400pmPl ) |
WEODMERE (Hv, 72L) KOHE (AR, Zofmotlk) ] #EEDRE L, X—AT7 4 LV OKE

FEERL SR & ORBE D Z BAEMIE, R G-1F LORBiD L B Z S T,

<@ ERSCFEON—=A T A b O bR (961

: PRERADRHIRIRE) >

961 HIZ BT D EEBIER NI CFEHDOR—A T 4 b OB bE (/h ZFEHMHE) X, K
FI12:H R & 58T+ 8.230F ., A6 MR 5-#E CT+6.630F ., 2mg8H M@t 5-#E T+

711X FTH-oT,

#V-18 BREBERAXFHOR—RSAoMLDZEILE (MMRM, FAS)

961 : PRERHYRTAMZE H

R IE) SCF RO Z bR (5UF)

HEfMZE ()

- XH12BRERRE

s SRR R R (1959 S A1) *
222?;;’%&5% 124 7.740.9 -
A 2 e 5B 05
(n=328) 222 8.2+0.6 (-1.6, 2.5)
ER G 11
(n=163) 127 6.6+0.8 (-3.3,1.1)
% A —2mg 8 MR 51
X1 = i+ o5 ERER
B
i'%ﬁ 12
=71 67
2 x T = "
X, omgs BRI 5 B
"

0

- KH16:EMRR SR

R—RJ54>4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 (&)

L)
R HE B

MV-4 REBERIXFHON—RS5A4 HoDEILEDH (MMRM, FAS)

OMMRM : X— R T AV DOKREBIERN LT ELERE, BERE, KEEXOBEINRT [X—AF A 0
CRT (400umz3i5, 400pmPl b)) | i@EODMERE (HV ., 72 L) ROHk (HA, ZothoHg) ]
EEESDRE L, XR—RA T4V OREBERD T E REORZEERAE, 5L KO EERES

ate,



V. BEICEI SIEE

(B 1G] FEIRIAENE 0O BAE

<DRSSD2BRELL EOIR T 277 LT BFOFEIG (488 : L7 IREHEE H, 601 : PRZRAFE
fliEH) >

481 HIZDRSSD 2B Ll E DK T &2 /R L2 BFE OFIGIT DWW T, AFI128 Mg 58 D
2mg8iH MR G-HE & ORERI 2 (MHI95%EF X M) 132.0 (-6.6, 10.6) % TH Y . FEHMER
FE-15%2 3N T . ARHI 1238 [ 4% 57 0 2mg 83 (IR #% 5-HE 1264 5 L P R ST,
AT 16308 [FIRR % G- HE O 2mg 8 [RIFR & G-HE It 4~ 2 LMD /R SR o Te o d . FHHINTE D
T MEE IR E FIEICE > T-REE R T Lz,

&RV-19 DRSSO2EXELUELDETZRLI-EEDEISG (LOCF, FAS)

481 : ERRIRFHGIE B 601 : BEZEAFHLIE E
o FIFE M (%) e EL RERZE (%) .
BilE (%) (RO % EHE X ) Bl (%) (HI95%(EHEX ) *
2mg_8ﬂﬁ3%§ffﬁ$ 158 | 42 (26.6) _ 158 | 46 (29.1) —
(n=167)
A 1238 R4 E- 2.0 1.9
(n=328) 310| 90 (29.0) (-6.6. 10.6) 310| 97 (31.3) (-6.9. 10.6)
A 1638 R -7 7.5 -7.5
(n=163) 153| 30 (19.6) (-16.9, 1.8) 153 34 (22.2) (-17.1, 2.1)

W ABE—2mg8ARIRE HHE [N—A T4 »OCRT (400pmAdif, 400pmbl F) | @BEODMERE (B,
e L) KRUHUE (AR, ZoftoHig) TEkRlL L7-Mantel-Haenszel? 0 8 4 % H\ N CHE%E L 7= ]
AF 16308 R G-#E O DRSS D48 B I35 1F D IEL LN /R SN loiod | TRl E O 7= W& 1 E FIR
W T RE AT Lz,
@LOCF (Last Observation Carried Forward)
BIEfE % A\ CHRliTEd 2T 51k

AR A = T AR, RBIMELS 6 LT RBIAT O Rt O



V. BEICEI SIEE

<X OMDOFIEFHHEE >

®V-20 48EBICREBERNNFENCINTF (ARLURAT20/40) ULTH--EE
DEE. 48EBICHDLEICIRFRUSRFARO o eh > -EBEDEIE. 48EBIC
BITBHCRTOR—RSA UMb DEILE. 48BBICFATREARED oG o1
BEDEE (ZDMOBEIRFHHEIER) . 36:EEH 5488 B kK UV48:E B H 5608 H
FTCHOERSBEANXFHOEHEOR—IZ4A UMD ELLE. 48 BHE KR U60
BRICHLEMEBICIRFRUSRFARD onEmn - -BEDEIE. RHF12EMRER%
BRICHT48, 60K V96:EB FTIHRESMEN12BRBULTH - -EEDES.
AE16BERRIZSHICHVTA8, 60K VI6EE FTHRSHRA16ERRLULTH
S-BEDEE. TOMDBIRTMIER (4888 DFFf) (CEXE LI-FFMEED
608 B % U'96:8 B DTl (FRERMFHMEEE)

2mg8IH IR | A 123 Rl | A 16305 5 FR
B 5RE B 51 B 5RE
(n=167) (n=328) (n=163)
%R 165 326 163
A8 H e i (%) 104 (63.0) | 213 (65.3) | 102 (62.6)
M (%) . _ 2.5 -0.7
(Hi{195% 5 HE X [H]) *1 (-6.5,11.4) | (-11.2,9.8)
%i@{t}ﬁgiﬁiﬁ 1% 165 326 163
) 7 R i 7o
ﬁjﬁ“ﬁ)ﬂm) o Ec |60l H iggﬁ%&) (%) 100 (60.6) | 211 i634.7) 101 1(662.0)
HoT-BEDEE A % . .
(I:)OCF\ FAS) (FEHI95% (S HE X [H]) *1 o (-4.7,13.4) | (-8.9,12.2)
Bl 165 326 163
963 H EIA Bl (%) 104 (63.0) | 218 (66.9) | 100 (61.3)
HEHAE (%) . _ 4.0 -1.5
(Hi{195% 5 HE X [H]) *1 (-5.0,13.0) | (-11.9,8.9)
%@@%ﬁﬂff? sGill e [P 155 286 154
T e ABBHET |yl + p v 8.848.6 8.148.9 7.248.0
g_f%%%m B T R L 150 277 149
0C. FAS) 60 H £ T sy + pnel e 9.3+8.8 8.7+48.6 7.648.4
Bl 165 325 162
48 A S (%) 90 (54.5) 190 (58.5) 71 (43.8)
0 IZIRF R O'SRF HERZE (%) . _ 4.3 -9.7
WD SR T (FE1HI95% (5 HE X [E]) *1 (-4.7,13.4) | (-20.3,0.9)
BE DG %% 165 325 162
(LOCF, FAS) 603 EIE Bl (%) 113 (68.5) | 201 (61.8) 94 (58.0)
HEHAE (%) . _ -6.0 -9.9
(Hi{195% 5 HE X [H]) *1 (-14.7,2.8) | (-20.3,0.6)
%R 165 325 162
483 H ElE o FlER (%) 36 (21.8) 89 (27.4) 24 (14.8)
L EEBIZIRFR O T (%) 5.8 -6.8
SREDIR 5 Far (FiI95% (E X F) *1 - (-2.0,18.7) | (-14.9, 1.4)
ST-REDOEE Bl 165 325 162
(LOCF, FAS) 603 EIA Bl (%) 49 (29.7) 75 (23.1) 25 (15.4)
HERZE (%) . _ -6.5 -14.2
(Hi{195% 5 HE X [H]) *1 (-14.8,1.9) | (-23.0, -5.4)




V. BEICEI SIEE

2mg8IH IR | A 123 [ | A 16305 5 R
PGBt B 5 P 5Bt
(n=167) (n=328) (n=163)
% 148 276 149
A8 Ejééig/’jﬁ -164.9+8.8 | -176.845.7 | -148.8+9.5
eI _ -11.9 16.0
(95 %S FEIX[#]) *3 - (-30.3,6.5) | (-7.5,39.5)
Bl 131 251 137
g?gg%&% ?:mj 60 H Eif%éigg@ -194.2:7.2 | -182.0:6.1 | -166.3+8.6
(MMRM, FAS) HERIE . B 12.2 27.9
(MI95% 5 FEIX[#]) *3 (-3.7,28.2) | (8.1,47.7)
% 122 215 124
96 H Ej,’ééig I -191.349.1 | -194.046.1 | -158.4+9.7
BER _ -2.7 32.9
(95 %S FEIX[#]) *3 - (-23.1,17.6) | (7.8, 58.0)
o ASHH H % 162 303 152
gﬁfﬁﬁggggg I (%) 4 (2.5) 23 (7.6) 1 (0.7)
(LOCF. FAS) 60 H 1515k 162 303 153
HE B (%) 7 (4.3) 24 (7.9) 3 (2.0)
48 A £ |BIEK — 300 _
SAF*4 A 5 (9 — —
A 23 £ ( ) %IJ%.\ % (%) 273 (91.0)
BT SHES |60l E ET [P — 289 —
12FIELL BT o | (SAF™)  [:Ia - sk (%) — 261 (90.3) —
- BB OEE - ”
96 H £ T | — 256 —
(SAF™6) =14« il (%) — 224 (87.5) —
48 B £ |BIEk — — 156
AF*4 AL (9 _ _
KA e | ) RIS B 0 139 (89.1)
BV TH M |[60AE £ T [P — — 152
16HERLA ETh o | (SAF™) =14« fil%k (%) — — 130 (85.5)
- BEOE S —
96l B £ T [P — — 139
(SAF™6) &1« %k (%) — _ 116 (83.5)

¥1 AR —2meSHEMRE G [(X—AF A4 > OCRT (400pmAifii, 400pmbl k)

. WEODMERE (HV .

7o L) MUHE (A, ZofoHils) <TEylik L7-Mantel-Haenszel @ & 7 % W C%& L 7= ]
%2 RO G Rk &
%3 At — 2mg 8 M 58
%4 SATD ) BASHEHH £ TOREEZZET LIZBEDOR
%5 SAFD H LE0H E £ THOREE7ET LB EDH
O SAFD H L6 H £ THOREA7ET LB EDL

OC (observed case)

OMMRM : X—2 5 A OCRTA#HLERE, &EHE, KX OEMNAF [N—AF A DCRT (400umAii,

400pmLl k)

AT A DCRT L KDL EAEMI, KGR &k R BB Z & T,

. WEODMERH (HV ., 72L) KUOHUK (AA, £oOMoMER) | Z2EEMRE L, ~—
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<FKEZBET HRHMEE >
=V-21

FAICRESNI-ZOMDFTMIER (48:E. 608, 9658)

AN 1238 [ hR A 1636 [

B 51 B 51

(n=328) (n=163)
4835 THI% (SAF*Y) 300 156
e 5 43 83 R ~ A & 7 > 7 | 16T A LKA 3 (LO) 1 08
BEOEIE - %k (%) 203 H |2 £ 12 (4.0 3 (1.9)

S bR I

481 H £ TIZWT DR AT 1230 [ b~ A 27 (9.0) 17 (10.9)
fi%%f%ﬁ&ﬁotﬁﬁﬁ 83 [ iy~ S 27 (9.0) 6 (3.8
LA Bk (% -

- 1238 R A~ 2 — 13 (8.3)
48T HICIR[E T & S L2 B SRR | 1208 L 262 (87.3) 146 (93.6)
128 R BT 16 R ETh —

ST BE DEILFS L G (%) 1638 [H - 136 (87.2)
60 5E T Hl%k (SAF*®4) 289 152
e 5 RN A SRR ~ A & 7 o7 | 167 A LSRR 3 Lo 1 (0.7
BEOEIE - I (%) 2078 H (2 4 12 (4.2) 3 (2.0)
S bR 1%
e BB N A g 28 (9.7) 22 (14.5)
603 H & TIV TR DIET L2~ A
B EBIRRNEME L o T BRED 83 [E] I ~ A 28 (9.7) 10 (6.6)
A B (%) ; = (g =
gf)ﬁﬁﬁl}iﬁég‘(gﬁ@ Fﬁﬁ BI’H%" _ 12 (79)
6O B IC VR[] T & LB e | (2B HIRRLLE 248 (85.8) 136 (89.5)
128 IR LA BT 16 MRLL ECoh | 1618 R L L 123 (42.6) 124 (81.6)
/)f:l%\%@%lj/a\%% : Wd;ﬁ (%) 20]@&5&% _ 59 (342)
96l 5E T 53k (SAF*6) 256 139
963 B £ CloW T OIS C 81 ] g~ A 32 (12.5) 10 (7.2)
&5‘?5%%75%5%@& 2o fi%’%‘@ 1258 R (8:@ R % . 13 (9 4)
EE Bl (%) BR<) ~EEHE o ’
12 MRR LA = 235 (91.8) 132 (95.0)
961 H IZIKIEN P& SN BEGRIBAY ) 6m pr ) 1 164 (64.1) 122 (87.8)
1238 R Ll L3036 k@ L <& —
Of:,%\%g)%lJ/a\XS . 'fﬁ”;ﬁ (%) 20]@Fﬁﬁ|§|ﬁuk 110 (430) 65 (468)
243 I 61 (23.8) 45 (32.4)
2mg8if [4 AFI123 R R AH 163 kg
Be 51t B 51 B 50
(n=167) (n=328) (n=163)
48\ 60&(){965@ E gz T@E%Ei&xg 485@ H 7.7:|:1.0 5.7i1.0 4.9:|:0.6
:?wﬁiﬁﬁﬁ% 6038 H 9.5+1.4 6.6£1.3 5.940.8
(FRUBRIR, SAF) 9638 H 12.9£2.5 8.6+2.2 7.5+1.6

X1 SAFD 5 HASHE A £ COHREZ5%ET LIZBEDH
X2 12AMMEE T ULEM SN/ o 7B . RO £ Cafs S, & 528N £ Tl S -k

Treat

%3 48 H £ TORKEKEE BT i O < B 5/
X4 SAFD H B0 A £ ToOREEE T LIZBEDR
X5 60 H F TORKREAICHIT A LS & 5-RE
%6 SAFD 5 H96# H £ COHREZ5%ET LIZBEDH
37 521 B LARRIZ 16 BFE LA _LICHER & 72 » 7= BEICIB T D 1238 B~ g LR <
%8 961 B & 0 AT ABE B Iz 2RHMlIZ IS T 5/ (770592l B & TORKKEERIZHIT 5

A D < & G-THRR)
KO RS 2 Bk < B B[R




V. BEICEI SIEE

< HRAEHT >
ARERIENTIE, BRSO 117, BRG] (26T LUl B L, IR SCGET ORI
(CBWTCRHI 2 52 T Te TR R TH D 120 L TV E,

xV-22 52BBLRICKRERREZ200BFTERL. 9688 FT20:BLU LDREREREZEHEF
L=BEDEIE (SAF*)

AFI120E R AF 1638 1R
B 51 B 51
(n=328) (n=163)
961 5% T 15112k 256 139
523 B LA 2 #% 5-fIg % 2018 & CIERE L,
963 H % T20MLL |- ¥ 5 MG 4 HERF2 « Bl (%) 75 (29.3) 57 (41.0)

¥1SAFD H L6 E £ THOREZET LImBED L
%2 961 A IZ20 D GRIRAIZ U O TR T T 2EELZE L0
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@ BARANZBT2EHEMAMBEN (PHOTONRERER 5 EFMET) 45
HAANDODMESBE & xt4: & L8 /MR, [EEdtFERE (PHOTONRE) &L
TEHEBINTWDZ D, BRANIZEBT 2 ARKOH MR OV 2 %2 R BREE IC 5
DWTHIE T 5 I2H 720 . 2EME AARNERORBRSEO —BMELHRETT 5720, H
RNEETAR (2mglE MR G-1E : 2001, AFI125 FhEHG-8E « 3761, AH 163 Kk
BeGHE 1760 TR DE R 21T o T,

PHOTONGER Fhttlak - HA, BN, ALk 7 5 [E, 138kEsx

<HEEERISUFHDON—2AF A inb O b (488, 608 : H AN LN >
48T HIZH T B @B IR SUT D R—A T A in b OB bR (/) I EWfE) 11, A
120 HIRR R G- FE O REMT+H8.13XF, HARANEMT+7.130F, AAI16HEMMFEER 5O
HEHTHT7.2XT, BHARANENTH7.5XT, 2mgSHFfE&E Gt OSEM T+8.730 7, HAAN
EHTHTALTTHo T,

60 BB T 2 HEBER NI LTFEDOR—AT A4 b OB bR /" F M) 13, K
Fl120E MR 5RO RER T+ 8.53F, HANEMTHR.7XF, AFl16HEMMRER GO
HLHTH7.630F, BHAANERTH6.730F, 2me8HlHRHR GO 2L T+9.4305, HAAN
HHTHT.9LFTTHoT,

#®V-23 EEBERINFHEONA—RSA4UoroDELE (MMRM, FAS)

;;i 4838 603
G IE G IE
B4 \ B354 .
|| ORI | (Y . OBl | (i .
ey PR SR imos | P PR GO (aose | PO
B = ey 2 B = Sey R
+EEYERA S +EEERA S
2mg8il
kR 5-8E 58.2 | 20| 7.4+1.7 — — 19 | 7.9+1.9 — —
H| (n=20)
AR 1208 0.3 0.8
% F'a'ﬁ(f:ajgiﬁﬁi 63.2 |86 TI£L1 |, Tog) — 36 | 8709 | (455 —
AAILGHE 0.2 1.2
F'a?fffﬁﬁi 620 |16 | 7515 |, 4 — 16 | 67517 | (6274 0) —
2mg8il
MR 58| 61.5 |150| 8.7+0.7 — - 133| 9.4+0.8 - -
(n=167)
A AFN12 -0.6 -0.9
4% (HR&E5RE|  63.6 [277| 8.1+0.6 (_23'11) <0.0001 | 252| 8.5+0.6 (_27' 0.9) | 00003
(n=328) 9 4 O
AFH163H 1.4 -1.8
kR 58| 614 |149| 7.24£0.7 (_33'04) 0.0031 | 138| 7.6+0.8 (_37'02) 0.0122
(n=163) .3, 0. .7,0.

1 EHE

%2 £ 1 —2mg8iR [ ik 51

X3 LM GEHMERAE-4307) O lRE

OMMRM : X— R T A O EEEMR NS E L E, BERE, REREEXOVBRIK T [X—Z2AF7 4 D
CRT (400pm=Afii, 400umbl k) | EODMEERE (HY . 72 L) EOHIE (HA, TofoHisg) ]
BEEMRE L, X—RA T A > O @iE ER R &RBEOR AEAERE, &5 L KO HEAE %
Gir, BARNEDEMMBH CITERIK I THER (AR, ZoMoig) | 3& 7z,
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<EBEARSUTHONR—2 T A4 b OE bR (96 @ B RN EMENT) >

961 B IZB T DEEBIER N LFEHONR—AT A4 b0 i (B VWM X, K
F1218 MfR & G REDO 2HE T +8.230F, HARANEM T+8.430F, AAI6GH MR G HEO4
HEHT+6.6XT,. HANENTH4.6307F, 2mg8ill HIfg& G- REDREM T+ 7.7307F, HAAN
HMHTHI2XTFTTH- Tz,

®V-24 REBERIXFEROR—XS14ohoDELLE (MMRM, FAS)

96
TN VAR &S Y X (9= \ -
G R (ORI *
i 21(‘;1g=825(;@)w%§%¥ 19 9.2+1.5 —
zag:iifj‘;ﬁﬁ%ﬁgﬁ 124 7.720.9 -
ARSI L 05
(n=328) 222 8.2+0.6 (-1.6, 2.5)
ey 6.6:08 (331D

¥ A — 2mg8iE M lE % 51

OMMRM : X— AT A VOREBERA LTS 2L E, B, KELOBEHINF [(R—RT7 A D
CRT (400pmAiii, 400pmPlE) | W@EODMERE (HV., 72 L) KO (AR, ZofoHi) ]
EEEHRE L, R—RA T4V OREBERD T E KEORZEERE, B L KEORZEERES
e, BARNESDEEMGT TITERIN I Tl (BAR, ZofoHilE) | 13E&Fnswn,



ARICE T SR

<X DDA HIERHE E >
£RV-25 ZTOMOENEMIEE (488, 608 : BA AN EFARNT)

HA AL AR
2mg AH AH 2mg AH AFH
SEMIME |12 MM | 16:E MR | SEMM | 128 MR | 163 HkE
BHREE | BERE | BERE | BSEE | BERE | BERE
(n=20) | =37) | 0=17) | (n=167) | (n=328) | (n=163)
%K 20 37 17 165 326 163
|G 9 23 12 104 213 102
48 H B (%) (45.0) | (62.2) | (70.6) | (63.0) | (65.3) | (62.6)
B B IEAR ) 37 HEHZE (%) 16.2 23.5 2.5 -0.7
69 LT (A% (f195% — (-10.0, | (-8.4, — (-6.5, | (-11.2,
L U 4837C20/40) fEHEX M) 42.3) 55.5) 11.4) 9.8)
Hif“?f\fi 1% 20 37 17 165 326 163
%fo@c%” N AS) i 11 25 10 100 211 101
N 603 H B (%) (55.0) (67.6) (58.8) (60.6) (64.7) (62.0)
HEMZE (%) 12.4 5.3 4.3 1.6
(Mi1R195% — (-14.2, | (-28.4, — (-4.7, (-8.9,
fEHEXR]) % 39.0) 38.9) 13.4) 12.2)
B e AR S e 36 H 76 5%k 20 36 17 155 286 154
O FEIED 48 A < | THIE 7.7 7.0 6.4 8.8 8.1 7.2
R—=RAT A b TR A +7.5 +7.1 +6.4 +8.6 +8.9 +8.0
DAALR () . 1%k 20 36 16 150 277 149
G kg \BHATE 8.2 76 5.0 9.3 8.7 76
OC. FAS) : AR A +7.4 +6.2 +6.5 +8.8 +8.6 +8.4
%R 20 36 16 158 310 153
EIL 5 9 4 42 90 30
A8 A B (%) (25.0) | (25.0) | (25.0) | (26.6) | (29.0) | (19.6)
- FEHEIZE (%) -0.6 1.4 2.0 7.5
[(Z5trw] ({8195% — (-24.7,| (270, — (-6.6, | (-16.9,
DRSS®2EELL |- EHEKRE) 23.5) | 29.8) 10.6) | 1.8)
DK TFERLTZ -
B OB ik 20 36 16 158 310 153
(LOCF. FAS) EIA 7 9 4 46 97 34
6038 % (%) (35.0) (25.0) (25.0) (29.1) (31.3) (22.2)
# H
HEMZE (%) -10.3 -8.6 1.9 -7.5
(H1195% — (-36.0, | (-38.5, — (-6.9, | (-17.1,
fEHEXR]) * 15.4) 21.4) 10.6) 2.1)
%R 20 37 17 165 325 162
|G 12 22 10 90 190 71
48 H B (%) (60.0) | (59.5) | (58.8) | (54.5) | (58.5) | (43.8)
HEHIZE (%) 0.4 1.1 4.3 -9.7
L ICIRF R O (HI{195% — (-26.2, | (-30.7,| — (-4.7, | (-20.3,
SRESE® S 7 {EHEX ) 27.0) 32.9) 13.4) 0.9)
o T2 B OEIE 1% 20 37 17 165 325 162
(LOCF. FAS) %ﬂé\: 15 22 11 113 201 94
603 H B (%) (75.0) (59.5) (64.7) (68.5) (61.8) (58.0)
HEMZE (%) -14.0 -9.9 -6.0 -9.9
(H1195% — (-38.5, | (-42.3, — (-14.7, | (-20.3,
fEHEXR]) * 10.5) 22.5) 2.8) 0.6)




V. BEICEI SIEE

HARNE AR
2mg AF AH 2mg AH AFH
STEME | 1218 KN | 1638 [HRE | 8RN | 128 M6 | 1618 IR
BHREE | BERE | BERE | BSEE | BERE | BERE
(n=20) | 1=37) | =17 | (0=167) | (n=328) | (n=163)
Bl 20 37 17 165 325 162
|G 7 10 5 36 89 24
48 A % (%) (35.0) (27.0) (29.4) (21.8) (27.4) (14.8)
it HEMZE (%) -6.6 -5.9 5.8 -6.8
FLERIRICIRE ({H195% — (-31.0, | (-34.0,| — (-2.0, | (-14.9,
i RS 17.8) | 22.2) 137 | 14)
a0 %% 20 37 17 165 325 162
(LOCF. FAS) ElE 7 4 4 49 75 25
6038 H B (%) (35.0) | (10.8) | (23.5) | (29.7) | (23.1) | (15.4)
HEHZE (%) -23.6 -12.9 -6.5 -14.2
(if195% — (-46.6, | (-39.8,| — (-14.8, | (-23.0,
1EHEIX ) 1 -0.5) 14.1) 1.9) -5.4)
% 19 36 16 148 276 149
BN -161.2 | -159.6 | -177.7 164.9 | -176.8 | -148.8
48 B il AEHERRZE| +£16.6 +11.2 +18.5 +8.8 +5.7 +95
e 7= 1.6 -16.5 -11.9 16.0
CRT® (Wifos% | — | (392, (67.1,| — | (80.3,| (7.5,
o %;;;’K; (EHEIXE) 3 425) | 34.1) 6.5 | 39.5)
o ik 18 36 16 181 | 251 | 187
(MMRM, FAS) /N -202.2 | -161.8 | -167.5 | -194.2 | -182.0 | -166.3
603 B B AEAERA S| £11.0 +14.5 +23.4 +7.2 +6.1 +8.6
RE 2= 40.4 34.7 12.2 27.9
(if195% — (4.0, | (-182,| — (-3.7, (8.1,
1SHEIX ) 8 76.8) 87.7) 28.2) 47.7)
Bl 20 35 17 162 303 152
FATIRI AR &, |48 H A 0 1 1 4 23 1
NnN7ehror-BFED B (%) (2.9) (5.9) (2.5) (7.6) (0.7)
s % 20 35 17 162 303 153
(LOCF. FAS) " JeoilH  [#1% : 0 1 1 7 24 3
% (%) (2.9) (5.9) (4.3) (7.9) (2.0)
AAN AR 5 (480 F £ T Zﬂ%ﬁf — > — —
BElC B O | (SAFR) [T — |y = | = | &8 -
W A5 1238 R R DAL B (%) (88.9) (91.0)
T T BED mﬂaiﬁmﬁ — 36 — — 289 —
G (SAF*5) |BIE _ 32 o o 261 -
% (%) (88.9) (90.3)
A GEE Y 45 ET — — = — — 5
ﬁ(:ﬁb‘f&’{l_—ﬁﬁ (SAF><4) ;:J\l,:l .0 o o 14 o o 139
WE725 1638 R UL il (%) (87.5) (89.1)
T T BED mﬂai@mﬁ — — 16 — — 152
ElE (SAF*5) ElG - - 13 - - 130
B (%) (81.3) (85.5)

X1 A —2mg8lHlE 5/ [(N—Z 714 »DCRT
7o L) RUHE (BA, Zofoik) <TEHI{E L 7-Mantel-Haenszel M D & A% W CHRHE L7,

NEREMBAT CIXERMRIC THlsg (AA, Zofholsk) | 1T&FEhawn, ]
X2 MBI G Pk L
%3 £ 1 — 2mg8il [ i 51
%4 SAFD 5 HASH A £ TOHEE25%ET LIBEDH
%5 SAFD H B0 A £ TORE AT T LIZBEDR
OLOCF : ikl 2 = 7 #MEE, KRBUEIZSRT LT RBIFTO Fcth ORIEE 2 FCTHITET D T ik

(400pm=Kii5, 400pmil ) | BEODMEREE (H 0,

H A

OMMRM : X—RZ T 1 »OCRTZ I, BHEE, KELOBHINT [R—2F 1 > OCRT (400pumAi,
400pmEl b) | @BEODMERE (b0, 72L) UM (BA, ook 1 #EEhEeE L, <—
254 OCRT & REDOZHENMERE, REHELREOLAEMEREL ST, BARAES LB CITEIETE
T TR (BA, Zofofi®) | TEEniny,



ARICE T SR

<EEHAZBET DRI E >
RV-26 FRICRESNI-ZTOMOTMIEE (48:E. 60:E. 96:8 : BA AR EFHAZHT)

H AN AR
AFN2WME | AF16HEMNE | AFI12EFEME | AK 166 MR
B 5RE B 51 B 51 B 51
(n=37) (n=17) (n=328) (n=163)

48iH5E T %L (SAFXY) 36 16 300 156
B L MimasHEMiE | 1638 B (g 0 0 3 (1.0) 1 (0.6)
ANERE L T o T
DEG I (%) | 2008 B 128 2 (5.6) 0 12 (4.0) 3 (1.9

81 [ fR X
AST % TIm VT 23 4 (11.1) 2 (12.5) 27 (9.0) 17 (10.9)
SOEERT mbaE | o g
;gggéfizgsﬁﬁﬁmﬁm 4 (11.1) 0 27 (9.0) 6 (3.8)
DENE B (%) | oum prm -~ — 2 (12.5) — 13 (8.3)
48 IR [AITFiE
S SREmEs | 1208HRLL - 32 (88.9) 16 (100) 262 (87.3) 146 (93.6)
1218 FEIRR LA BT
16HEHRLL ETH -
7 BB OB LS . 1638 [k — 14 (87.5) — 136 (87.2)
w1 (%)

6052 T Hil%k (SAF*Y) 36 16 289 152
e bR AN SIA IR | 1638 H | 2R 0 0 3 (1.0) 1 (0.7)
ANERE L T o T
DEE X (%) | 200 BB 2 (5.6) 0 12 (4.2) 3 (2.0)
GO £ Clovr i |12 | 4 Q1D 3 (18.8) 28 (9.7) 22 (14.5)

N mC AR | s g
&gggéfizgsﬁﬁﬁmﬁm 4 (11.1) 1 (6.3) 28 (9.7) 10 (6.6)
OEIE B (%) |12 (SR

B ) i — 2 (12.5) — 12 (7.9)

608 FHUCIKIEITIE | 1 o3 il - 32 (88.9) 16 (100) 248 (85.8) | 136 (89.5)
S-SR
128U BT el - 14 (38.9) 14 (87.5) 123 (42.6) 124 (81.6)
16 HMRLL ETH -

%iﬁfﬁ”éwi 2038 [ — 6 (37.5) — 52 (34.2)

H AN M
2mg AH A 2mg AH A
S k& 1288 | 163 EkE S k& 128 | 163 EkE
Be 51t Be 50t B 51 Be 50t Be 50t B 51
(n=20) (n=37) (n=17) (n=167) (n=328) (n=163)

48, 60 r06H H |481H | 8.0+0.2 5.9+0.7 4.9+0.2 7.7+1.0 5.7+1.0 4.9+0.6

giﬁgggffﬁiggﬁgzzz 60 H | 10.0+0.2 6.9+0.9 5.9+0.5 9.5+1.4 6.6+1.3 5.9+0.8

GABRIR. SAF)  |g6# B | 13.9+0.3 | 9.5+1.6 75:1.2 | 12.9+25 | 8.6+2.2 7.5+1.6

X1 SAFD ) H48H A F ToOFEEET LIzBE DI

X2 12AMMRE CULMEMR SN oo B, ROI2EMRE CEMR SN, SHICSEMRE cafishi-®
FrEate

%3 481l H F TORMERE BIZH T B &S < &5

%4 SAFD H L0 A F TOFEEZET LIzBE DR

%5 601 H £ CTORKEKRE HIZH T 25 &S < # 5

X6 ATES 2 Br < H 5K




ARICE T SR

® =& (PHOTONHEER) o

PHOTON#E: (96#H[) 12\ T, T X TOHEHGIAKI 12108 M hFE % 55 T 3284277
Bl (84.5%) . AAK|16H MRS T16361H 14361 (87.7%) . 2mg8iH Mg #5-1E T167H4
13401 (80.2%) 1Zads BTz,
TR EFERIL. AF12EMERERE TCOVID-19 4441 (18.4%) . mifLE36%1 (11.0%) .
EIREAR 2001 (6.1%) . A - IRFEm 1951 (5.8%) . HINFE18HI (5.5%) . #bMk i 174
(5.2%) . W FIRFIBEEL66] (4.9%) . &L, FEE AL 136] (4.0%) . IMJE EF 124
(8.7%) . BERIGHEMBNZIE, 5HmEAE1161 (3.4%) . IV, 2 OHEE, ma L A7
2 —/VIE, BEEIR A 1061 (3.0%) 72 &, AAI160HE M FEEG-# CrimE3141 (19.0%)
COVID-19 27%#1 (16.6%) . HANEE19%] (11.7%) . &, EWHEER L1068 (6.1%) . F
FIOB (5.5%) . FEREHIm, Els, BERBFNESH (4.9%) . KT7A4 T A, sUIRAER, W1
WFlEY), ma L A7 a— ViigE, BEIRASTH (4.3%) . MM, B &E iR R,
Ma e, i EF & U AE, EEKSE66] (3.7%) | HEIRIFEIVENEIETEIE, Ay AR,
AR I, FEE, MeELR . PRI, SR, AR, AMERREENESH (3.1%) 72
£ 2mg8l MR # G- TR =224 (13.2%) . COVID-19 151 (9.0%) . EWHIAZK., IR
BERYL N 2590 (5.4%) . WYFIRHIEE, IRE ES. BERBAETH (4.2%) . EPFE, #ERH
M, S REEY., A4 7NV FRE6H (3.6%) . FERWIEMBEAIE, F6, g, x
RS, FEEA, MRBLAR, BRME, TEERE. SRR, BRI, SRR R 03 5
(3.0%) 72 EThHolz,
AR B 2 R A EERIT, AKI 160 MM B 58 IS FBIED 1B Hiiz,
ARBRCRICEE T 2 B GRS E > A ERHLIL, AF2E KRR 58 TR, - IREHR
B1HNZERD T,
AFERIZ BN T, RBRIEICEE T 2 TITER O b o7z,

MedDRA ver.26.0
#:V-27 PHOTONRERIZHEITH2EHEEZRREHEE (96:EE. SAF)

omg8HE I | AFI12 NG | AFI 1638 E R AH)

B HRE B HRE 5 BHREOES

(n=167) (n=328) (n=163) (n=491)

TRTCOFEHRR 134 (80.2) 277 (84.5) 143 (87.7) 420 (85.5)

RlCB#ET % FERAR 62 (37.1) 144 (43.9) 74 (45.4) 218 (44.4)

AEEL THIR 61 (36.5) 120 (36.6) 73 (44.8) 193 (39.3)

HBRIROHEFSL 62 (37.1) 144 (43.9) 74 (45.4) 218 (44.4)

BRI B S

sy 3 (1.8) 8 (2.4) 1 (0.6) 9 (1.8)
ﬁiggmg@ﬁé 21 (126) | 47 (14.3) | 19 (1L7) | 66 (13.4)
WBRIROEE R G EFR 2 (1.2) 3 (0.9) 3 (1.8) 6 (1.2)
giggaz%ﬁ#é 0 1 (0.3) 0 1 (0.2)

2EMOHERS 115 (68.9) 239 (72.9) 117 (71.8) 356 (72.5)
?ﬁigﬁ@ﬁé 0 0 2 (1.2) 2 (0.4)

SHEEOEELNFERER 42 (25.1) 75 (22.9) 39 (23.9) 114 (23.2)
Zﬁﬁ?gﬁ@#é 0 0 1 (0.6) 1 (0.2)

FHGIE GEHEIE %)



V. BEICEI SIEE

<IRNRIER L, IRE EAFSR, RE LA ORE, &iEFSR, APTCERIZ X Bk
ERFEGL>

74 Y —7 [40mg/mL (2mg) ] "OEKERE, KOEHKEY 2 7 &5 0N EHIHE
BMERRTHE THRETSNIZHEBICES &, KFNCKIT 2 L0 MR BRE OO BN TLE4Ee
PEEFHET 2 HER 2 ER LT, iMEL7=FR0 5 b, IRNKENKG, IREEFFES, BE L
AORRE, miLEFS, APTCERIC L 2EIRMIAEZERFROFER LU TORITR LI,

T RBAVEEBAELISS DRIVEMEE : #E£40mg/mL (0.4mg) ]

I IRNIERIG, HRE EA-F%, MEGR R ES, MIERALREEES, ANESESR, BEUESS, )
ARt ZEke 15, APTCERIC L 2 @iRiAeZEreF 5, FiknieZE R FR, milEsEg, RUSO Hi S
EAOT Fini R =S

xV-28 BRAXRERIE, RELFER, RELRDOEE. SMEER. APTCEEICKDE
ARtz EEER (96K, SAF)

2mg8A MG | AFI123A G | A<H167E [ AH

e it B 5t e it B GHORS

(n=167) (n=328) (n=163) (n=491)
AR PN AIE S i1 2 (1.2) 5 (1.5) 1 (0.6) 6 (1.2)
Al AR 1 (0.6) 1 (0.3) 0 1 (0.2)
IR B RRIA R 1 (0.6) 0 1 (0.6) 1 (0.2)
AR/ 0 1 (0.3) 0 1 (0.2)
SE DK 1 (0.6) 1 (0.3) 0 1 (0.2)
(ERREN ) 0 1 (0.3) 0 1 (0.2)
TR RN 0 1 (0.3) 0 1 (0.2)
IRE E5HFg 9 (5.4) 13 (4.0) 2 (1.2) 15 (3.1)
ARE -4 7 (4.2) 9 (2.7) 2 (1.2) 11 (2.2)
e AR 2 (1.2) 4 (1.2) 0 4 (0.8)

IRJE & ofg

fg;gﬂﬁiﬁg}%ﬁm’y 5 (3.0) 17 (5.2) 11 (6.7) 28 (5.7)

>21mmHg, % 571l E 33 (19.8) 73 (22.3) 36 (22.1) 109 (22.2)
=25mmHg, % 5-5ilE 5 (3.0) 18 (5.5) 4 (2.5) 22 (4.5)
;?g%ﬁ%%ﬁgmmi 2 (1.2) 2 (0.6) 0 2 (0.4)
e Ifn S 5 27 (16.2) 51 (15.5) 34 (20.9) 85 (17.3)
JIINEEN e 4 (2.4) 12 (3.7) 6 (3.7) 18 (3.7)
IS 40 1 - 0 2 (0.6) 0 2 (0.4)
i I 22 (13.2) 36 (11.0) 31 (19.0) 67 (13.6)
EiiE7 U —+t 1 (0.6) 0 1 (0.6) 1 (0.2)
e I B UE 1 (0.6) 2 (0.6) 0 2 (0.4)
e Ifn )5 E E 1 (0.6) 0 1 (0.6) 1 (0.2)
AL TE 1 1 0 1 (0.3) 0 1 (0.2)
FEC ST i 0 1 (0.3) 0 1 (0.2)
A i 1 0 0 1 (0.6) 1 (0.2)




V. BEICEI SIEE

2mg8TAMEINE | AAI12EEE | AHI 163 N
Bt et Bt BeHREDRS
(n=167) (n=328) (n=163) (n=491)
%;fgsﬁ%“i@mm@%ﬁ 12 (7.2) 22 (6.7) 11 (6.7) 33 (6.7)
Bk ZE 2 (1.2) 10 (3.0) 2 (1.2) 12 (2.4)
%;Ey VI TRARET R (0.6) 1 (0.3) 0 1 (0.2)
IS 3 (1.8) 0 0 0
i EpiE S 0 0 1 (0.6) 1 (0.2)
Jibd 1. 5 AR 1 (0.6) 3 (0.9) 4 (2.5) 7 (1.4)
P g 1 (0.6) 0 0 0
seE AN R KR 0 2 (0.6) 0 2 (0.4)
EEN R AS 0 1 (0.3) 0 1 (0.2)
TS 1 (0.6) 2 (0.6) 0 2 (0.4)
HEEREE 0 0 1 (0.6) 1 (0.2)
FERR PN 25 1 (0.6) 0 0 0
F BRI 0 0 1 (0.6) 1 (0.2)
Jibd S PN H . 0 1 (0.3) 0 1 (0.2)
R M i 25 1 (0.6) 0 0 0
VAR ik 0 0 1 (0.6) 1 (0.2)
WL E 3 (1.8) 5 (1.5) 3 (1.8) 8 (1.6)
Jibd 528 S R { by 0 0 1 (0.6) 1 (0.2)
ZEIRHE 0 0 1 (0.6) 1 (0.2)
PR HH i, 0 1 (0.3) 0 1 (0.2)
— P AR . T A 0 1 (0.3) 0 1 (0. >
2

X1 HEBIREZ xR LTS

%2 BEZIE TR E54I83053 %% ORE

X3 T RTOAEFERD S H, APTC (Antiplatelet Trialists' Collaboration) EF%(Z L ¥ HIE S 7= Bk
FRTERE G

MedDRA ver.26.0



ARICE T SR

@ RERMELD
<ADAFREEURDL (48K [H) >
4818 B F TIZRBRIEE 5 T CADADRKILN GO b2 BE ORI EGIX, AFN2EM R GHT
1.1%. AF|16HHEE 58 T1.4%., 2mg8HH MR G-HE T0% Th > 7, REHEE 5 T TADA
DIEBL e OBETRNFRD B AT BF T 2 e K IliE V3740 1,000K3 CTd - 72, NAbRG %

DBEIIRD SN o7,

£RV-29 ADARIRINRN (ADABEMTIREM)

2mg8HEMREIE | AFII2BEERE | AHI1638E R AA
5 G G BEREGFA
ADAFEHT x5 4E F] 137 263 141 404
Rt 134 (97.8) 250 (95.1) 137 (97.2) 387 (95.8)
BEAE D535 S 3 (2.2) 10 (3.8) 2 (1.4) 12 (3.0)
AR 5T TR 0 0 0 0
PERFER 5T T EL 0 3 (1.1 2 (1.4) 5 (1.2)
Ffge 0 0 0 0
N 0 3 (1.1 2 (1.4) 5 (1.2)
—iEE 0 0 0 0
HERWAE 5 TG f& (<1,000) 0 3 (1.1) 2 (1.4) 5 (1.2)
A?Aaﬁﬁﬁﬁlm%ﬁ (1,000~ 0 0 0 0
BRD LN BFIC 10,000)
B D IR % (>10,000) 0 0 0 0
NADFEHT k4L 137 (100) 263 (100) 141 (100) 404 (100)
NAb&% 137 (100) 263 (100) 141 (100) 404 (100)
NAb[GPE 0 0 0 0
B (%)
Q@ ADAMRNTRIGEEN] : RBEER 522 BB S b, PR GHICD < &b LEOADAFTEM T —# 8
Bon-dXToiHE,
ONAbMEHT I G BBRIER 5 4% T T ADAFRIT R REMOBED 5 H, ADARERMETH 72, XIEH)

#5551 DADAR AN BT, D7 < & b LRONAbGHE 7T — 2 235 b iz X T BE (ADAREMED
BAEIINADAT R REM TRaMEL L) .

Q@ ADARGMESE « BRI G T TH 2 IZHBL L ZADABMERIS (N— A T A FFICADAREME T,

ERICHBHENRIGFRO 5N D Z &) TREBRERE L T TR L ZADABE S (R—RZ 7 1 VIFICADARS
PEC. DB E A I TG AR — A T A EDAEL FIC R A D L)
O FDORIEE : RX— AT A VRFICADARGE T, BERIEE 54 10T CRat LR BRI 5% o i o3~
—ATA MEDAERETHDZ &




V. BEICEI SIEE

<ADAFREEURDL (96 [H) >

961 H & TIZRBRIEE 5 T CADADRKILN GO b2 BE ORI EGIX, AFN2EM R GHT
2.4%., AF16E MR G T2.7%. 2mg8HHREK G T1.3% Th o7z, RBRIER G T T
ADADFBL K OMEIRMFRD D2 BFIT BT 2 e K Il T AA 1638 [ f@ ¢ 5-5E & 0'2mg8iH
MR G-HE TS 1,000K05 T 0 | AHI 123 MR 55 TlE1,000K75 23661, 1,000~
10,0003 1431 Td> - 7=, NAbRGED BFIIAF 2B MR G-H T (0.3%) (2580 Hitl,

RV-30 ADARIRINRN (ADAEEMTIREM)

2mgQ8lflE | AF12WME | AKI16HEMNE AFH
Bt aCR 5 EitalR e 58 BSOS
ADAFEHT >t G 151 289 150 439
Rt 145 (96.0) 271 (93.8) 144 (96.0) 415 (94.5)
BEAE DI K 4 (2.6) 11 (3.8) 2 (1.3) 13 (3.0)
ARBE G T R 0 0 0 0
R E 5 T TR 2 (1.3) 7 (2.4) 4 (2.7) 11 (2.5)
Ffge 0 0 1 (0.7) 1 (0.2)
N 2 (1.3) 6 (2.1) 2 (1.3) 8 (1.8)
—iEE 0 1 (0.3) 1 (0.7) 2 (0.5)
BRI TG f& (<1,000) 2 (1.3) 6 (2.1) 4 2.7 10 (2.3)
< ¥ N8 ~
BB | 10000 0 10y : 102
#5152 e Rl & (>10,000) 0 0 0 0
NADFEHT k4L 151 (100) 289 (100) 150 (100) 439 (100)
NAbfz 151 (100) 288 (99.7) 150 (100) 438 (99.8)
NAbBG 0 1 (0.3) 0 1 (0.2)

B (%)

Q@ ADAFRNT X GER « RBER 5522 T2 BE DI b, PIERG#ZIZD < & IUROADAFTHME AT — % 3
Bon-dXToiE,

ONALMEHNT I REM : FHREIEE 5% % T I ADAFRHT I GEM O EF D 5 5 ADABRERMETH -7, XiIY)
[B1#% 5% DADAMRE D BIE T, D72< & b LEDONAbI T — 2 N5 6N 7= THOHEE (ADAEMD
BAE IINADENT S REM TRt L L) &

O@ADAMSES S « BRI 5 F TH I LIZADARMES (" — 2 T A VERICADAREME T, SRBRERE
SRICHHERIGDFRO BN D Z &) TR 5 T TR L ADABPES S (R—R T A4 U FFIZADARS
T, DORBREEE 5 RICTMERR—A T A VEOAGFLL EIC ERT 52 8)

QUL FEDRIERIEG + N—A T A VEFICADABME T, R G441 Tt SUTRBR IR B 545 0 Il A3~
— AT A MNMEDAMERT THDH Z &

4) S VIREFEPER LA A% S5 I/ IR E R 6B - PHOTONRER] &GRIRFFA kH
5) A T LIERAPER [ B A A A ST /I E R L R B - PHOTONRE]
TR CUGT TR (963)

) BRAREMZEICEVT, XFORBEIN-AERVASRK. [7I7URLET+ EEFHERZ) LT
8mg (0.07mL) Z4EZ &IZ1[E, EE. EHIE (EAH) WFHARKRST LI, ERICEYRSEEREETR
Ld, TORDHEFHICESVOTIE, BFE. 16BZEICIE, MFARNEKZET S, 46, ERICKYERSHRE
BHERE T A, SEULEHIFTHZE, 1| THD,

2) BetHB
BB L



V. BEICEI SIEE

(5) B - HHEBIEER
BB L

(6) ;asERIfE A

DERABERE (—REARERE. HEERRERE. FARBLRAT) | 2E5RTERT—
AR—RFE. HERTRERABOAR
LR

DEBEME LTERFEDOANBERIEEMR LI-RHE - HBROBE
L

(7) £ Dt
BN



VI.

EDEE(ICHAT HEE

1.

EEZMICEAEHSILEYMXILLEYEE

IR E FHVEGFBE A

FobE AT, Tu AT

IR FIVEGF/Ang-2[H. E#

Ty )y~ T

HE  BEED® bW ORI RE X, OB TRCESZRT L2 L,

2. FEEEH

(1) R FIERLT - 15 RIS

I N RSN - (VEGF) 13, 1ifin % N RG22 895 S B i A 2R T EIR - CTh v | i
BRAO M OV BRI 72 4 BT AR IC BB 7 ) & 7= LT 5, VEGF2MR NI E B 4 DO FAT0 1
HHZ Lo, ILIZMEFBREOTLECHEZFH R T LI ENHALNELRS>TNAD,

VEGFIZ, MENEMEC~ 7 17 7 — U RKEMIE SI28ET H2VEGFZ &K (VEGFR)
WV A FELTHET 22 & TIERZRET 5,

77V b GE B L) X, B FVEGFZ%&1K-1 (VEGFR-1) OF2RA AL E
FNVEGF%Z & K-2 (VEGFR-2) OFE3IRAA %, b FgGlDFe KA A ZfhéA Uiz gin 1l
BZFENEY RV BETH D, TDID, AEEOT a4 ZHEEE L TRIAWVEGEFZ 7 2 Y
—LHEA L, FOERZMEIT S, 77V vt 7 M, BB TORB R A HT A9 45 I H
W53 2 EEXONTVWAVEGF-AIZAKROZFE LY bEmWHRAE AT 2, T8
KERT (PIGF) 9% OVEGF-BIZbiEAad %,

77Vt hDt NVEGF-Aes, VEGF-Ai21. VEGF-Bao-10s. K& OPIGF-21Z%13 5554
O AR BEES (Kp) X, £ Z£40.490pM, 0.360pM. 1.92pM K (*38.9pM T - 7= (in
vitro) 10,

BERATY

77URNIETH

A Ry TR1
Kp*:9.33pM™® »

R2

4—

Ko*:0.49pM'® FcRX1qY

/LN

s
ﬂ‘{ﬁ%ﬁwﬂ‘l‘i S

Kp*:88.8pM'® ( { \ h
PIGF VEGF B VEGF-A
Ko (FIEREERD) © EANSWEE, UHY REDHEATAENEN
pM=10-12M

¥ VEGF-Awesx )V T KET5H
KVI-1 Z272UR)LtET FDEE



VI.

=T

hEIFEICES T HIEE

\.

[ PIGF VEGF-B  VEGF-A ]

f X ¥
VEGFR-2 }{

L e X mEmEe/ e

EVI-2 7I7URILET FOERERF

VEGF (vascular endothelial growth factor) : L& PN R HEFH K+

PIGF (placental growth factor) : Mapk K1

VEGFR-1 (vascular endothelial growth factor receptor-1) : VEGFZZF{K-1
VEGFR-2 (vascular endothelial growth factor receptor-2) : VEGFZZ{4&-2

BLE « ALEE R KABEEAITTENE IRFH AR 2% AW & %k

(2) BN HFE T+ HRAERRAE
1) in vitroT D ERER
@ VEGFZ7 3Y—UAHY FIZHT 2ESHRMME

77Vt T NEVEGF 7 7 2 U —UH v REDORKBEEBIMEIZOWN TR 5720, £l
77 XE gL (BiaCorelk) MW CFHfREEES (Kp) ZRDiz,
77Vt 7 &, B b (h) VEGF-A, hVEGF-BX UhPIGFIZx%f LA #ftE 2R Lz,
B, EIZY U oVEHAEICE S5 4 DhVEGF-C X UhVEGF-DIZIXHIE Al fE7e L L DFE A %
IRI TR T,

RVI-1 FIURILETMDVEGFI 7 I )—1)HY FIZHT BEESHEMME (Ko, in vitro)

VhHUR Kp (pM)
hVEGF-Aies 0.490
hVEGF-Ai21 0.360
hPIGF-2 38.9
hPIGF-1 392
hVEGF-B (10-108) 1.92
hVEGF-C NB
hVEGF-D NB

Kb : Vi 2
NB : no detectable binding

@ HUVECIZ#IT% E FVEGF-AestRFIERBAR ) VEEDEEERAY
b MR A (human umbilical vein endothelial cell: HUVEC) #H Tk + (h)
VEGF-A16:DFE A L VFE SN AVEGFR-20F 1o U UERLICx 4257 7 )~ Lt 7
OEFEEMZRG Lz, 77 Vbt MNRED, hVEGF-AwsslRE (1.0nM) 1Z%f L CTEL



VI.

EDEE(ICHAT HEE

1 1BUF TR GERE A7) hVEGF-Awes(C & 0 AR Y VbR FE S iz, £
JVEERT - 1L E TS AR Y VBRAEOILE 23380 b iviz,

@ VEGFFEEAHILLYLBEDOHEEERY
HUVECZHWTE k (h) VEGF-Aies (50pM) & VEGFR-2D#E4 12 L 0 iFE S b Ml
AN BEBIICKT AT 7 )Lt hOMEEREBRF Lz, 77 ULt 7 M3
WAL T LB 2R ERIFRNCBHE L, 50%MHEREE (ICs) 131.2~1.7nMTH - 7=,

ICs0 (50%PHE )
PHEL-Z & &2RT

cEOMRE 2R IE, BUES/ NS WIEERRE T U FEZAER L DR 250%

@ VEGFIZ&k2#ilaRADIL I LBEICKT HEE/EAD
HUVEC#%# H T, VEGF-Aiesl L ANV 7 AEBIZXT 57 7 U~ L& 7 DA
EVERZ BT U72RER. 50% L ERE (ICs0) 132.42nMTHh - 72,

(nM)
15+
10 10.82
o i
S i
] A
i [ |
5+ 5.74
- 2.42 FIUR)LETrvs. TAILY XTI, p=0.0126
] n TVt Thvs. SZEXT T, p<0.0001
7)Y RXTT vs. S=EXT T, p=0.0005
h Tukey®D % E LLEIRE
F2UR)LET TaLL AT S—EXTT

HVI-3 VEGFEDOMRNADILY I LEEICHT HBEEER (ICso. in vitro)

® VEGF-VEGFRZEGKFEEIIXT HEEIER0
VEGFR-1XIZVEGFR-2% % S 4 /-HEK293#ifa 2 FI\ T, 20pM t + (h) VEGF-AH %
WMT40pM hPIGF-2 & EVEGFZ FIKDFEE I3t 57 7 U~k 7 h D50%AERE (ICs0)
it L7= & = A, hVEGF-AK% O'hPIGF-2 &£ VEGFR-1, hVEGF-A & VEGFR-2D W\ 41D
FEAEIZXTLTY, HEFEHAP GO b,

RVI-2 HIVEGFENDVEGF-VEGFZ&EKFES DEEIER (ICso. in vitro)

VEGFR- 1@tk VEGFR-2#f fa ik
hVEGF-A12:1 | hVEGF-Aies hPIGF-2 hVEGF-A121 | hVEGF-Aies
(20pM) (20pM) (40pM) (20pM) (20pM)
VAR S 15pM 16pM 2,890pM 16pM 26pM
FoERwT 675pM 1,140pM NB 576pM 845pM

ICs0 : 50%PH. 7

NB : no detectable binding




VI. EMNEEICET HIEHR

® VEGFIZx3 dfEE#HMME
77U~k s OVEGFE-Aes \ 25t 9 2 il & BLAIME 26 & F i brsh i (kinetic exclusion
assay: KinExA) (20 HlIE L7okE R, PhfgEEE% (Kp) (30.1719pM* Th > 72,

RVI-3 HVEGFEMDVEGFIZx T Hia&HMME (Ko, in vitro)

. S-S 95% 12 #{[X ]

(%) Kp high Kp low
77Ut R | 0.1719 pM* 1.8 0.3317 pM* 0.0678 pM*
TNy 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) AR

Kp (equilibrium dissociation constant) : FififBEEE FEGBFMEORE Zom 3, BUEA /N EWVIE EFE
BLTWD YT FEZKERDRENRENZ & E2RT)

SEEHRBEE ST IEREYR 0T 0 B R D 95%EHFH K I ERARN) 7 Kp AR IZ S Tl 5 Z LI X W

@ PKREFHEHERESERRUHERKEFEHHEREGEEERD
AFIOFATEMEMAEFIEH O B2 23 5 72012, HUVECK OEEHIfak (s Calu-
6. KB DLD-1. K A431 Milatk) 2 M T, JUREKFAEMEEE (antibody-
dependent cell-mediated cytotoxicity: ADCC) 1EM & O EKAFEIEEE (complement-
dependent cytotoxicity: CDC) fEH %Gt L7z, 77V~ b7 (0.85pM~50nM) I3,
VEGF-Aies (10nM) OFEEIZ)00 5 FTADCCIEH K UCDCIEH Z R S 22 dr o7z,

2) in vivo TOHER
@ MWETT LUFILBERCNVIERKIZHT 2IHER (v k) 19

7w b (SDREHAT v~ N) 1275%~ N FAEREZMBE RS L, CNVEFHESHE, v~V
FNBEEH2ABRO6HRBICT 7 ULt 7 b (12.5mgkg) XITZHEE /LAY DO +Fe
(hFc, 6.25mg/kg) %5 F# 45 L. 10H HOCNVIELmfEZ 8 ttasE (D) 51k iF
fili L7z, *tEEREE (hFe) T T X TORIZEEDCNVERBRD =Dzt LT, 77V
At 7 PG TIECNVERITRO b, L i L THAEREN R I
(p<0.001 : t-test) .

(103um?2)
400 A
211.35+146.00

300 -

CNVIRZEE
S

100 A
0.0+0.0
0 Hokok
*fH#& (hFc) FI)R)LETH FEFZERE
(n=12) (n=12) Hkk:p<0.001 vs xTERE¥

(t-test)

HVI-4 #ET~ M) ZILRSEI10BBIZE T HCNVHEEEE



VI.

S

A

HEEICEHT HEE

@

L—H—BHCNVER R CEEMECNVIFE QM E R 1S3 2MHER (HiL) 19
Pob (A =27 A Pv) ORI L—H — 2 S L TCNVIERZ 75 L. #FRa1ML O CNV
EREIZT 7V~ 7 R a&E L. CNVIER TR R ONGR~ DR B2 Gt LTz,

< PRI ERER>T 7 U~k (50, 250 % O500ug/iR) & 28I 1A, FH3EIGE 1A
LG5 L, PlEEGE#5~THHIZL—Y = Lz &, L—¥—M41%15, 205 T29H HIC
FAIZE D 7L — RF4R LW SN 7-CNVIRZ 1L, 7 78R (BB S) BECIEBERAo
26.9~324% T ->7-DIZxt L, 77 Vbt 7 FMEERETIE50ug/IREE D20 % V29 H H i

0.9%. 500ug/MLEED29 A H125.6% Tz,
KT L 4 RTINS PIOREN IO & LY — R OBER 2 2 TR B B CR 2 4
SR

TR R > L— =R Z15A BICT7 7 U~ be 7 b (500ug/iR) % BRI A&

HL7zE&, 7L — F4OCNVIFZE D MBETAIIC kT 2 EE8 13, A% 15H A 044.4%06 .
77Vt N EHIC LY BRE%20H BHI21.9%. 29H HIC0%IZ 2 L LT-,

RVI-4 L—H—BFICKYFEREINZCNVFE (JL—F4) DEE

\ 15AH 200 H 290 H
(#Fn=6) 4% 4% 8%
RN S (28I 1E])

IR 32.4 31.5 26.9
TBhh F R 50pg/iR 0 0.9 0.9

250ug/lR 0 0 0

500pug//1R 0 0 5.68
A IR G-

500ug/lR 44.4 1.9 0

§ ZOBIMIFEGEEICOMRDOARICH BN L— FAOHFEITRIA Lz, 2B, Ui cihr LN By
RIGOIREIT R CThH -7,

L—Y¥—Rk158 B 298 H

WINOBEEERIZE

WTH9D DB & EB L

DIFEEAETTL—F4
g OmERHABHON
& 1=

FIYR LT RSB

(L—Y—E4 158
B)ICIX9nFidRTT
BHohi=F L—R4m
HimHA, 208 B (&
E#588)ICIERHD
h¥. HEl5%28E8T
?ﬁﬁlﬂ:ﬁrohﬁb\o

=
=
)
3
S
S
)

FA (fluorescein angiography) : 7/\4 LtA iR EER

HVI-5 CAEMNRRR) I TICEBEINTCNVEE (JL—F4) ORFHZEIL : FAER



VI. EEEICEAT HIEE

® MEMERHICKTIMHEER (RELT YD UERBERRBES Y k) 19

A L F Ry (60mglkg) ®$IEIH’§H SN EICKOIER L7727 v b (SDRBEMRRET »
) BERBET VAR AT, MELE SR TEICT 27 7 Ut NOEREZREL
77 HIRIZT 7 U~k 7 b (3ug/3uL) Z . FIRICFERORBZ o378t hFe (hFe) %
HAE R ARNEEE L, 48KEMHZIC = U 2T L — @R 2 RN S LT, 285 % OO
N AT N —ERREZRE L, 8N 2 FE I m  Z i M & 54 L7z,
77Ut NEBIROEHAREE T, KR (hFekth) IR E g L THERZENED
HiL (p=0.0143 : unpaired t-test) . ZOEHIZHEGIHEBZICEBWNTHRD L,

(%)
40 - p=0.0143
|
I
((‘ 30 4 [
Y
A
2
’l" 20 A
i)
% I
= -
E 10
0
JE¥EFR R »1B8 (hFc) TR ILtET+ il +Es e
(8ER) (5HR) #EFR¥Hm  (6HR) (unpaired t-test)

X W BT 0 ORI AR R (W) &EBHIRER (o) THRUM
EVI-6 MRICEITHINVRIL—BRRFH (R55085H%)



VI.

EDEE(ICHAT HEE

@ MEMEREICxT 28ER DL-a-7 3/ 7EUBERRNVYYX) 17

UHXIIDL-a-7 X ) TV UCBEEFENES T 52 &, MESALE (RNV) Ui
T VEMERL L, ML RSS2 7 7 U ULt 7 b OHIVEGFE A K& O O/EH FE
IZOWTHRE LT,
m:m7¢/7vey%&5ﬁamL&V\77U&wtfko52mgﬁ&6%ﬁ%$ﬁ
AN Lz & & B0 mERHmEICGT 2 5% 0 g R HERHOF &Ik 0
T, 77Ut 7 F0.5mg/R# 5479, 94 O'M27THH, 77 U~ bt~ F2mg/iR$E 5%
1maa%%% VRIBERE G/ & Il L CTHERZENRD b (p<0.05, ol &5 B,
BN % £ O Tukey 2 B LI E)

it\77J«wt7bammm&5ﬁfi&5%ﬁ_ HIZ3IR (n=7[R) TIERHAFHY
BOLNT—FHT, 77Vt Fomg/iRFE 5 Clak5%6H B IC1IR (n=8R) Tim%
WP H OO LT,

RNV : retinal neovascularization

(%)

oAl 200

B

52 IR 5 B (n=61R)

% gg 0~ 77~ )Lt T H0.5mg/R & 5B (n=7ER)

Do 150 1 -7 7YN )Lt T R 2mg/RR 1% S B

M e (n=7BR*2 X [£8HR)

fte

= E 100 4 Fiofi+ Mg

% & X1 YRS 50.5mg/BR R U 2mg BRI,

3 A *—o BFREHLEEET 5L, EFTIRHY

g IZ 501 . ik . x 2mg/BR B U 8mg/BRICH 4T %

2 X * - X245 %71IRUT79A BIZHELV TSR F 18R

~Y IZRIBENEEN (LT HEN=THR)

< S B K — * p<0.05 vs BRI 8 (Z TR B S # S
. RAMBEES Tukey B ELLBR

0 7 14 21 28 35 42 49 56 63 70 77 84 91 98 105112119126(H)
B 5 %ERH

FVI-7 #HEEDERHEEEOS S ORFHEL

)

©® RERVMEFHLEICHNT 2R (BEGETIR) ¥

Balb/C~ U A DA EFENICHEE LR L VABREELZFR L, FIFICT 7 U~k
7+ (12.5mg/kg) XIIFEDORRZ 327 Et hFe (hFe) #HEIIEFENEFES L, TR
BIFDAROMEFER N VREFEERG LTI A, 77V~ bt MEERETIEMm
FHAERL Y o/ E AT IR & i U TR EZRZNE O bivle [ Hi A
77U N EEREL15.8% 4.0%, X FREE25.8% +4.4% ; p<0.0001 : Mann-Whitney
test, VU NEHAERE: 77Vt N EERE9.5%E9.4%., xFHREE21.5% +9.3% ;
p<0.0001 : Mann-Whitney test] .
F 7o, AR ORIEMMIRENT, XHRERICIBVTI9E16TTH - 7=DIZx LT 7 U~ 1
7 MG TI88E14TH T,



VI. EMNEEICET HIEHR

® RUEIMEHRERVOLDERLEICKT HIMHEER @EEmL<THX) 19
Y~ A (BHBRTHH) ZEBFRRRICHRE L%, BFBRARE NIRRT Z LIk v /-
U 7= R R I PEMERE  (oxygen-induced ischemic retinopathy : OIR) €7 /L% HW\ T,
MAEFAEKHT 27 7 U~ SOER AR U, IR 72 iag 8 A K OVEE i /& sEisk oD 4
FIX, V7 FortaofEom v, BEpimE 2 E B0 R & S 2 0E LaEh L 72,
%14 B (BBRERENOENRBICRE L-28%) 177V~ 7 b~ (0.5ug) % HiA|
W EAELE L2 A, 3% (B%1THE) 12Xk FFe (hFe) &5 L7-OIR~v 7 A
(RHRREE) CHA LA FAENRD BT, MO A F A2 Il v, 4 58
WU R 2 EH R MEBRAEDEBEN A BN, £z, £RIGHBIEREOY 7 )~ Lt
b (0.24pg) A HERFARRNE G- L& 2 A, A% 19H I TR 22 Az 87 A 136l &
AUy BRI O AERIE I XA B IR Do T,

F2U)RIILETR0.5ug(E%17EE) TNt T0.24ug (E%R 198 B)
(mm?2) (mm?2)
8.0 - 8.0 -
7.0 4 7.0 4
] ]
iy 6.0 - # 6.0 -
7 2
o 50 & 50
& 4.0 - . & 4.0 -
ﬁsn- ﬁsn-
Ezn- Ezn-
210 210
0.0 ok 0.0 _ =
188 (hFc) TI2URN)LETR %188 (hFc) 72N )LETH
(n=4) (n=4) (n=4) (n=4)
(mm2) (mm?2)
EF8.0- EP8.0-
i 7.0 b o 7.0 7
8 6.0 - 6.0 -
& &
D 5.0 - M 5.0 -
i3 i3
4.0 - . i 4.0 -
%30- %30-
f5 2.0 - % 2.0 - )
E 1.0 - E 1.0 - ok
= =]
0.0 00 T
%t B8 (hFc) TIYRJLET %t B8 (hFc) FIURJLETR
(n=4) (n=4) (n=4) (n=4)

FEHE+HEERE
so%:p<0.01, sk : p<0.001, ik p<0.0001
vs ¥ EBEE (unpaired t-test)
VIFUGEOMIET Ty b~ Uy FOBEBRED | BELRMEEZZHERORE S EZREL T, WAL ME
BT AE D BH S OV O B oD I 1 45 B I8 & 7 b
HVI-8 #MEDOFMLGHLEHRERVCTLEEOEMNEESICES TANEFETEE



VI. EMNEEICET HIEHR

() YEFA R TRBFM - FFihsiE
MUERR L
<%% : VEGFHEGIEME* O Rt (I RWNTE I (Bv, o8%) L VEGFR & B
ZHAWEZY I 2L —2 g U FT L) >20
7 7V T M RN RO R KA 2 VEGERS A T5 M2 — RIME T 7 V& VTl
S U7z, AU T VX RN R &R A BRI O B & — R TE T VIS A A
Izo 7=EX~70.5mgikb5D30 R %O ETEMEIX, 77 U ~rt7 Fl.1bmg (7= X~7
0.5mg & HE/L) HHEDOTIABROREATEIEICHY T 5 2 LARENT,

K E B TEME=RE 1IR3 T oD JERIE R S it & B A

30 1
25 NN s
S=EX<TT VA Y% A
] 0.5mg 1.15mg
;2 20
o
T 15 1
Eal
e
4u 10 7
o
5 -
0 1 1 1 1 1
20 40 60 80 100 (H)

KVI-9 IMVEGFEDHEFARNIREIZ K HVEGFHE A B MHEFGER
<#BYMT—F (HIL, 99F) FHIZLFEVIaL—2 3 VETIVIZE BEH>



VI. EYREICEEI HIEE

1. MPREDHRE
T 7V T MIE T ERARE SRR, 2FERLFICBITT S, £, SRR T,
RIEETCLRERVEGF-#EEM E LTI E A ENHFET D, 728, NERMEVEGF & #5535 D1,
W7 7 ) Lt 7 OB Th D,

(AR LA GMPIRE
BN

() ERRERBR CTHER IN M RE

D BEEEFANKREICE2MBREYERE (F I35 . CANDELAGER. dense PKH T X4 T
1. HBEAT—43) V
SAE AN ONAMDEEFIZT 7 U~ b7 F2mg (1561) K OAHKISmg (15%1) % Hilalfy IR £
H L& &, mEPERER Y 7 ) ~ vt 7 MREIIHRS51~2H B & MEFIRE (Cna) 1T
L7, FREEIERIITIRT LT,

(mg/L)
15
b 3 7IYR LT R2mg(n=15)
%ﬁ] —e—&#8mg(n=15)
7 o
i) I
g
)12
BT LLOQ
'7: 0.01 =0.0156mg/L
2
B 1 T fE+HEEIRE
0-001 T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 (B)
B 5 %0
LLOQAIM DEIZLLOQD 1/2DE TR LTz,
LLOQ (lower limits of quantification) : &t FIR

BVI-1 727 YUANLt T b2mgR UARFIBMgBE R FARNIZ S HOMThEH#HET 71 N)L
7 FREHR
RVI-1 MIEPEHE T 7R )Lt T FOEYEERZH/IS A —4
o 77 ULt F2mg (n=15) AHK8mg (n=15)

rrAT Bl | PMEAERERE | P (REPHE) Big | TR R | P (REPE)
A&Cg(f)(iiifﬁy) 8 | 0.1870.257 (0(_)(')f§3) 14 | 1.70+0.782 ©. 5;'16:;98)
Cmax (mg/L) | 15 | 0.0298+0.0256 (0(_)(%351) 15 | 0.286£0.269 (0.010é§-2(?. 953)
tyz (day) 2 9.77+NE (8_2%-7 171,3) 13 8.44+4.95 (1_288'_1 177.6)
tmex (day) 15 B (0}4?31) 15 B (0.141'792.02)
tiast (day) 1 - (1.9%?241.1) 15 - (3.9251-59.0)

NE (not evaluable)

ik o SEERMIC & D 25 SR R HIE K OB REEE D 7= D12 S EELBEI D B M B O IR I %
TE D ENi BRI N TIT o 72, BIRIZIRN—R T A oL, BE4FE#%, SHiE#%. 2. 3. 5. 8.
15, 22, 29. 57. 61. 85, 113, 141, 169, 225. 309H HITHE L7-,




VI. E¥YEREICEAT SEE

)BEAEFAAREICIIMBEFEMEE (ARAZECFENHEERLRGER . PULSARGER.
dense PKYJ X2 T4, BRARUNEANT—2) 2
AAANK OSEANONAMDEFIZT 7 U ~bt 7 h2mg (TH]) K OAAKISmg (1641) % Hi[alA
TR G- LTz & &, MiEERER T 7 ) ~ Lt 7 MBI 5 1~2H BIZCmaxlTiE LT,
FRBEIEIITIR T L7z,

(mg/L)

' FIYAILAET R2mg (n=5)

- K #I8mg(n=16)

0.1 4

i
Bt
gg
7
Jm
A S e LLOQ
|7: 0.01 =0.0156mg/L
b
3 TEHELRES

0001 T T T T T T T T T T T T T 1

0 4 8 12 16 20 24 28(H)

B E%EEHE

LLOQA M DEIZLLOQD 1/2DE Tk LTz,
28H H ¥ TITHEIRIZ R G- 25T 72 BE 13RS
77U R 2mgE G L2 1N BV M X Y 1065 8L EO S AR H S 7 72 DT HERSM L

72
X VI-2 77U«wtjhnmﬁvxﬂ&miﬁm%wmhﬁﬁwmK¢Lﬁm77U«w
RVI-2 MBREESHTT 2R )Lt T FOEYERERLH/NS A —4
GEANT — %)
5 A 77V~ h2mg (n=6) A#I8mg (n=11)
Bl | B RS | PORE (FEPH) Bl | PR | POl (FEPH)
AUC(0-28day) 0.351 1.60
(mg-day/L) | ° 0.706:0.660 (0.300-1.47) 9 1.50£0.318 (0.972-1.89)
0.0357 0.111
Cmax (mg/L) 6 0.0758+0.103 0.0293.0.286) | 11 | O018T0.0755 | (o (occ'ooar)
tyz (day) 2 5.94+0.220 (5_758'?;09) 9 13.3+13.1 (5_2119;?7'3)
1.05 1.93
tmax (day) 6 - (0.333-1.95) 11 - (0.333-4.03)
6.98 21.1
tlast (day) 6 - (2.00-26.9) 1 ~ (7.05-28.1)
48 B £ CTITHIRICE 5 % = ) 7o BF 1 XRS
(BARANT—4%)

FREMT R & T o T SEBNI AR K 8mg # 5 L7z 26]F 141 TH v . AUC(0-28day) 733.51mg- day/L. Cmax?®
0.393mg/L., t12236.03H . tmax?31.02H . t1st?327.9H TH o7z,

481 B & TITHIRICHR 5- % 52 ) 7= B 13 bRk

ik SHOSERIIC X 5 25 Y I E K OSSR EhEET M O 7= 012, 2mgSIE M #E 5-HE76], AKISmgh
HBREDFE 16O BE NS O MR EIT 72, BiKIZAZ ) —=0 7 R—2 5 4 L D5, #5410
#% (£3040LI) . KROWERE (E20RILI) . WONC2, 3. 5. 8, 15, KU22HE (H2B:RILIAN) 12
BELL 72,

1) A mVEEREAENEEE [HESMF TAHRAER : CANDELARRER] KGRI ZE &k

2) A VIR AENERE [ AN 25 T 55 AR IE PR IL RS - PULSARGRBR] 7RG IFRTAf &k

F) FDETIRKIEFENEZF S MBEEREHCENT, FFDERBESN-FAERUVAZRE, [77UA

LT+ GEEFHEBRZ) &LT8mg (0.07ml) Z4BEILICIE., BE. EHE3E (BAH) WFAERNE

53500 ERICEYRSEREHEERL 5. TOROMUBFHICHEVTIE, BF. 168 &IC1E. HF
KREE5T 5. 26, ERICEYRERREZEERASN T S, SEULEHITEHZ L. 1| THD,



VI. EYREICEEI HIEE

NHEHEFARAZREICLIZMBHEMEE (BRAAZEOE I/IHEMEHRFEFE : PHOTONGER.
dense PKH TR 2T 4, BRARUSNEAT—2%) 9
AAAK OSEADODMEREICT 7 ULt 7 F2mg (1261) K OAHFISmg (2361) 4 Al
TRREE Lz & &, MAERFEER T 7 ) ~ bt 7 MBI E1~2H Bl CnaxlZ3E L2714,
FRE BRI T L 7=,

(mg/L)
1 1

e F7IUR)LtTr2mg(n=12)
g -o—K#|8mg(n=23)
7
0.1

7 m
N %
w
A T . = LLOQ
ljf 0.01 =0.0156mg/L
=
£ EHE+HEERE

0001 T T T T T T T T T T T T T 1

0 4 8 16 20 24 28(H)

12
B E%REEE

LLOQA# D EIZLLOQD /2D fE TR L 7=,
28 H H £ TITHIRIC G 221 7o BB (TR

HVI-3 7 27YUARN)Lt T F2mgk UARFIBmgE EIFE FARN RS & O MEF#ERHE T 71 RN)L

+ 7 NREHS
RVI-3 MmIEFEEER7T IRt T FOEYHREZH/NS A —4
GEANT — %)
85 R 77U~k F2mg (n=9) A#I8mg (n=17)
Bl | B REZE | Pyl (FEPH) Bl | P E AR R = Hh i (REPH)
AUC(0-28day) 0.215 1.96
(mg-day/L) | ° | 0-182%0.135 (0-0.358) 13| 1.65:0.902 (0-2.89)
Cmax (mg/L) | 9 | 0.0325+0.0362 (8;821‘:’)%) 17 | 0.287+0.294 ((?_‘11%%)
tue (day) 1 17.3:tNE (17'137_'137_3) 9 6.82:3.37 . 471'?’121_0)
0.275 0.947
tmax (day) 9 - (0-7.04) 17 B (0-4.01)
6.94 13.9
tlast (day) 6 - (1.98-7.04) 15 B (2.00-29.1)
481 B F TITRIRICE 5- 2% ) 7= B 13 bRk
(AARNT—4)
85 R 77V~ t 7 F2mg (n=3) A#I8mg (n=6)
Bl | I R R A R (REDE) Bl | RN = e A= R (REDE)
AUC(0-28day) 0.109 2.31
(mg-day/L) | ' 0.109+NE (0.109-0.109) | & | 23120477 (1.68-2.87)
Cmax (mg/L) | 3 | 0.00903+0.0156 00 8271) 6 | 0.3760.140 © 12;3225 )
tz (day) 0 - - 6 10.8+5.31 6 495-2220 4)
0 0.981
tmax (day) 3 - (0-1.08) 6 - (0.952-1.93)
4.07 25.5
tiast (day) ! - (4.07-4.07) 6 - (20.9-32.0)

4818 B &£ TITHIRICH 5- % 52 1) 7= B 13 bRk

J7ik © ZRRERIC & % 28 FM e I E K OB RERT ATl D 72 5D |
GREOFE 230D BE b O MIRERIEAT > 7, MIKIZA 7 V== 7 X=X T A > Ofhqi, K548

T, 2mgSi kRt Gt 1261], AFI8mgfk




VI. EYREICEEI HIEE

% (£3000N) . KOSEEIHE (F2BFBILIN) | WONZ2, 3. 5. 8, 15, KU22HH (£2FFILIA) 12
BHLL 72,

% PHOTONRER Ddense PKY 7 2 5 7 ¢ OFENTRIGEEN] (3561) (1Zi3. IRBRIENREIE D> D O3B 145

(AF8mgt G-, SHEIN) 23E EN TV, HEERBU] 2 T 072 Z LI K DAHI8mg D B RE D

FRATHRE RASKT T 2 B A R L7z & 2 A5, TSR~ ORBILIREN TH 0 . BRI OR5 R %3
DRI L, T2ty FOBETITDRI T,

4) NA ZVEGAENER [BARANZE T8 T/IHERS L FEFRER - PHOTONRER ] AGRRFEALE R

) BRAREMZEICEVT, XFORBEIN-AERVAZR. [7I7URLET+ EEFHERZ) &
LT8mg (0.07mL) Z4HEZ&ICIE., EE. Ef3E (BAH) WFERNRST HH. ERICEYIRERE
HEEERL S, TOROHEFHICESVOTIE, BE, 16BZEICIE, HFERNEES S, GH. KIS
FYBRERMREERRET 54, SEULEHTEH L. | THD,

(3)
REER e L

D BE - HAEORE
BB L

2. EMRERA/NTA—4
() @i AE

RN G K OEIRN S, T REHOIMETR 7 7 ) )Lt 7 NRE — BT — & X
L= R A N TIOVITHRTE L7 W TG TR L=,

77 VULt 7 MIEERIM BT, R & VEGF — /AR OO A IER L D, ifF
BETRL IR A AR S U D NIRMEVEGE & e il & L CVEGF —#E &8 L 72 5, VEGF—#
BROMBEFRE T, 77Vt NOHFAEICHES TEF L, EEER AT X TOVEGFIZHE
BT D EREREICEET D, 77V bt 7 FORENE SIS 5 & BERER o i
EIIHEIS T ERET 2R VEGF—FATOMFREN X HIZ EFT 52 &g/,

(2) IRUE E TE 2K
REER e L

Q) HEREETEN
EERR L
<% : HIkNEE OEAT—%) >
@ [ RN (BEEERR B OWERERL T 7 V) ~ Lt 7 b OIS (te) 2122 : 4.8~
5.3 (2mg/kg) . 5.8H (4mg/kg)
O K EFIRNIE L (nAMDRE) OFERER 7 7 ) ~bt 7k O LI (t2) 29 : 1.9H
(0.3mg/kg) . 3.7H (1mg/kg) . 5.8 (3mg/kg)

AHI18mgDCANDELAG SR, PULSARER, PHOTONGERIZF51T D VH R IX TVIL SE4E)
BICEIT A 1 PREOHER (2) 1) ~3) | (T0~73H) 22D &,



VI. EYREICEEI HIEE

BHoIVF7I30R
EERR L
<ZE  FikNEE NEAT—%) >
@ H[MIFRIRIN G (fERERk A BE) OWEEERL T 7 ) v 7 RO 7 ) T T v AHEEE)
1.2L/H (1mg/kg) . 0.78L/H (4mg/kg)
O EHEIRNE S mAMDEBE) OB 7 7 VL7 NOWE) T VT T o AHEEE
1.8L/H (0.3mg/kg) . 0.9L/H (3mg/kg)

) A
MR L
<Z% : HIkNEE GEAT—%) >
HRE A OFERER B PE206 e ON18BIIZ T 7 U~ Lt 7 F 2mglkg & HiRIEHIRNIE G- LT- & & DE
FARBED AT RS (Vss) 135.74LK O%5.69L T & - 722D,
SAEN OFERERR AN B IEICT 7 ) Lt~ b imgkg (1261]) . 2mg/kg (1261) . 4mg/kg (1261)
ZHEIFIRNE G Lo & 2 OEFIREBOSMER (Vss) (X, £1£N5.77L, 5.91L, 6.26L T
o722
SMEANONAMDEEIZT 7 Y ~Lt 7 10.3mg/kg (7#]) . 1mg/kg (7#1) . 3mgkg (5%1) %
HEIFFIRNE G LTz & X 0048 (Vz) 1%, 5.09L, 4.56L, 7.32LCdh -7229,

(6) T Db
A L7

3. B&H (REaL—Yay) @
(1) Rt 5%
WL T 7 U ~Lt 7 AL 3 28— kA 2 MZE VW TMichaelis-Menten 4 12 £5-3u\ T
VEGFIZHi G 23-a /3= b Ay be7 vz VT LT,

QINTA—2EBER
AFI8Mg kO T 7 U~ bt 7 F2mgZ i TR 5 L 72 CANDELAG S, PULSARRER & Y
PHOTONRER D3RR DT A, ZH F TIZnAMD M O'DMESE | R AN QNN A B & %f
RLLTT 7Yt bEMAERNULEIRN, & T#5 L2133k [VGFT-0D-0305,
VGFT-0D-0306 . VGFT-OD-0502 /X — k A}t 8¢ — K C, VGFT-OD-0603., VGFT-OD-
0702.PK (FBx70200dense PKH 7 2 %7 1) | 311523 (VIEW2i#R) . VGFT-OD-0307,
VGFT-0OD-0512, VGFT-OD-0706.PK (iXB27060dense PKY 7 2 %5 ¢) | 91745 (VIVID-
DMEER) . PDY6655, PDY6656, VGFT-ST-0103] dit16:k6x [#2,743%1 (fEHmk A 76
B, AABE38H], nAMDEE 1,662, DMEHBEI6THI) 31,1548k (iR 7 7 U~ L
7 NBE15,5TIRR, FEAMT 7 ULt 7 MEE15,583M 1K) 1 o g FEER 7 7 U X
N7 NRET — % % W CRHEERI SR Eh REfif AT 2 S L 7=,
I RHE SR BN e & 7 U IC L DL 7 7 U ~ULt 7 h O W SHE £ 50030.0807 (1/day) .
DHEFE (V) 13N TLEHEE Siz, REMIEMERBMANT O RNS, IRz X— kA ke
SO T 7 V)T b7 VT T AFT7 7Y~k 7 F2mgT0.624mL/day. AH|
8mg T0.41mL/day & HEE S 7z,
F7o. RHERIEEMBIREMAT OFE R, (KE, Fln, 747 I U R OGBS ERER R O%E &8 7



VI. E¥YEREICEAT SEE

7Vt N OREREEICEE KT THREIFNICEEREERE L L TRESINT, &t
EEOEEBIIUTOLEEBY ThoT-,
OEENEHGEZEEICKITTREIIRE S RN RSB I NI,
RE O L 0 IEEER R OHESHT 7 ) ~ bt 7 PO HIREHERE (CnaxX FAUC.) 13H
9Lko£%%ﬁ(m5~%5@)&mﬁbt EREEMN (97.5~167kg) DLEHIRHEE
OHEEMIL, WEEERL T 7 V)~ L7 T16~31%, fEAMT 7 U~ bt 7k T23~27%{E)>
otoéﬁ SRR & bl U 7= SR B 4E] (38.1~64.5kg) D4 B B OHEEM I
WL 7 ) vt 7 R T27~39%, FEEMT 7 U~k T25~27%m o T,
OFm, TIV7 . AN, RBOGGHEN (nAMDEE vs DMEMBE) A WFEER & 0% A5 7
7V T NOLFREBEEICKIET RIS, AFI8mgd HEFAHIILE LN EEX
LTz,
FEHEMERM B REMEIT I BV Ty AARMER A & L COARFISmg D B 2 i LIzt 5. A#I8mg
(LR T 7 ) Lt 7 N OIRND S D7 VT 7 v AR EEE KT THAFFOICAE R R E &
ThHY, 77Vt FMmgbl T &g L CilERER T 7V~ Lt 7 FOIRNNGD 27 U T Z
VAN3A3%IEL . IBRANIZBITET 7Lt FOBREMBOERICE ST EE BN,
X HIZ, AF8Mmghk T 7 U~ bt~ F2mgh hif TR G- L7 CANDELA#ER, PULSAR®
Bk} C'PHOTON &R D 35k O REE I SEM BV RE AT IC K S & | 77 U~k 7 MO R#E 5
GRBRIR ~DAFK|8mg#k 5 & R IZHEIR~D T 7 U ~Lt 7 F2mg#5) & RBRIR D Zr 2 AH
8mg® F iR¥E 5-% 5% 1 7-nAMD } (\DME R #E OB K OFE BT 7 U ~ULbt 7 b IS % il
L7z, ZTORER, WIS BEICBITDEMR T 7 ULt 7 MEEX, FIREE B L i
LT, Coax M CAUCOFEEHEIT VTN HKIL3MEE < . FEHT 7 U~k 7 MREDCnaxk Y
AUCOYHEIT T b MI1.205 @m0 o 72,

4. [&qy%)
77 VLT N A O MR R — RERHERR L. T 7 U b T S SRS S ARG BR
~BAT LIMAEHIR A EH3 2 IAH & i < SRS A0 i i B8 23K R 9 5 T A
2 Lo TR BTz,
FHEE SE BY REMEAT I 35 1T 2 A K 8mghi T IR £ 5% DRl T 7 U~ & 7 DA 4T~ A
FEUT 4 13HI72%, tmax (PHRAE) 132.89H. Cmax CEHIME) 130.304mg/L & #EE Sz,
77Vt R 2mg Kk OARFI8mg D B - AN & 5-1% O RS g B, R T 7 U ~rk
7 N CTHEWLZ Rl 728N, a7 7 U~k %T%gkh%?lﬁ]otiﬁ@ﬂm?féﬁto z
o OFRERIT, BEEO 7T 7 U~ vt 7 N OEMEREOIERIME L G L Tz, AAI8mg D Filk
N G#% O T 7 ) St 7 SOGMmMERE (V) 13KTLE D KEaHAE =2 73—k
AL MIHHLTNDSZ EBNREINT,



VI. EYREICEEI HIEE

5. 9%
(1) ;% — A B P9 @ @ 14
MR L

(2) ik —RaRERAF BG4
MR L
<BE x>
Y FOMR - JBIRFEMRBRICIB W T, WE, EREMET RO EGEEMO®RE ( X, 2.
(5) AEFFAFEMRE) OESH) | KOFAKPERHNT 7V~ vk 7 Foiticky, 77
U~ bt 7 R 2mgD IR EIE D RIR ST\ D,

Q) HiA~DBITH
RHER e L

(4) R~ DT
EER e L

(5) Z DD~ DT

EERR L

<%%E .7 v k>20
7 v b (SDARMEMET » b)) (IS H 7= n=3) & [1251] -7 7 Ut~ b 1mg/kg4 HA|
RN G- L. ReOlifizs « kM2 Et Lz & 2 A, BENRICEHIT D i ild&k 5
EORITE% M MG FITAFAE L, b =R E OB EES R S 7 ifias - M. wn
CTE R, M, . OB &R s O 2 ilEs - ARSI AREO bivTo, &5 168K 1%
(THH) TR SNEREIRSED016% THo72Z b, 77 U~k 7 M
FAPEBR M AT HTE U, AR IS ER R 3 5 ATRE PRI MRV 2 & 3R S 7z,

RVI-4 [21]-7 7Nt T+ (Imgkg) BEEIFIRNIRESS5KICE T HHBRPKRETEE

kgL e P2 5ot

Lol 0.19
Jif 0.34
ek 11.42
T 1.33
il 0.02
i3 0.49
/M 0.04
K 0.04
i 0.01
ENEEN 0.04
PN 0.02
SIRNITS 0.03

TE) Al - AR 30T 2 B RER 2/ U HE IR

(6) MIFELIFER R
REER e L



VI. EYREICEEI HIEE

6.

10.

11.

R

(1) FXFHHER AL B UM AR R
AR E R L
(%) BEEINET 7Vt 7 M, B SUIRE AT 7 )~k 7 b e LT Tic
FIEL, TNOIEHRERI 2 2 2 R FREERIC L > TNTF FROT RV RICHREND
LEZBND,

) KHIBAE5T HBF CYPH) OHFiE. HFEX
LR L
(2E) 77 Ve MIFF R m—LP4S0FIC L O EZ T R EZXBND,

(3) EBBHROH ERUZ DRI
BB L

() RO FHOHBR UE L, FELE
ek L

3.

P 2 OV %
MR L
(B%E) 77Vt NI, BV IERRIMEOE R (¥ R B REEFR 72 &) 1T
LoTHETLLEZZOND, # NV ERREZZT DEMAIZ OV TR E SN THRY, 7
7Vt 7 R OHKBRRIZEIT 2 BHREOF SN SN LRI (T v ) 20,

BER
Bt
(%) EFIDEOIgGNIEHTICRD DN, £ OEAHEIRIZIgAD S THES D3%
Td 527,29

Bl
LR L

S U RKR—2—IZBT 518
BRI L

. BRFEICLESBRER

TR L
(BE) KLy O ERAITHS = L b, B CRESAS L IEEZ bR,

HEOEREET HBE
TR L

Z it

DR L



. 2% CEEFEFER) (CEI SEE

ERNBEFNDER
ESI TN

2. ERNBLTDER

2. BE ROBEICEEBELLEWNI )

2.1 KRB DSk L EUE DBEEE D & 5 B

2.2 IRSUFIRFE PG D & 5 BE . HDWITEEORV D& 5 BHE [IRNKEOEE 2FIE

ARRIATIB8EZNNH 5, ]

2.3 IRNICEHEDORIED H L BE [RIENE(T IBENRH D, ]

2.4 {0 SUFEEHR LT D ATREME D & 2 #ctE [9.55 17 ]

[zl

2.1 —RAY7e NEEFHEEN S OFLHEICHE T, ARHI DR I ZIWBE RS 2 7~ 3 ATREE D & 5
BEEERLE L,

2.2 RSUTIREFIELE DO & 5 B, H D5 WITEGEOE WO H 5 BEIAFIOM - RNEE 217
STl E . IRNKREOEEREWERNREET HATREERH 2 Z L b s L,

2.3 IRNICEEDORIED B 5 HBE TIX, AFOWM T ERNEEZ1To 12546, KIESE(LT 5 AR
MWNHDZENnBEED L LT,

2.4 AANIOEEFRRBRICB O TIX, R TR LT 5 ATREME D 8 5 otk i3 Gt 8 B R &
WTWD T, G332 RRERIEL 2R < AWE R VL BVEITHENL S LTV R,
77Vt WU XROR - B IREMERER (3~60mg/kg A #RE AN FRIRN
5) 1I2BWT, BEWORERCD, WE, SEREWEC K OIREAGE Oh&, NiBkOVE
KATE) OBEMBAHE SN TS, £, Mo I8 - RIREFEMERER (0.1~1mg/kg% 4T
IR1HA ~ZRBE RN Tikh) 2B\ T, IRIEAE (OhE. WIBER OVEEAE) OnnN
WEINTWD, 51T, @RV XIZEWT, FARPISERRT 7 U ~Lt 7 h s &S
o, REIORpEEIEIER RS b,

AL, MERES CEERR%EZ B2 L TWAVEGFICHT A EEMZA L, b Mg
sua7 )y (Ig) GIOFc R AL »E2HT HHENRENG ., IR I\ T, s
07y LR L BRI AR SN T\ D, E2, b MgGo MR EIE eI 20
W OWEN LI L, R = oB IR KR ER D, DLEEBET DL RAN
JR VR A UTH A OR B I A Z RIE T /Rt e RIS ETE 20,

PbEXY, “DHe 3R L CW D AREEO B Mt 2220 Lz, B, fEIRTRER L&
PRI, AFIE G, @Y RRHEEE WD K BEEEETS 2L (VL 6. (5) 4Tk
DHEZM)

3. MEXIIHRICEET HEE L ZTDER
(V. 2. ZhEe ST R B E T 2R DEBME,

4. BERUVAEICEET HFEETDER
(V. 4. HIEEOHEICEET HEE] OESM,



. 2% CEEFEFER) (CEI SEE

5. BEELGEARMEE L ZDER

8. EELEAKRMIE

[7A4") —7 Smgi FARM T 5% 114. S3mg/mL - 7 A 1) — 7 Smgi FARREST A+ v F114. 3mg/mL

HiE]

8.1 MM BB T 2 Mk 2 L. S AN ES OG- FHICEET 5+ 2 ik - 5o
HLIRBHEDHNARZ G THZ &,

8.2 M IARWNIESNICEE LEEH SN D3EA (TEEIE, WK, U SRS L OV SR SE) ~ il
WOE OREEREIC DWW CERNC 0722 21T 2 &y

[7A ) —7 8mghgFAMRN;E5Ti%114. 3mg/mL]

8.3 AFIDOHFANIEF OBRIZIE, FROMER LN DT &L blio, &5 FHICERT

LHEERFRGLE UCHBEH M, IR, i ERZEDEOFEFELGN LI RESINTNDLDOT
HEITHZ L, [11.1.1, 11.25MH]

I TERNTESE, BESRETTITY 28, (FINHAFREEZEZITV., BEFRE, 975
RUEIRBR A, WE R L—7 R OYRE BB E AT 2 &, )

« KRB GRIC, 50 72 BRIk & IR E SRR O 52175 Z &,

-%H@$%74w5 fF & BREH T, B TARNTESHITHEHCE R L2 &y
CEEREEZS D, HEEN0.0TmLTH D Z L A RERNCHER TS Z &,
BT L, RN Z R o5ER (IR, i, &, THE) Db obiicHGaic
FEDBICHEE T L) ICHRETL 2L,

[7A 1) —7 8mghiEFIRMNEST A+ v ~114. 3mg/mL]

8.3 AFIDHFANIESF OBFIZIE, FROAER LN BT &L blo, &5 FHICERT
LHEERFRGLE UTHBEH M, IR, - ERREDEOFEFELGN LI RESNTNDEDOT
HEITHZ L, [11.1.1, 11.25MH]

ARSI, BESETTITY 2L, (FINHATFREEZITV., WEFE, 3V H
RUEIRB A, WE R L—7 RO E BB E AT 2 L, )

- AR R +A&%kaW#-ﬁwﬁ®&5%ﬁ5:&

- ARBAE L{IEO“CTQELE%:O OTmLIZERETH Z &,

- BFICH L, IBRARZ T 2R (IR, i, &, FH%E) 28365 biniHaic
iﬁ% EETHEHITEE T &,

[7A4 ") —78mghF AR TS K114, 3mg/mL - 74 ) — 7 Smgfd FAR TS A+~ 114, 3mg/mL

HiE]

8.4 M AWNESHICEVIRELZ B LR SE2BZNNH DD T, AAEREG%., Rl
SAIMEDOMER & IRE EROEBZ@EYNITY 2 &, [9.1.1, 11.1.1Z%H]

8.5 AFNDOWFANIERL, —FICERENH LN ZENRBH DD, ZORERMEIE T
% E CTHMIEHOBESL A BN B EOEIRIII R SR WL 2 ERT L2 &,

8.6 BN N FICE ST HMMELTHME L, AZMENFRD LR WIGEITITER R E LA
W2 &,

[fzz]

8.1 AANX, T AENICEERET 5 Z & TIRFRIRD G OND 72D, MEEEICEET 25
WaEA L, T ENER OB G5FHICEET 5 0 e ik - %%%ﬁ#éﬁﬂ[@ﬁﬁﬁﬁ
L DIRIREITHOMERD D,

8.2 ARHITETFThL, T ARNEFICEE L CTHEH I A GHEIE, FRIE, PrE SR O
s HRAE) (X3 2 IR BUE DR BLZBE T 5 720 IBBUE O BEERRIC SOWTEHERNC 0 722
EATHOMEN D D,

8.3 AAIDEEKAERIZIB N T, AFNC LA1EATIE/ARL . BEFHICERT 2 EFLNRE S
NTW5, ZOHRTYH,  “fEHM” . “IBFE° KO “HHEREEY” DHERRNZ B 6
NTW5, 5FHICERTL2RBIAOAEFEFESRZ PHT57-0IC, BHEFHEZVFLE
( TVIL. 8. BIfEHII DIHZM)

- ANTRTIN TR DREG PRIAE & LT, B IRPERICER L Co— iR I & il L7z,




. 2% CEEFEFER) (CEI SEE

ST AFNCB L B ARNES HOIRBHEHCBE T 2 EEFH AT L, AT
BN OFZFM SN TWAER 7 ¢ v # —fFEHIEE (185 —, 5371 y) 347
AP EFRERIT 57200 b D Th 5, M ARNEFIITHMEHCER LenwZ &, fiF
FERNESRICIE, 305 —DIRBHE 2+ 2 L,

C BGIREICHET EEFEEL T L, AANTIXIEORER EOIERE DT, 134
TAXIELIL Y VBT VITEEN TV DIRENED biL7c b & (8mg/0.07mL) LV
ZLFWMENTWS, X ii&] RO L, Ed bk (0.07mL) 2@ETIc#
HEhd X9 \A47w%ﬁ NI GRNCR GRE LR T 52 &, F v MRANTAER
N, VI PORGERERELE AW TRGELRET 720, SHEICHE S TERE
w20.0TmLICRRET H Z &,

CBESORFEFEELTH L, AFOHAARNEGIZED | IRNEFEOREEZRRBIEMN S
ﬁ?é%%ﬂﬁ%é:k#E\ﬁ%l%ﬁbﬁ@ﬁ%%%ﬁzéio . IR R4
ek (R, i, A, ZBHE) 236 binicHmaicil, ﬁ%;ﬁ%?éio ZHRE
EIRETLHZ L, 72, ﬁﬁ@%mmﬁ%(Pm£M%ﬂ@\fﬁmmmﬁ%(mﬂHON
HER) KOBEAGRDOT 7 U~ bt 7 h2mg T D5 IIE 2 %5 & U2 B IAHRER (12748%)

DEF 14RO B HL kwf\ﬁmkﬁmm_mbgnto

8.4 AFOFEMAHHER (PULSARMER) | 25 I/I4FEER (PHOTONER) K OBEAFE DT 7V

8.5

8.6

)Lt 7 b 2mg T OKEIE & x5 & LT B IR (1258k) O 14iBR D5 HIZ k%T\
wELﬁﬁmm_mbgnto —IRPEDIRIE S X0 B8 FLEE 0O i it b O A R
BEl-L, HEREECEDIAREELH D0, ﬁﬁ&%%i\ﬁwﬁﬂﬁmmmﬁowri
AOFmEHERL mﬁiﬂ# WD BT HA L, BEIZIG U CRIEZR, IRER TAl OB
5%@@@@@%%ﬁ9;&ﬂ§£f&é(meiﬁﬁwﬁﬁéﬁﬁéﬁﬁmﬁiéﬁﬁj
D11 TVIL 8. (1) HERARIWEH & ATHIER] OH11.11ZH) |

AFNOFEMARFAER (PULSARER) | 4 [I/IAHRER (PHOTONRER) M OBEAROT 7 U
«VVKme5®%ﬁﬁr%ﬂ%kbtwmﬁﬁ%(mﬁ%)@%Mﬁ%@éﬁ’%wf
FARD0.9%IZFRD ST, KRR EHIZZ D X 5 RIERN S o= HaIiT. R EE
?éi?&%ﬁ@@@%ﬁ@i#@@%_i%$bﬁw;9_%%%%ﬁﬁé_ko

AR O GAZIBWTIE, BIFEIC K D EIN G IMEDOFTAIZ1T 2 BN H D, EME
PEDRHIIZ IS & | AR OB O ER 2R L. AERTRD b WA IZIXER
G LN b,

TRBVTMEREIELS CREVEMEEYE : 0.4mg)



. 2% CEEFEFER) (CEI SEE

6. RENERZAITLHEBICETLIRE
() E6HE - BERFOHIHIEE
9.1 A6t - MERZFOHLHEE
9.1.1 &%NE, SIREEDNEHE
[8.4. 11.1.1&/]
9.1.2 MEZERRIF—BENENFREORETEEDHREZEDDREREFDOHZEE
[11.1.2. 15.1.1%H]

[fizai]

9.1.1 RN XL AREE O BF T, RO 5L —#\MEICIRE EA23BE S b araetk
WD Z EMb, NESCEIRTIEDORRE, 155 oA MK ORE B O fERi: 2 2l
L. AREEG OS2 EEIHBT 2 0ERH 5,
. AR OFEMAHFE: (PULSARMER) | % H/IAHE: (PHOTONER) M OBEAGR
OF7 7 VLt 2mg OFMIGIE A X G L Lo B IAERER (1288k) Ot 1404
FAZRWT, IRIEEAN3.6%ICRBD bz ((IVIL 5. EEARLEARNER EZ OB OHFE
8.4 O VI 8. (1) BERZRRNWEH & WIWIER] OH11.11ZH) |

9.1.2 AFNIVEGFILEEH 2 AT 5720, O 52X 0 VEGFHE K 3 2 IR ke 2844
BT 2 A EFRERHRELT HAREMEN D D, T2, RA|Z M2 OfERKE 142 A5
DTG LI2GAIS, M2E R R BT 2 TREEIXE2IIERETE 20, 6o T,
g 25 T S 1 e i L 3R VE 0D B RS oD i 25 R D B RR IR F- D 3 B BB 12kt LTI,
AR HEICEGTHUERD D,
¥, AFOFEMAHFE (PULSARMER) | & H/IAHER (PHOTONER) M OWEAGR
DT 7 VYLt F2mg" OFGEIGIEE XS & LB IR (12808) Oft14Bo0 A
BIZBWT, MAEF230.2%I2780 b7z, 708, PULSARER X O'PHOTONGRER (ZF\
Tl “RA7 VU —=1 7 KBEai2488 DL M S VE T O O BT 2 4 2 B
TR RN SRS N TN D, BEAROT 7 U bt 7 F2mgll DWW ik, CRVOX X
BRVOIZf¥ ) EEERIEAZ AT 58 %,. mCNVEE M ODMEZ AT 5RE 25 L Li-%
FRRERBR I W C, “WIEIE S B ORi16 5 A LI IKI & s DO 2 B
LEFT ITRBEs oA ST D, (VI 8. (1) BERARFEIEM & WIHIER) 0
11.1.2% T TVIL 12. ZOMoEE ] oE (1) &)
T REVEHBIBUE LIS, CREAIHEIUE : 0.4mg)

(2) BEHREEE R E
REIH TR

Q) FFriaefE=E R E
BRIE STV

1) EMEEEET BE

0.4 AREREAT 58
BEBR AT 72 T I, AAI G Gt i than ALLE) | OIS V5 & 9
FOlT 52 L, B, UYFON - BRBIERBT, RIS SN RS I
2 B L 13250ng/mL T b V) | ZEARIEIIREIC 72 o TV AR i, A G IE
B OGN &2 T [9.5B18]

(]

7 7Y ST bR T RO - AR (3~60me/ke B AT BRI £2 )




&t CIEFRFE®R ICHATHIEE

IZEBWT, BEMWORERAD, E, EREMEC K ORBIRGE &, AiRL OB A7)
DOEEMPAHRE SN TWD, £72. O TR - JBIEEERER (0.1~1mgkg % ITIR1H ~%E
BN THE) 2B\ T, IBIEFE Ok, RIBEOERKATE) OEMAHRE S TWn5D,
BEHEHIRIZ SV T, AFIOREREYEIREET L E Ny Iab—Ta oS R, K%
ANZIEPED & B AR R 7 7 U ~ bt 7 MBESER TR (0.0156mg/L) AKiiilZ 72 5 DI,
AP H%108 (FRIEDII%EHX MO LIR) T, Z2z2WT 25720, Eoibeltbly
AOMREZBE TREEG%4y AR & LT,

¥, UV - BRIEENERE (0.1~ 1mg/kg A 4THR1 H ~S BRI & E) TiE, KIK
A& (0.1mgkg) THIREAENED DL, ZREPIFEIZ /> Tz, BfERBRIC
2 < EEI BT MNIIH 5 22 TiX v, RIRFER A LN R/ N ETH 50.1mg/kg % 1 5-1%
DAL T 7 1V ~_L¥ 7 R OCmax X CAUCIHE, b MZ8mg/iR % FAER AN 5- L 73554 g
& (CANDELA#RER, PULSAR#ER & O'PHOTONER O REHE M SEY EBHREMEAT I X v HEE)
DENENLTER V065 TH Tz, (VL 6. (5) i | DIHI.SZH)

() yEim

9.5 yE4R
PR SUTIRIR L CW D FREME D & 2 2T R G LRV Z &, U FOIR - g atE el
(3~60mg/kg % & B RN SRR G-) (ZBW T, REWORERD, FE, HKRE
IET R OIRIRHIE U, AL OEKEE) OB HRESN TS, Moy ¥
- e EMERER (0.1~ 1mg/kg Z EIR1 A ~E BRI K T E) 2B\ T, IRIEFTE
(. Nlig OERKETTE) OEMBHRE SN TN D, IRV FIZB N T, KHONGE
PSR b, (24, 942

(]

ARFNOEGAFRBRI I T, S XUTIEIR LT 5 ATREME D & 5 et T i 56t 40 GRS &

TWD T2, MR 2RIy ((TIX. 2. (5) s Lmttaliy) OESHR) |

(6) = FLbw
9.6 #=FLim
TEHR EOFRMER ORAREOAIEELBE L, RAOMEUTTIEZRFT22 8, b
MR ~OBITIIAHTH 2,
(]
AHIDE P TOHANBITIIAHTH L2720, MK EOARMERORAREOARIELZ B L.
Ao I IEEZRFTT D 2 &,

(N INRZE
9.7 MNRZ
ANV At b U T BRI RRBR 150 L TV ey,
[fizn ]

IRz G & LT BRI G L TR 63 LaMEIIHEL L TWRWOBRE LT,

(8) &

ShTunian

R T
FF B



. 2% CEEFEFER) (CEI SEE

7. ¥EEA
() BtRZEZ EZDER
BRIE STV

Q) HREEEZDER
RESH TR

8. ElEH

1. BER
RORWERMN S LoD Z ENRHDHDT, BIEEZ+SIITV, BENERD LNTZHEITIT
BeH 2 b 570 EEUIRAEETTO 2 L,

(D EXGEER EPHAER
1.1 EXGEMER
11.1.1 RfEE

IRNZ (0.2%) . BRIE EF (3.6%) . A IAIZ<HEE (1.0%) . SMEHEENE (0.6%)
M Im (0.5%) . M@ E EREA (0.4%) . AR (0.4%) . ML < B
(0.04%) . #IEZIFL (0.06%) . MEMEGAFE ERIZ<EE (0.02%) RHLLNDZ END
%, [8.3. 8.4, 9.1.1=H]

11.1.2 zEh (0.2%)
[9.1.2, 15.1.1& ]

[fgai]

11.1.1 AAIOFMAARER (PULSARMER) | & H/IAHRE (PHOTONER) K OBEAFE DT
7 VULt 7 b 2mg T DK IE & RS & LB IRRER (128888) Oft 148055
IZBWT, 1BBREBE(LEM S 5 WITIRBRHEMIC L0 GER & Shvcfg (BE5FiHiC
ERTL2AEFELLZET) O, HEREFICORD D AREMENE X LILLIREE & |
ZORBBEE AT L2 (VL 8. 2 : [EWNA TN X755 T/IAR R & OV ITAH
B (14380 2k W TiE SNZRITER) 1) |

11.1.2 AAIOFMAHFER (PULSARMER) | & O/IAHRE (PHOTONRER) K OBLAFE DT
7V ~Lk 7 R 2mg T OFSEIGE 2 xS E LB IR (1288 Of14RBro 4R
BT, MM FEVEANA, 957681 1741 (0.1%) . eI PERMZE i A324] (0.1%AK0) .« T
7 FREEN2H (0.1%AN) MK O MMM M ED 15 (0.1%A05) (23780 b,
THHEDOELEETES L, MET (0.2%) & LTiidiLz (VI 8. % : EANFT
Fhts S A7 5 T/IARGABR L OV IAHERBR (1438088) [cBWTHE SR IER ] kO
VI 12. ZOfhoEE ] OHE (1) 2H)

T REVEMBIBUE LIS, CREAIHEIUE : 0.4mg)




. 2% CEEFEFER) (CEI SEE

(2) ZDinEI{EA
11.2 ZDHDEIERA
5%LL E 1~5% AT 1% AT

g™ FEMEH M [ARFE M HNBE, fRREGEE, ARRTRE, AROS A, AR

(RITARED) (16.2%) BRRIE, AEREE AR, BiENME, fiEO
TVLT, T, RERRE. REMRTEAE, RS
T LV MR %O O ERIRE. A EBERA
K. 7 RUBER, BiEER, gL, BiFEHL, &
AR

g™ BRI | R IRRERR, Y AR, DEBERRMEE . BRI,

G, TREEM AL, SREBEEREE ., MR M, IS,
THRRMEE . MR, MR EROE, M
BIERE, 4 AR

g™ FESHEACETR | TSRO, ESEACRLEE, AL A PR

(FESERAL) SES S IS A2y R Y i VA EIRE X (O WVAS S N E X )
ERATRENE . VST ERALIMAE, TSSO H

iR™ AR AR Ry,  |IRAE. IR, IRZE 5 FEAE, IRORE R, IRgyE

(Z DAth) AR, iR |BE, IRBefaomif. IR, ARReZS. R 7S JE PR i

B2 ARERIERR . mHEREAE, &8, RONFEE, £HE, Ot

FUE, AL X 2%, UMK, 0, IR
Jik

& % D FEAE, RLBE

TEBR % e SR i A

FERPEE R DEGPEE . AW

H{b#s L

WAPR 2 U RTR R E LT LT F = e

Z DA, AP, S, EYanioE, #REUE

) [8.3%H]

[ iz ]

ARG (PULSARMER) KOV II/MAHER (PHOTON#MER) (96HH ETHOTF—4) I
BWT, RAIEGHELE T 7Y Lt F2mgfk G0 & TRIWEH ORBURBLIZ TR O HiLT,

KFNDEENT a7 7 AT, T 7Vt 7 h2mgDBEE O LT a7 7 A Ve —#H LT
Wiz, 207, RFOERERE L THRET L2 FLEIREAROT 7Y Xt 7 F2mg’
(40mg/mL) HFIL[FE—E L, HUAHFE (PULSARRER) . & I/IHRE (PHOTONGER)
KOBEAGROT 7 U~ bt 7 b 2mg ' OFBIGIE 2 b5 & L2 B IR (128080) 0Ft143K
BROPFEMATICL Y . BWERORBUEE Z T L7c, ARRERICZOL I BRELENH LN
AL, SERIZIS CCARIOE G 2RI T 57 &, WURAEEZITI 2 ERLETH D
( TVIL 8. 2 : [EWNAMCHENE S 41725 /IR & OB IAHRER (145U08R) [ch W TiESh
ZRITER) 2l

T RIS CRIAEREIYE : 0.4mg)



. 2% CEEFEFER) (CEI SEE

BfER—E%X
HEMEMERRARAERVRRREERE K
x: BRSNTERESN-FELHERER (PULSARELER) . 5% D/MAHER (PHOTONEER) [CHWLT

WESNIEMER™® (KHi8mg) (96:EM)
E) BEFRICERT 2HEEREST.

S H AN
&t PULSARRAB PHOTONR PULSARRAHx PHOTONR B
2RI 615 1,164 6730 49111 64151 54151
BILE R RSB 1834 11441 6951 1741 81
FIERZBEI S 15.7% 16.9% 14.1% 26.6% 14.8%
FEEUE CGEBUEIG %) FEBUFIE GEBLEIG %)
A A A NEEH 2L A A NEH
BIEFI4 PULSAR |PHOTON| PULSAR [PHOTON BIVER4 PULSAR [PHOTON| PULSAR [PHOTON
N=673 | N=491 | N=64 | N=54 N=673 | N=491 | N=64 | N=54
(100%) | (100%) | (100%) | (100%) (100%) | (100%) | (100%) | (100%)
UNCODED 2(0.3) 0 1(1.6) 0 B F-p HH i 1(0.D) | 2(0.4) | 1(1.6) 0
Dol 2(0.3) 0 0 0 W T-ARIE 2(0.3) 0 0 0
M ZE 2(0.3) 0 0 0 [EERES 1(0.1) | 1(0.2) 0 0
AR 84 (12.5)(55 (11.2)[10 (15.6)| 7 (13.0) AR ER W7 AE 2(0.3) 0 0 0
Dl BB A 2(0.3) 0 0 0 Bk 0 1(0.2) 0 0
— LR 1(0.1) 0 0 0 F 0 1(0.2) 0 0
PAIERE f ok Py i 1(0.1) 0 1(1.6) 0 T - 0 1(0.2) 0 0
— P 1(0.1) 0 0 0 —% - EHBEE RO GO
eI 1000 5 5 5 JfE 13(1.9) | 5(1.0) | 1(1.6) 0
BB 1(0.1) 0 0 0 Zifi 1(0.1) 0 0 0
B 13(1.9 | 18(3.7) | 6(9.40) | 2(3.n | | % 1(0.1) 0 0 0
FENBI 1(0.1) 0 0 0 LG ERAL H M 2(0.3) 0 0 0
il 1(0.0) [ 1002 0 0 S 0 1(0.2) 0 0
IO A 4(0.6) | 1(0.2) 0 0 SRR 0 1(0.2) 0 0
LT o o 0 0 VESR SN 4(06) | 306 | 1(16 | 0
RO 1(0.1) 0 0 0 TESi 1(0.1) 0 0 0
% 5(0.0 | 4(0.8) 0 0 A 5(0.7) 0 0 0
i 5(07) [ 9(18) 0 2(3.7) | |[RERESE 1(0.1) 0 0 0
W7 5 FESE 1(0.1) 0 0 0 IURT LIILF— 1(0.1) 0 0 0
IR 1(0.) | 1(02 0 0 SRYLIE K OV A U 1(0.1) 0 0 0
kP 2(0.3) 0 0 0 FEIEESE 1(0.1) 0 0 0
R T 2(0.3) 0 0 0 . PEROLESHE 6(0.9) | 3(0.6) 0 0
T4 0 1(0.2) 0 0 F R 1 3(0.4) | 2(0.9) 0 0
4 e 0 1(0.2) 0 0 RPN & BHE 2(0.3) | 1(0.2) 0 0
VAN 0 1(0.2) 0 0 B4 1(0.1) 0 0 0
B 1(0.1) 0 1(1.6) 0 FRAR IR A 16 (2.4) | 10(2.0) | 4(6.3) | 1(1.9
R I N BT 2(0.3) 0 0 0 it B3 1(0.1) 0 0 0
RN 3(0.4) 2(0.4) 0 1(1.9) IRE 5 14(2.1) | 10(2.0) | 4(6.3) 1(1.9
AR 6(09 | 1(02 | 1(16) 0 B RS 1(0.1) 0 0 0
F¥ o T —H—7 = A 1(0.1) 0 0 0 AR R e 4(0.6) | 4(0.8) 0 0
WRBhIIRA 2 0 1(0.2) 0 1(1.9) FIE fi 1(0.1) 0 0 0
b PLIA I 0 1(0.2) 0 0 i 8 5 0 1(0.2) 0 0
AR 5 J R v e 1(0.1) 0 0 0 SR PR 1(0.1) 0 0 0
=B 1(0.1) 0 0 0 VA 2(0.3) 2(0.4) 0 0
o SR B 1(0.) 0 0 0 77 0 1(0.2) 0 0
SRA S 1(01) | 1(0.2) 0 1(1.9 = AR 1(0.1) 0 0 0
P RS 0 1(0.2) 0 0 B OV 6 1(0.1) 0 1(1.6) 0
R I 3(0.4) 0 1(1.6) 0 HHAR 1(0.1) 0 1(1.6) 0
HERE N A5 0 1(0.2) 0 0 PR 2. S % OVERR b 1(0.1) 0 0 0
R 3% b R AL 5(0.7) 0 0 0 IHEARAE 1(0.1) 0 0 0
AR e s 0 1(0.2) 0 0 SEL B O\ RHLE 1(0.1) 0 0 0
SUFLIE AR 1(0.D) 0 0 0 IR ISR 22 S A 1(0.1) 0 0 0
I T e 1(0.D) 0 0 0 AR 2(0.3) 0 1(1.6) 0
AR 1(0.1) 0 0 0 ren L 2(0.3) 0 1(1.6) 0
M N 2(0.3) 0 0 0 MedDRA ver. 26.0
) 0 2(0.4) 0 0
BIMET 6(0.9) 0 1(1.6) 0
HkEE 0 2(0.4) 0 0
T - 1A 4(0.6) | 2(0.4) 0 0
BTl 9(1.3) | 8(1.6) 0 0




. 2% CEEFEFER) (CEI SEE

Z: ERANTEREINAL-EIOEABRRERVCENMAHE (14568 TV THRESN-EHER?
(RFIBMgBRUT 7Rt T +2mg™)

T RBRMZELS CRAREMIZE : 0.4mg)
X)) BEFRICERT2H5EEREEE.

= Fj A AR N
ZARMERAl xS 514K 4,957 570
FIE T BB 1,6774 1323
BITERZBEI A& 33.8% 23.2%
FBUE (FBEIE %) FBBIE (FEEEIG %)
HIfERA N%%97 Eﬁ:)g%) AR N%%§7 ! 17;’;);;%0@
(100%) (100%) (100%) (100%)
UNCODED 3(<0.1) 1(0.2) PRI MR N 1(<0.1) 0
(LR 8(0.2) 3(0.5) B 1(<0.1) 0
MR BN IRAE B R 1(<0.1) 0 BRI S B 2(<0.1) 0
ath L gE 2(<0.1) 1(0.2) Nt 12 (0.2) 0
o I P D 1(<0.1) 1(0.2) FE 3 (A5 1(<0.1) 0
DR 3(<0.1) 0 IRI w2 1(<0.1) 0
AR A 1(<0.1) 1(0.2) HENEE b5 4(<0.1) 0
B R Ok sl 4(<0.1) 1(0.2) BRI i 1(<0.1) 0
R 1(<0.1) 1(0.2) N=CEH TS 1(<0.1) 0
SR VS 1(<0.1) 0 ARAG 13 (0.3) 0
EIfEPED 2(<0.1) 0 IR o> 4 SiE 4(<0.1) 1(0.2)
AR P 1,426 (28.8) 102 (17.9) AR 98 (2.0 1(0.2)
AR 0 F 5 & 5(0.1) 1(0.2) ARAw 269 (5.4) 12 (2.1)
I B B 2 3(<0.1) 0 IR 5 e 18 (0.4) 1(0.2)
—i RN 1(<0.1) 0 AR MR 10 (0.2) 0
P ZE B 44 ok N [ 2(<0.1) 1(0.2) AR A H i 1(<0.1) 0
ekl 7(0.1) 0 AR i e 2(<0.1) 0
FiEOCT LT 6(0.1) 0 R g igottn 2 8(0.2) 0
HiIE D RIE 1(<0.1) 0 AR i 7 6(0.1) 0
AR Ag 2% 5(0.1) 0 AR A 7(0.1) 0
HR e A 1(<0.1) 0 IR A 2o i e 1(<0.1) 0
KA 1(<0.1) 0 iRA&Z 2 FEiE 1(<0.1) 0
I PE B 3(<0.1) 0 IR o> F 4 85 (1.7) 1(0.2)
gl ESi 1(<0.1) 0 TR 4(<0.1) 0
5 P pED 24 (0.5) 1(0.2) LIRS U/ 7(0.1) 0
BB AN EEY 2(<0.1) 0 W Sy e 1(<0.1) 0
ket N Y 5(0.1) 0 [T 2(<0.1) 0
T ANk 7(0.1) 0 I LAY 1(<0.1) 0
IREK = L 27 v — LR ASE 1(<0.1) 0 b1 5(0.1) 1(0.2)
{OARAE 1(<0.1) 0 14 FEE 3(<0.1) 0
ERE S ML 1(<0.1) 0 T ga H . 1(<0.1) 0
i R 3t e 1(<0.1) 0 ntU3E 74 (1.5) 1(0.2)
FERGEH . 802 (16.2) 62 (10.9) INCRY N R R 4(<0.1) 0
HREAS L 28 (0.6) 1(0.2) PR 14 (0.3) 2(0.4)
MBS 9(0.2) 0 PHBERRHERE 4(<0.1) 0
i N N 7(0.1) 0 WBE L 5(0.1) 1(0.2)
i MBS 1. 4(<0.1) 0 EBEAE ML 1(<0.1) 0
7 UL — PSR 4(<0.1) 0 WREIE 5(0.1) 0
AL H b Ly AR 1(<0.1) 0 TEBEAZ AL 1(<0.1) 0
AR 1(<0.1) 0 B RR 2(<0.1) 0
£ R 6(0.1) 0 PBEE 1(<0.1) 0
f4 5 b B2 kA8 14 (0.3) 1(0.2) ZEAE 6(0.1) 0
AIERD A 27 (0.5) 2(0.4) ST A I i B B 6(0.1) 0
£4 NI 1(<0.1) 0 AR S AN e 39 (0.8 1(0.2)
14 NP2 1(<0.1) 0 IR Fe . 86 (1.7) 2(0.4)
A4 I 16 (0.3) 1(0.2) e RS 27 (0.5) 2(0.4)
14 IR 1(<0.1) 0 FH¥aT—P—T7 x ABE 1(<0.1) 0
HamE (3 bR e 1(<0.1) 0 AR B AR EA 2E 1(<0.1) 1(0.2)




I. 2% CE

=z
(=]
oy

FEFFHR) ICRAI HIEH

FEBUIE (FEBLEIS %)

R GEBEIE%)

(100%) (100%) (100%) (100%)
TP ZE A 1(<0.1) 0 ES 1(<0.1) 0
AR LA i 1(<0.1) 0 HaJr 1(<0.1) 0
ek LB o A% e 4(<0.1) 0 AP JE% 2(<0.1) 0
HIR 6 ) P 7 ek 2(<0.1) 0 R 1(<0.1) 0
AR % J&1 DH A 6(0.1) 0 5 2 (<0.1) 0
HIR 5 e A 1(<0.1) 0 AT 1(<0.1) 0
7 18 (0.4) 0 RSN 53 W 1(<0.1) 0
SEHE 4(<0.1) 0 TSR A 4(<0.1) 0
{0 VE B 1(<0.1) 0 TESHER A H 2(<0.1) 0
(A S 3(<0.1) 0 TSN ALEE 4(<0.1) 0
R AR 38(0.8) 16 (2.8) TR ST 1 fEE 2(<0.1) 0
AN ik B 28 3(<0.1) 0 TSR H 1. 47 (0.9) 0
FENELE R pe A2 1(<0.1) 1(0.2) TS 2 3(<0.1) 0
HANEASE 4(<0.1) 2(0.4) TSRS 2(<0.1) 0
A HE £ 35 i 2K 2(<0.1) 0 TSR AR 13 (0.3) 0
HHE NG e 2(<0.1) 0 TSN VI 2(<0.1) 0
HENELE H ) 1(<0.1) 1(0.2) past SRtitAL ST 99 (2.0 5(0.9)
FENE H i, 25 (0.5) 4(0.7) HEHENL T 9 FEIK 1(<0.1) 0
HENEA I~ i A8 RE 1(<0.1) 0 Fast SRt AN 1(<0.1) 0
e NE 2(<0.1) 0 S IEAR 2(<0.1) 0
a3 R AL 20 (0.4) 1(0.2) 1 1(<0.1) 0
M0 3% b RE 2 (<0.1) 0 PN 2 (<0.1) 0
HERSEZLFL 3(<0.1) 0 FAIE 11 (0.2) 0
B i 6(0.1) 0 G R E 6(0.1) 0
HANE 53 BERE 3(<0.1) 1(0.2) SR E 5(0.1) 0
S FL IR A R e 1(<0.1) 0 ER/EVAWIE S 1(<0.1) 0
S i, 1(<0.1) 0 JERYSE K OV AR BUE 23 (0.5) 1(0.2)
ISR o 1(<0.1) 0 AR R 10 (0.2) 1(0.2)
HERSE  BRAESE 4(<0.1) 0 25 P e o BB i 1(<0.1) 0
AN T 5(0.1) 0 RPN & 10 (0.2) 0
ZEIRA IR 1(<0.1) 0 Al 8 1(<0.1) 0
AR Ag: M 20 (0.4) 0 _FuREE 2(<0.1) 0
TR AR 1(<0.1) 0 5, Pk ONEADHE 66 (1.3) 2(0.4)
TR £ g% 3(<0.1) 0 SMEE B B 1(<0.1) 0
S E DMK 3(<0.1) 0 14 SR 5 40 (0.8) 1(0.2)
B 46 (0.9) 1(0.2) AR (55 1(<0.1) 0
BRI 28 (0.6) 1(0.2) RPN E 1(<0.1) 0
TR KR 2(<0.1) 0 HiT H 2(<0.1) 1(0.2)
R 20 (0.4) 1(0.2) AR PN A DFE 3(<0.1) 0
Tl 7~ (A i 10 (0.2) 0 AR AL & DHE 1(<0.1) 0
Tl T AR AR 3 5 | f i 1(<0.1) 0 it 59 3(<0.1) 0
IRy 2(<0.1) 0 HIR 6 ) ) o ek 1(<0.1) 0
[ERRL L 50 (1.0) 1(0.2) Rt A e bR k4R 1(<0.1) 0
RN 1(<0.1) 0 JLTE A% A PRI 1(<0.1) 0
LR RLSES 2] 151 (3.0) 4(0.7) JULTE A% 1 e 1(<0.1) 0
TR H i 19 (0.4) 1(0.2) AL % i 1(<0.1) 0
RS2 2(<0.1) 0 ALE I & B 9(0.2) 0
[ RRLNITR 13 (0.3 2(0.4) e 1(<0.1) 0
[ERRCN 3(<0.1) 0 PrR— 1(<0.1) 0
HRER 2 {8 E 2(<0.1) 0 [F7 197 (4.0) 15 (2.6)
B b 5(0.1) 0 M7 vy F =1 3(<0.1) 0
I 1(<0.1) 0 e Vo A HEn 1(<0.1) 0
M N AR 1(<0.1) 0 JiiW = =2 3(<0.1) 0
HEL 3(<0.1) 0 U 9 - 3(<0.1) 0
T - 1(<0.1) 0 GFRAERE AN 1(<0.1) 0
%2&: - BB EE K O 5L D 186 (3.9 5(0.9) JRET R pE 1(<0.1) 1(0.2)
= HRFEAR 2(<0.1) 2(0.4)
A R 1(<0.1) 0 HREE |5 178 (3.6) 11(1.9)




I. 2% CE

=z
(=]
oy

FEFFHR) ICRAI HIEH

¥ BHERUNEE M (nAMD) BE 24 & L2k : VIEW1, VIEW2 (77 ULt 7 F2mg)

TR (FEBEIE %) BB GEBLEIG %)
(100%) (100%) (100%) (100%)
SRR A B 1(<0.1) 0 B & OVYR B B 7(0.1) 5(0.9)
heR= 180 1(<0.1) 1(0.2) W PRI ME B E 1(<0.1) 1(0.2)
PR I b5 P 1(<0.1) 1(0.2) HEAR 4(<0.1) 3(0.5)
R N AR 1(<0.1) 0 B 2 (<0.1) 1(0.2)
RPEH/ 7 V7 F =g 3(<0.1) 0 R R 1(<0.1) 1(0.2)
WA s 2(<0.1) 0 MR, HER B Ve s 9(0.2) 2(0.4)
R O 2 (<0.1) 0 7 UL — PRk 1(<0.1) 0
BRI 1(<0.1) 0 Lgs8 1(<0.1) 1(0.2)
HEMRZ 1(<0.1) 0 IZHK 1(<0.1) 0
5 Bk R M OV L Aek P 2 (<0.1) 0 & i 2 (<0.1) 1(0.2)
I 1(<0.1) 0 Hli FEARSE 1(<0.1) 0
A 1(<0.1) 0 B 1(<0.1) 0
B %‘fi%@%i%ﬁ%%w%i% 1(<0.1) 0 SR 3(<0.1) 0
(iﬂ@&@ﬂ? U ‘—7HE’€U) uﬁ'“ﬁg% 1 ( <0.1) 0
MG 7L S5 1(<0.) 0 B B O T AR 11(0.2) 0
i 28 (0.6) 2(0.4) S 1(<0.1) 0
JENER 1(<0.1) 0 4IBE 2(<0.1) 0
i 1(<0.1) 0 TRERE Y ILIE 1(<0.1) 0
i 5 5 10 7(0.D) 0 RIS 1(<0.1) 0
FEED F N 1(<0.1) 0 Z 5 e 4(<0.1) 0
WA 2(<0.1) 0 T LR —PET S PR 1(<0.1) 0
B RO 1(<0.1) 0 P (<00 0
) 10 (0.2) 2(0.4) R 1(<0.1) 0
A 1(<0.1) 0 SRR OPIRHLE 9(0.2) 1(0.2)
M P o 2(<0.) 0 HRPY L 8(0.2) 1(02)
77 THEEEY 2(<0.1 0 BRI KB 1(<0.1) 0
E 2(<0.1) 0 R 20 (0.4) 7(1.2)
— LI 1 1(<0.1) 0 T 18 (0.4) 6(1.1)
= XS 1(<0.1) 0 M BIIRFIZEE pE 1(<0.1) 1(02)
KirBE 4(<0.1) 0 A% g% 1(<0.1) 0
i 2(<0.1) 0 MedDRA ver. 26.0
RHRAE 1(<0.1) 0
<L 1(<0.1) 0

ML ERARPAZERE (CRVO) 1ZfF 5 B A A3 5 8# 4 xt4: & L7 : GALILEO, COPERNICUS (7~

UYLt 7 2mg)

MR DB PAZEE (BRVO) (2D SBEREA AT 2 BE x4 & LBt : VIBRANT (77 U~ L& 7 |

2mg)

RNEAIC I U D RIS IEEET A M (mCNV) 2 A3 5 8HF 2 x5 & LItk : MYRROR (77 U ~Lt 7 F2mg)
PRI HEBEEE (DME) 263 28F 235 L L7z#lk : VISTA-DME, VIVID-DME, VIVID-Japan (77 U-X

N7 F2mg)

MEFHERAE (NVG) BFExI4 L L3R : VEGA, VENERA (77 U~~~ 2mg)

REVEMEAE (ROP) BE % %5 L L7-#%5 : FIREFLEYE (77 VU ~Lt~ 10.4mg)

BN E A (mAMD) B 255 L L2 AKI8mgD i : PULSAR

FEIREEBEENE (DME) B %254 & Lo AAI8mgD# kR : PHOTON



. 2% CEEFEFER) (CEI SEE

1) TawWkE | TREAWEE) . TREawWkE . TFETAaNE) . DRKEERE®S) 270—7{kL, 26 5T
B DRBEBUENTETERWVWEEFSR GRBREE L OREBERIZM DRV | &2 [SMEMEANE] OF54 T,
M5 FH EORREERITGETZ 2P L ORRERITIGETCE2WVWEESESR) &+ THNE] OFEHL4TE
LOTEH L, BERAREWER L zotoRIERICENENTH L,

NERIZLLTD B0
REF SN ERL e | M| el BE | ki |

R OEEA, PN =] = =] = =] = N

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 | 5o B (57001 1(0.2%) 0 0 0 0 0 1(0.2%)

. 2HEN] (4,95741) 8 (0.2%) 0 0 1(<0.1%) | 4 (<0.1%) | 1(<0.1%) | 12 (0.2%)

N HARNLERM (570%1) 0 0 0 0 0 0 0
[EHBEZME] « AFIOWEISIED 9 B, nAMDOFEE (Bl ETe) & L,

WERL CEH EoFEEOBIZENENFLE LT,
B, T HEZE,
BEAARBIER R L,
BRI OZEOMOENERTIX

)

3) LEEZES., IRNTEH]

4) [ 36 4E, i tERzs
#1/4,95761) |

5) [HE4+RYA]

WPERE MR % & & T TR OFHLL THEFL (0.2% (12

FEFRUM ) & oL,
9. ERRRERRICRIZTESE
BRE I TR

10. BEKRE

13. BEHRE

13.1 fER
BERARBR 2T
THZLERHD,

13.2 W@
IRIEZME L, By

[fEai]

13.1 AFIO KRB CIHEEREORE T2V, 77 ULt 7 F2mg! OFEFERBRICBW T,
W ER G2 K2~ 72 IR RN HE SN TWA DR E LT,

13.2 TG AEOHIMIMEWVIRES EFT25Z2 0250 T, IREAREL, £

ILEY 2B EITH 2 EBMETH D,

TRBEHBELIAS CREAVEHEIBIE : 0.4mg)

EPEDIRE EF WG STV D, HEREDOHEINIAHEWIRED L5

DER BT E I ITE T R AL IE 21T

&
N— o

iR bz




. 2% CEEFEFER) (CEI SEE

1. EHLEDEE
14, #EREDFE
14.1 EFIBRE5RIDEE
1411 KFNT, EHANCREICRT Z &, RIBISHKE L7224 2 8 2 720 X ) 12ff
HA+zz kL,
14.1.2 BEIZ X DR ATV, /ﬁ‘zﬁﬂfﬁi IR 1, IR SUIEADRRO bNDGE. BasChk
HERRD LN DHHE%, REPBOONIGAEITIIMEH v &,
14.1. 3 w135 3038, _@%@%ﬂéhtwﬂ HDHGA. TR OBA A L2y
Z &,
14.1.4 [74 ) —7 8mghdFAMRESTi®K114. 3mg/mL]
ELWEEDHATHLZ L AL TILDT YL THERTHZ &,
[7A 1) —7 8mghiEFRMNEST A+ v ~114. 3mg/mL]
ELWERECHAITHDLZ A2V U IPDT L THRTDH I L,
14.2 EF|IBRE5EHEOEE
14. 2.1 RANIRE - ANICOBREETH 2 &,
14.2.2307 —VORBH#ZEHT 52 &)
14.2.3 [74 ) —7 8mghdFAMIEST®K114. 3mg/mL]
1A TR (FIR) oADOERETHZ &,
[7A 1) —7 8mghiEFIRMEST A+ v ~114. 3mg/mL]
1>V 2imE (IR oA ETDHZ L,

[z ]
14.1 KANOEG-RIO—A 73R FHE E U TRl L7z,
14.1.1 AR ORHEX, THREZEET, 2~8CTHRIF) L3N TWD, EHENCEIRIZEL, 24
REFEILANICER 35 2 &,
14.1.2 VEFRIZHRL -, BB XIIZARRO LN | &
BOONDIEAITIIFEH Lenz
14.1.3 HHRIO—AFEEFHE LT3 ibto
14.1.4 A TABAF KR OF v MFNIZZNEN R 5RE (40mg/mL) ORFNH 572
FEEMAE LT,
14.2 KA OEGRFOEFFHRE L UCRia L7,
14.2.1 AH| OB GRRBEITI RN G- D I RE STV D,
14.2.2 BN O T ERNTEHFRE, 307 — Y ORBIHE 2R T2 LERH D, 7B, ATV
AN OFICFEMM SN TWBEHT, R 7 4 V&2 —fF &gt 187 —Y, 537 1Y)
TAAL TANSERKZRRT 272000 TH D, M- RNESFI IS IR L2
Wb,
14.2.3 BAEWIBNEZBT D720, 1344 TAT1IV Y o2, 18 (FIR) OB OfH L9
2L (XI5 OEZBMR)

\

s \—E&*D D nu_‘ E%)) Ej/bf\_ @ 5—‘!% YR



. 2% CEEFEFER) (CEI SEE

12. Z0nEE
(M EERFERICED < 1FHR
15. ZDHMDEE
15. 1 BREREAIZE D < 1E#R
15. 1.1 ARFFEEIZ LY. 25 OVEGFILEICERT 2 BhjkimfeZere B4 2 4 EFHS (b
AOFEZE, MMZArR, A SEEE) MIREELT D alREMENN B 5, B AN S5 BT A M B3 % xf
G2 S X A 7= EI BRI R 58 IUAHRRER 1 d5 1) 2 EhR fAe SEAR B R O3S BLRIT . AK
Smg# G- T1.8% (67361 1261) Th o7o, HEIRIEEBEAIEREE 2 5t G2 Ik S 4L
7o [EBEIE R R I/ MARRRER (2 381 2 BRI AR ZEAR B R O R B IX, AKI8mght 5
FET6.7% (4914133%1)) TH-o7z, [9.1.2, 11.1.25/H]
15. 1.2 KKIBEEIZE D, L7 7V~ b7 NUEREBT 2R3 H 5,
15. 1. 3 RAIBIh & ~ LT RV T ¢ T KD MM FRIEE OO % b U 7o 3Bk 1T 560 S
TELT, KA SNVTRNVT ¢ &G LI56 OA M B OV A D3 A H B IRE
WZHERTEN TV D & OFRERITE LN TR,

(e ]

15.1.1 AFNIVEGFILEEHZ AT 57290, KA G2 X 0 VEGFFLEICE K 3 2 Bhk M 42 28
Fe B R N 5 ATREME AN & 5, PULSARRER & O'PHOTONGER IZ BV TEEH 5
#U7- Antiplatelet Trialists’ Collaboration (APTC) DEFRIZ LV ED HALT- LFHFIIE,
fdzar /8 FEAE O B R AR ZEAR BE L O RBLEIX, LLTOEY Tholz,
nAMD B % % 5t 5 [F N4 TEME S 72 PULSARRER D96 H £ THOF —Z IR TH
BAMER S - gk R F50%, AKISmgi 5HET1.8% (1261/67361]) K O HE#E
(7 7Vt~ F2mg) T3.3% (1141/336%1) * ToH 7=, DMEBE 2 4IZHN
S CHENE S N 7-PHOTONER D961 H £ THOF — Z 2B W TIINFRD 7= Bk
FeFERF LT, AFISmg 5/ T6.7% (3341/49141) K OIIREE (77 UV~ bk 7 b
2mg) TT7.2% (1261/1676#1]) ™ TH -7z,

1) Antiplatelet Trialists’ Collaboration (APTC) DEFHIZ LV EH b -BfkinteEreBHEER L LT,

FEEIER 72 D AREE, FEESER AT, G (RERARORE 2 ETe) Bb 5, (NS O.LIFEE
FIEE A 6 72 HAPTCHI EZR BRI BN T, BIRMARFEARREES L HE Sh, ERO3SHEO T
CHM T2 LRI SN B EERTH D,

15.1.2 PULSARER D961 B (2 BT 5517 7 U ~bt 7 M HURBEED BE OEIA L. AHKISmg
WEHRET4.6% (2761/590%1) . 77 ULt 7 F2mgik H5RET2.8% (851/2841%1]) T
- 7=, PHOTONREBRD96E B IZB T 257 7 U ~bt 7 PR D BE OE A1,
AHI8mg 5-HET2.5% (1141/439%1) . 77 U~ bt~ F2mgik 58 T1.3% (241/151
fBil) THoT,
KRN DOLEMT T 7 7 A KT 2 ADARGYERUG OB & 2370 58N TGO B 7e o 72,
BRIRERIC BN TIE, 17 7 U~ vt 7 MRG0 EIE IR, Ftr 7 ke
NPURIZ L 2 3EENRE . AW ME R OV EMEICH DR BIE5R 0 b ino T2, - T,
BURE AU CIIPUAREA IR IR ERE 2RI & 72 2 FIBEME IRV E B 2 B,

15.1.8 ARH| & LT RV T ¢ T KD IR FRRE & OOFRRIEITR 2 REHI T bt T
Wb ARENE VTRV T 4 B LI2GA OF MR ORI ST e
VY,



. 2% CEEFEFER) (CEI SEE

(2) JEERPREABRICE D < 1FHR
15.2 JERRPREAERICE D < 1B
HUAZ 4B [E IR T8 » H FIRE AN A % 5-% O B FIUM A IZ BV T 2% WNmg/
AR GRED EREEE (G ATIEL ER) ICREZR NS A IR 2 R T8 A Bl Sz
DN, REKIC L 0 [EET A A (LT o7, 0.5mg/IRFE G Y 3% AT RITER 0 S 3,
WHAE (EEMEE) (2B Mg T 7 U~ 7 b O EIL, WK THIRIC
AFHI8mg % 3EIE RN IE R G- LT- & & D Cmax X CAUCHEEE D T N E15.21% K (3.3
5. WARICAAI8mg % 3[EI M AN IEHR G- L 72 & & DCmax X CAUCHEEE D F L F1.2.3
£ B O AFITHE Y LTz,
[z ]
P AAR IR T8 » A MM RN KIERE L-%I1C, WEMRAIRELERm L& 2 A,
77 VT R 2R N amg/ IR GRE TR (B B ISR UND A XIXEE %
RTENRD T, ZOFTRIEAREIC L Y EIET L AW EL ThH o7, ek, AFOHE
MFHFRER (PULSAR#ER) . %5 /II4EFAER (PHOTONRER) M OWEAROT 7 U Lt 7 b
2mg " DFWIIE Z %G & LB IR ER (1288) O 140 GHEICB W T, SO
D ARCTEIZITRD GIZe o 7o, RO BERNERICE W THRELT 2 /REMEIXRE TE 20
7o, FEEMAE L7,
T ARBIRHABAE LIS, (GREAEMABYE © 0.4mg)




X. JERGEREABRICREI HIEE

1.

AR
QF $HE 32080

(VI R B I DIHE | OES W

(2) R EEHER

77 UL T MEEEICEA SN, ET 7 ) V=S HERSLTHY . RN~
TG ThHZ ot ZEMEIRBRT A 74 (CEA1346H 21 H T EIRF R
90275 R A Fr B4 R 3R fm SR A i BRRR Rl ) 125 < qj*lzf@ﬁ‘\}:;‘?\‘&tﬁlbml RICKIETREIC
B 23 BRITEM SN TR O, GLPIEEML CIME S /- £ I KT T B 2 st L7 B &
O\GLPIZHEHL U 7= in vivoikBR OfE S0 5 5 S vz,

1) IR MHERMEE (L) 2990

77Vt T OFRAERIC RIETEEIC WL, BHRBRTE DI AR B —RE

W, BRI SO RAEA Y MLV FEE LT,

H=T AT 7 U~k 7 +3, 104 180me/kgs 1~150 A IXE1E], 16~27# B 1Z238 M

WZ1El, 64 AR (FF21m]) FURNE S, XIX1.5. 5. 15K 10830mg/kg4 1 B 20m], 133 [
(Ft26[]) FTF#E Lzl &, WTINOELEIZE O T PR ~OZEITERD b an

-7,

Flo, W= AFNMZT 7V Xt FMEDRTmg/IR (B80S V140mg/mL, # 5% &

0.05mL) Z4WEFENZ 1R~ 64 A GF7E) KEMFAENEE Lz L &, FHARR~D

EEITBD N o T,

2) DMERMEE (S k. THR, FIL) 295

7wk (WKYZ > ) 277Vt~ (0.05, 0.15, 0.5, 1, 2.5, 5, 10%1'25mg/kg)
ZENENHEIR TG Lz & &, 0.5mg/kglh b CUUHE B+ & OE 3R i)+ o H & 771 72
EHAPBED S, 10mgkgbh EOAETRRKE /-7, E EFIZEGHZ2~4BIZRKERD
FrocIMII A BEERAMICER U, g HiEsei 7 U vt 7 MRE N 1ug/mL% TEl5 £ T
Figi L7z, v~V RICBITHMFITH,. Zh & RO RIE BT,
=0 APFNCT 7 Ut 7R3, 10} 1080mg/kga 1~15 H 3@ 1A, 16~27H HI1Z20H [
(21|, 6 AR (BF21lE]) #EARNEZ G, XIX1.5. 5. 15&% U'30mg/kg% 1M Z2[A], 133 [#]
(Bt26lnl) THE Lz & &, DL OLERNT A —X ([ZH BN BII5RD b
7=
Flo, B=I AT 7Vt 7 ML O Tmg/iE (280 % N 140mg/mL, # 5% &
0.05mL) Z4EFNZ1EIEIR~, 65 A GFH7E) KEMFAEANERE Lz E &, LiE#RE Ik
. MERODER) ~ORBIIRD SN ho Tz,



X. JERGEREABRICREI HIEE

3) F DD R LI ER31.33-37)

RX-1 REMEEABR-E

A H By B R
i ; Q . - b
by | HE:n=6-1UBE | BONRIFRGERE (R3E) | Tk oA L
<7 il )RS5 — Nz
5 hMSD% | 10, 50%U250mglkg. g;ﬁ*&fgﬁl’;%f af”;f
it : =8/} 8043 I Hi [ R 1 ) A
U®
I b RE31,34) 4K NTmg/HR
AR by | (RIES0RU140mgimL, | IPUKEREST A — ¥ (I

FHAF0.05mL) . WIRLE] | WE K O/~ 2 A F 2 R

WERE : An=50F | SRR 6 A RIRE TERPEE | R U —ZEME) A L
5. (&7H)

. \ B 47 10 72 1. 55 75 JEE D
Gipgag | 0 TNZW 0.3, 3R U30melke, ﬁigﬁéﬁmégﬁﬁ

% HE - n=12/F¢ 3047 Mk ifiE (£4(n) DI AT & L7
v B e 17 10 7 4 e AL I
S TR e - n=9/R¥ 304y MHHeEHE (4240m]) 2 BB R O A NI

7=

(B%E) 2EBREICKPERBET IIRNILET FRUBEEET 7 UXN LT FOmMFEERVE
BIEE~DFE (YOR) 3D

B16F1~ v 2 BAfEMAIE, A673E RGBT A AR X IIMMT ~ 7 2 S AR & F T I
B L7=SCID~ D A7 7 U~k 7 0, 0.5, 1, 2.5, 10&U'25mg/kg% #2[nlfZ Fi#45 (1
~2HM) L. Mg OFEAR T 7 ) ~ Lt 7 h O 2 ELISATE THIE L7-, IEHER
77Vt MREX, EEOREIC LS THEKRAIZ EA L. 2.5mg/kg THI10pg/mLO
LUz, 256mg/kg THI100pg/mLIZE LTZ, —F, fEEMT 7 U k7 MEEIIRH &I T
Wi L. 2.5mg/kgll O E TRAEE THH1~2ug/mLICELEZ, £72. 2.5mg/kgll EDH
B GRS OBEFH 2 ] U7, BEESHEHE 2 3] L7 & Tk, Bl 7 7 U ~Lt 7 MR
BT 7 Y~k 7 b O RIMEPIREE 28 2 Tz,

(3) E Db F I ER

BB L

2. =HHER
(1) B 5HHR R
DIEFAERKRS (L) 3

77Vt T SO TR GIC K D EERGEEERBRIIER S ThWRnWed, =74
Pz Hnie KE#EGEERBRO—H L LT, M ERNERERGROaHEEE BT L, 7
7Y ~Ubt 7 R 2mg/ROEEREFANEEIC LY, BiE CIREE#2E ., A A TIRRE% LA
=7 LT HROBERFIER L (RIFEMIE O AR O HELD) BRI NZN, Zh
SITRTE T3 HE £ T2, A TTIH B TICHARIZRHIE Lz, ARBRIZEBIT 5 R/ ESEEI
>2mg/iR T -7z,



X. JERGEREABRICREI HIEE

)E2H5EE (T k) 3040
Zwv b (SD%T v b)) 1277V ~Ubt 7 F50~500mglkg% 3055 /) CTRER 7> b HalEFRN
BhHLIzEZ A, 50mglkglh EO R & TR EEHAICIT 2 — 18O EHAE KOG, (KEY
TN HE FE I K OB A B O D 378 0 vz, RRBRIZE T 5 e/ NEBE &3 >500mg/kg
Thot=,

(2) RERGEMHRER
D#EFAERNKRSE (YL)
<13ERMEFARNEEEERER (YIL) >84149)
=T AP WIZT 7V~ 7 10.05~4mg/iRZ2~6HMIZ1[E] (RKRTE) KIEMFENEE
L7z A, EEIFRDLNT, 77Ut 7° BT D — kB0 ZE b, IRF
RS, K OYREBEMR AR 23 T 2 AT TR b o Tz,

<81 ARMEFHANEESEERER (L) >s149

=T AFCT 7 U~k 7 h0.5~4mg/iR % GEMIC1EL 85 A (FHolEl) A F1AN
BHLILEZ A, FETHNTERD bR oTz, IROFTRIZT =27 A Pv % H 72 130 [ R AR
FHRANBGRBRTHAONIZF L EFHEIL TR Y | EITBRE T—ImEDIRDORIER S TH 72,
2mg/ARCL E O G CRBEIE (R IER ER) (TRREE TS A XU fmf%fﬁéb%biéﬁﬁ =
s, IREIZED EI{’E?‘%TLT AL TH o7, 0.5mg/iRFE GHEC ST AT O T,
MiZHE (EEEE) (BT 5 mERERR Y 7 U~k M)Eﬁ'eﬁa %, ERRCTHIRIZ8mg
%3@&@6&%&&?\1&5 L72 & EDCnax X CAUCHEEME 1D N 415.2(5% K 83,315, HilRIZ
8mg % 3 S AE AN G- L7z & & D Cmax 2 CAUCHEE B 1D Z 2312, 35 K OV A5 1A 2
L7, BEHMEEIT, 1=0 A4 Pz Hni-8» AMKEM - AARGRRIZBWNT, 25123 L
TO0.5mg/lE (1mg) . HRIZK L T4mg/iR & W 7z,

%1 CANDELAGSR, PULSARER K& O'PHOTONER O 1R MR MBI REMEATIC L 0 HEE

<BREHFZAV-6» AMEFARESEHEERER (L) >80

=0 AFNZT 7Vt 7 MR O Tmg/IR¥ 22 4B 1EImAR~, 6» AR (GH7E) K18

T AERNEE LIz 2 A, SEEHNTRD G- te, IROPT I, B T—ilb M o S
DB S TP, BRI B L 72 B IR D v o 72, IRJFPETLAN Tl
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fg b ReZEkE, 30mg/kght CTRUAINIL DIV 378D BTz, F7-. METIE3mg/kgll OB TH 1
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PR1, TRON3HH) IZH3EEZ T&HRE LeBickW\W T, BIEaE (R, ALk O FKEa7)
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1.

EFRSNETORFTIRGR

F2RAMETOAGREAFRIL 2 LU IR, (20254E3 H HiAE)

[E|1 4 55 KE (2024410 H HF )
MR 7e4 EYLEA® HD (aflibercept)
KGR H B 202348 H 18H

PR EESIIES

1 INDICATIONS AND USAGE

EYLEA HD is indicated for the treatment of:

1.1 Neovascular (Wet) Age-Related Macular Degeneration (nAMD)
1.2 Diabetic Macular Edema (DME)

1.3 Diabetic Retinopathy (DR)*

MEROCHE

2 DOSAGE AND ADMINISTRATION

2.1 Important Injection Instructions

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

A 5-micron sterile filter needle (18-gauge x 1%-inch), a 1-mL Luer lock
syringe and a 30-gauge X “.-inch sterile injection needle are needed.
EYLEA HD is available packaged as follows:

- Vial Only

- Vial Kit with Injection Components (filter needle, syringe, injection
needle)

2.2 Neovascular (Wet) Age-Related Macular Degeneration (nAMD)
The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3
mg/mL solution) administered by intravitreal injection every 4 weeks
(approximately every 28 days +/- 7 days) for the first three doses,
followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week.

2.3 Diabetic Macular Edema (DME)

The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3
mg/mL solution) administered by intravitreal injection every 4 weeks
(approximately every 28 days +/- 7 days) for the first three doses,
followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal
injection once every 8 to 16 weeks, +/- 1 week.

2.4 Diabetic Retinopathy (DR)*

The recommended dose for EYLEA HD is 8 mg (0.07 mL of 114.3

mg/mL solution) administered by intravitreal injection every 4 weeks
approximately every 28 days +/- 7 days) for the first three doses
followed by 8 mg (0.07 mL of 114.3 mg/mL solution) via intravitreal

injection once every 8 to 12 weeks, +/- 1 week.
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4 % RoES (EU) (202543 H I a)
HR5E44 Eylea 114.3 mg/ml solution for injection
Eylea 114.3 mg/ml solution for injection in pre-filled syringe
FKERAEH H 20241 H5H
RE ST 5h R 4.1 Therapeutic indications

Eylea is indicated in adults for the treatment of

- neovascular (wet) age-related macular degeneration (nAMD)

- visual impairment due to diabetic macular oedema (DME)

JE KR OV & 4.2 Posology and method of administration

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

Posology

The recommended dose is 8 mg aflibercept, equivalent to 0.07 ml
solution. The posology is the same for the nAMD and DME indications.
The 8 mg dose requires use of Eylea 114.3 mg/ml.

Eylea treatment is initiated with 1 injection per month for 3 consecutive
doses. Injection intervals may then be extended up to every 4 months
based on the physician’s judgement of visual and/or anatomic outcomes.
Subsequently, the treatment intervals may be further extended up to 5
months, such as with a treat-and-extend dosing regimen, while
maintaining stable visual and/or anatomic outcomes.

If visual and/or anatomic outcomes deteriorate, the treatment interval
should be shortened accordingly based on the physician’s discretion.
The shortest interval between 2 injections is 2 months in the
maintenance phase.

Eylea at monthly doses of 8 mg has not been studied for more than 3
consecutive doses.

The frequency of monitoring visits should be based on the patient’s status
and at the physician’s discretion.

KIZIZL, AFBICBON T MORRESUTARIBIRR S TH 2R,
AFRIZET D THREIIA ). THER O E] U TO®Y Th S,

4. HREXRIETIR
O LETARKESEME &4 5 MBEME S
OMEFRIREBIZIE

6. AiZRUAE

77V LT b EEFTZ) &L T8mg (0.07mL) &4 2L IC1El, w@E., #kedm CGEAR) A
WG 228, FERIC K VREEREZEE L 5, £OH%OMEHICK X, @E. 168 L ic1E., ik
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A —A 7 U7 D45 (Definitions of the Australian categories for prescribing medicines in
pregnancy) (202543 H BI{E)

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.

7£) FDA®DPregnancy CategorylF2015F6H IZFEIL STV 5,

<BEFW>

AKE DU ICE (20244104)

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Adequate and well-controlled studies with EYLEA HD 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 exposure (based on AUC for free aflibercept) was
approximately 0.9-fold of the population pharmacokinetic estimated exposure in humans after an intravitreal
dose of 8 mg.

Animal reproduction studies are not always predictive of human response, and it is not known whether
EYLEA HD can cause fetal harm when administered to a pregnant woman. Based on the anti-VEGF
mechanism of action for aflibercept, treatment with EYLEA HD may pose a risk to human embryofetal
development. EYLEA HD 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 0.9-fold of the population
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pharmacokinetic estimated systemic exposure (AUC) in humans after an intravitreal dose of 8 mg.

8.2 Lactation

Risk Summary

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

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

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 4 months after the last intravitreal injection of EYLEA HD.

Infertility

There are no data regarding the effects of EYLEA HD on human fertility. Aflibercept adversely affected
female and male reproductive systems in cynomolgus monkeys when administered by intravenous injection
at a dose 91 times higher (based on AUC of free aflibercept) than the corresponding systemic level estimated
based on population pharmacokinetic analysis in humans following an intravitreal dose of 8 mg. A No
Observed Adverse Effect Level (NOAEL) was not identified. These findings were reversible within 20 weeks

after cessation of treatment.

EUDEMICE (202543 )
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 4
months after the last intravitreal injection with Eylea 114.3 mg/ml.

Pregnancy

There are limited data on the use of aflibercept in pregnant women.

Studies in animals have shown reproductive toxicity.

Eylea 114.3 mg/ml 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 effect of aflibercept on a breast-fed newborn/infant is unknown.

As a precautionary measure breast-feeding is not recommended during the use of Eylea 114.3 mg/ml.
Fertility

There are no fertility data in humans. Results from animal studies with high systemic exposure indicate that

aflibercept can impair male and female fertility.
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