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. FRPERBE T T OO OIERENERN SNT-RAH R M O ER G FEHE LS LT, HRENATR
A RE L, FEHINEE D 72 D12 Y 3% 2 3 b 0 B IR 72 SUTIRFE IS #5700 D AR FEITVERR M OV A L
TWDHTER EALEMIT BN D,

[ FICRHT DA RSN BN HRE L2 1 FRldi BB L, — 5O BIsh 2 B & KGR O #iPHN
OIEmMBFEHEH SN D, 72720, HEEEORBEEICEDLL O KOFIHE B & 2554 - Hkr - $2i5<
THEESEI T FORBHFEL I 2L, 02D L, MRGENORILSRZT FIX, FIAEAD
DSEEAM - T - BRAREA T A L &I, RERMEEZTHILOL VI AEFFOZ L EZAHEE LTS,
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AMD age-related macular degeneration DB ME

AP-ROP aggressive posterior retinopathy of prematurity —

BRVO branch retinal vein occlusion HamsE IR T PAZESE

CNV choroidal neovascularization JRAE RS AR .

CrCL creatinine clearance IVTF= I VT TR
CRVO central retinal vein occlusion HamsH CEIREAZEE

DME diabetic macular edema HELR IS S

ETDRS early treatment diabetic retinopathy study —

FAS full analysis set R OFHTRISAE
HUVEC human Umbilical vein endothelial cells b NP RR I P R A
LOCF Last observation carried forward —

modified LOCF | modified last observation carried forward —

MV-LOCF mean value last observation carried forward —

OCT optical coherence tomography ST TSRS L

PDT photodynamic therapy HART TR

PRN pro re nata WELZIE T T

rhVEGF recombinant human VEGF —

ROP retinopathy of prematurity AT E

RVO retinal vein occlusion HENERIRPHZEE

SAF safety analysis population LRI SAE]
VEGF vascular endothelial growth factor A PN R BB IR
VEGF-A vascular endothelial growth factor-A 5 PN RZ TR 1A
vPDT verteporfin photodynamic therapy SIVTRINT 4 2 TR s
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T 4 RA® [—f4 T X~T (ElaHEiz) ) iF, kKEY xR
Ty 7kt (VANVT 4 AT 7 —< OB S DSEAE R Z BT Al
L 72 I E N HESEIK 7--A (VEGF-A : vascular endothelial growth factor-
A, LI'F VEGF) (Zxf3 2f#ix v MEE /7 v —F A HifkD Fab Wi/ Th
%o AHFNZ. VEGF 73 FH D VEGF Z B AEG B A A AR ZA DD m Bl
WZREA 3% Z & ¢, VEGF DI g O TTHENEH & O & #r A VEH & Bl 5
el

T S BE A M JE (AMD : age-related macular degeneration) T
U D EERENMETORKOFERIIIREES 1M (CNV : choroidal ne-
ovascularization) T#®» %, CNV O 421X VEGF OV 385 S5 &
21272 . CNV #££9 AMD Oi#EE L LT VEGF OEH # R 5 3EAIH
BREtS Tz, AANL, FLE T CNV 2495 AMD #EiSiE & L CRR S
N7-EEETHY . MR SicBWT VEGF E#EAEREZFL L T VEGF OfE
HzEMEI L, CNV OFAN N HEREZME T 2 IRt A oft VEGF 3£ Th
%, 2006 -, K[EE A A AT CNV Z££9 AMD OJREH & L THIO THEGR
N7-%. 2007 F12iL EU R ECAREBINTZ, BARTIIF.LE F CNV Z21£9
AMD BE & x5 & U258 1/ TAEERRBRA FE S v, 2006 4F 3 HIZiTmd i
JAER S E SN, ENTOE /AR ERER N O E T £ S -
IRERBRAGREIZ ST BARIZIBW T 20094 1 AICHULE FCNV Z1F 95 AMD
DOVRFEHE L U CRRB S 7z, FEAR I 2020 F 12 HlcAR I (GEAESK
FH 1224 1 ) . EIRMG, ERESEOME., BIMER R EEOMRE
(BT BIEEE 14 555 2 T 3 B A DO AE TOWVTIUC ST, HE
X G DONRE XTI FE L OHER O EICE R X o7,

WAEFRIREAZESE (RVO : retinal vein occlusion) Tlik. MEFHIRISEAZE L CH
WRFETE AP E XD Z Ll kv BAZESAL D & KRS O FEFT I O MR M KR &
REEIC 725 & & BICHBMMLE ED R UGB P 3 ik #E T 5 & Wb Tk
D, INHIZE-T, MEFBEMENTLE LERFENELDLI EEX LN TWY
%, MEFEMEEZRSTTESELER L LT, MENMIBBREL RS2 LI
LoTHEREND VEGF 238 FE L TWAD Z ERIBEN TS, MR
S ECPAZESRE (BRVO) K OMEREH O EIRPAZESE (CRVO) (2 9 SHEBHZEIC &
HNEEZATHEREERGRE Lz 2 SOSBMAEKRRERICB W THM &
BEMNHERINZZ Enb, KEED EU IZBWTEILET 2010 4F 6 A K&
2011 4 5 HICARZ B L7z, AATIZI BRVO & O CRVO (24 9 ST E
WCEAENEEEATHHRE 2R E LB IHAEERBRNE S, SET
FEhiti X 072 55 MLAR B PR Ak Bk & IR IS AR DA 91 K N2 2N ER S -7
B, BRI T 2013 4 8 AIZ RVO 12 ) SBLREO IS N B & vz,
FAEAEFIL 2021 4F 6 HlIcAFR Sz CGRAEFEI 06305 1 5) . EIFRM, &
SRS DOME ., AR OL R OMREICBE T 21585 14 &5 2 HH 3
FAMBNETONTIICHEYET, BEAENROREE IR K OHIE K
CHEICET I o T2,

YT (mCNV : myopic choroidal neovascularization) T, HR##HE 5
B ER ARV IR ARG AN JEME L9~ 2 Z L2 & 0 IREE BRGSO FR 2 DIEBESEAY
BAL R QMR JESARIC I 1T B BEHRE (NVEAMEMHRE., REEEERZ.

WS, TV TIEEZL, %ET R UER E) N b5, ZDRINT
%, CNV 226 OB M M TH~OEEN R REVEFTbIL TIN5,

JRADIT LTI, MEIEARRE IS SETE L 3 5 2 & CHRME IR B 2 B oD 1. 8 23 i 46
L. SHICEMERSCKME HIHKT D & RIS ARSI O B35 I © 25 M 2654
L., AMkcES DS EnbhTng, TS DOEIC &V BRI~
DFEFHE R OB MEN IS Z L12 k> T CNV BEBT L LIRS TS,

CNV OFRBIZiE AMD FREEIC VEGF O W 5N RIBR 31TV 5, TR
IZBI1F 5 CNV B ICxE L, B AR Z 5 e E B[R 2 A R 3R 23 520 S 4.

AHN DA RN Je VRPN HER SN T=T2, HARIZEBWT 2013 4 8 HITHEHY
PHRIZHT 5 CNV OGBS L7z, B AR RI1E 2021 FF 6 HlIcAR S
7o CGRAFESRFE 0630 25 1 ) . EHRML, EFESREONE, AL Z S
PEDOMERZEIZRE T HIEMEE 14 &5 2 HE 3 5A MO AETOVTIUZHFLEY



B, BHEASRODEIDRKL OMIER O RICEF TR0~ T,

FEPRS 5 PEE (DME : diabetic macular edema) (%, HER 7 HEEE & FLpsR
BE T 2HEBORE T, FERBHEBEOHENI b 53385 L, HERFE
BEDHER L & BICRBBEENESLS RD I ENALNTWD, BENTLES
e 35 1 ABMRILEERLNICGRD 5N D546, BIEOREIZ X v R BMK
TLTWA2y, EVRESRICHAIDME T T2 fREME & < . FRICERENS OIS
K SGEITERREINE T2 &7-3, DME OFKE LT, MERT RO
DOEF I ERBEROFENEHEIKEALTNDE EENTWS, TAHDH B, 1M
AR OREFEN I b EEH SN TR Y . T HIIEHEEE MM OB+
R TLESE S VEGF PEE L TWAZ EXREBIN TS, DME (2 XA
HEEEZ AT HEREIT L, AAEICBOTH AR R RBR 2 M S v, 2011 4
1 A2 EU T DME (2 X 2R DEEOIEHFERLE LT, 2012 4 8 Al kET
DME Oig#e# s L TAR I,

Fio, BARZELT VT 6 »[E - Ml T3 S A7 ERR LR 5 TR AR R K
OME CE i S 7= 5 ARG R RBR O BRAR IS L0 . AFIOF MR O ek
TR ENT-Z &b, AARICEBWT 2014 4E 2 12 DME O &R S iz,
FREARE L 2021 £ 6 AlCAR SN CGRAKER 063051 5) , EHL,
PSR D SV, AR OV B ORS¢ D IR/ 14 &5 2 THE
3 BAMDOLANAETONTIICHEY T, FHEANIROIHE IR K OVHIE
KMOHEIZEE L 20> T,

(V& T 0 AR TARNTESIR O B GREAT )

RENZHEBEAE (ROP:retinopathy of prematurity) 1352 OIKHAEKREIR TH
RAMEICRC IR U 72 8 2ad Th O MBI /87 23 B I3 2R Ch D, T DT,
TERGIE I OV AR E 3D 70 F ERBLENE <, \EIiEE LTV, ROP I,
FIE L CHEIE LS TICHREMET 256 200N, WIS HEIT T2 & MR
S 2380, BEELRNET, SOIEKRHICESL Z ER”H D, ROP L, /MR
DRWFK DO —(L T 5, ROP DFIEK OHERIZIX, VEGF NES LT 5
EHREINTWVD,

ROP BFITx L, EU KO H AR Z 5 TolE BRIL R S5 MARER AR SR (H2301 5U5R)
KO OfkiaE (H2301E1 38R) 2350 S dv, ARAOF S K OV 2% 53
fEREn=2 &2, EU TiX 2019 4 9 AZ, HATIX 2019 4 11 AIZ ROP
DOWEIEDAB ST, 7k, AFNT TRAEMEBEIE ] 22088 X 3shR & LT,
FVFEFRAEELICIRES N TWD FFEES © (81 3K) 5 431 5, Fpk 31
3 H 4 BT EEAIESEI 0304 5 1 5)

N7 4 A® W IRNES HE >~ R 10mg/mL

NATNVREITH DNV T 4 A ENESIROSE I W TIE, Uy
~OFRORE 2 EBe G £ COEENE /R Z LD TR S SISO
VA BEEDLAREENRDH D | BIFRFLESILOBANL T LT 4V R oY
BN ORENMTONTZ, VeV T 4 AT EANEH X >~ b 10mg/mL 1%,
2009 FE 1 TR Iz T 4 ARSI E R R E FRE L=
L7 4N RV v UBEAITH S, MEVT 4 AR RN ERAS Y b
10mg/mL %, 201443 HBI{E, EU, AAf A, A=A F7 U7 THERBENTEH
D, HARIZEWT 2014 4E 3 AICAR ST,



[-2. HGOKEFHEE | 1. vEUT 40 AW AERRNERK, Ve T 0 A TERNERAS Y MITE
DOMEX TN RE2AETHEEETHD (V-1 DEEIZIE] DES

)
Gigen, | VEYT A AMERAERIR [ AT o ARFENESR Y > b
ot 10mg/mL 10mg/mL
1. POE FAREEREME | 1. 08 PRGBS %
%Pk 5 N B A M T 5 Nl B 25 A
e | 2 OBTHRIRPHIEREZF 5 2. HAREERIREZERE LS
%g BT NE BN
g |3 ARNTEICHT BARAIE | 8. IO H5 T 2 WRAE LR A
# B k=3
4. BESRIF BRI 4. BEDRIF I BETRIE
5. KRB\ MEmLE

2. kT 4 ZFEEBORK A AL LT S VEGF (o35t b
e/ 7 m—F NHUED Fab i T % ( TVI-2.(1) {ERIEBAL - 1 HEEFF )
DEEZM)

3. vt T 4 AOERZEMEME LT, IRFEE GEIRH M, 7R, @
feta s bR e, MR SR ERRAL, AR, KL MR R,
FRRIfE, MARRZRFL, RIFEIESMEIE ARE, KRB IRAIZE) | AR A
ShTwsd (TVI-8.(1) ERZREWEM & OIIAEIR) OHSM)

I-3. HLRORFZFEHRE | LT 0 AWAENEFHF Y MEIAAL T ARBITH L0820 T ¢ AR
PIVESTIR & bl L€ SRFHERUC 30 1T 2 AHEZREE D i b T & L ERBUS O
BAHZERT 5 2 LN ARERRNAITH 5,

I1-4 BEMRICELTH
Mg S EHEE

W EEHICEET 28 HE 24 hv, B
sl HHEET A T4 %
AR R & [1-6. RMPJ DOHZM

(RMP)

EBINDY 27 B/ MUEBE LT | 4

ER STV 5 &k

I HEE A R A~ 4

P oo R4 B I ZhE « RSO — AT AR E ) BEFHEICOWT (RE
HO| 11225 15 5ot 11 A 2

2 H)
( TX-17. B EoE ] DEBR)

-5, EABEERVRE -
EREDOFIREE

(1) RZBEH [VEerT 0 AW RNTESR 10mg/mL O #5%24]

21. ABEH
RS Y A7 FEFE R ED B, @YNCERT L &,

(2) @ - FERLOFR | ZLU LR
EIH




I-6. RMPODEE

I Y 2 73 EZE (RMP) OME (202149 A)

1.1 ZeMERHIEHE

[EERESNY 27] [EZREER Y 27 ] (ARG ]
- JEGLPEIR N % - Bk AR 2R R - RAVGEBE RS T 5 R
- IR - ORIAEIEBE A T oM gE | Mz et (ROP)
- AN e ONHE AR R L #IE (ROP)
AR B

1.2 AMEICEE3 2 ad HIH

- RINRAEBYE BF (TR 2 R 22 A 201
| ERRICES S e O 720 D% S) L ERRICHES U 27 /M D 723D DIES)
2. 3K i R L] 4.9 A 7 F/MEEtE
1 D HK b 22 = R AR TE B WHE DY A7 FH/AMETEE)
BN D[R HE b 22 2 B AR T B BN Y R 7 e/ METEE)
< RAEHEE — R fE HpRtii A (H1401 el
%)

- RBTMBEEREZ MR E LT T =R~ T
DO RMM OH MR NE2MEE b —F —k
RV & LAl 9 2 flkfesdli (H2301E1 3K
B [EIBR AL A RAER)

SAZMECEI T DA - BRI

c RBEMBEREZGRE LT = A~ T
DO RMM OH MR NE 2t E b —F =k
[T & PR 3 2 Ak (H2301E1 &
)

B OE@IE, MSATBEEN RIS IR SRS O AL RN — U THER L T &0,




(1) %

(2) *%

(3) ZMDEE
oI-2. —f4
(1) ¥4 (&%)

(2) *%& (88K

3) AT L (stem)

I-3. #HEXAXE
TR

-4 HFKXERV

STE

I-5. %% (W%
XIFEE

n-6. 18A%A. AA.

s, E58S

0. &4WMICEIT 5IEH

N T 4 A® RS 10mg/mL
T 4 A® W RNES HF >~ R 10mg/mL

Lucentis® solution for intravitreal injection 10mg/mL
Lucentis® kit for intravitreal injection 10mg/mL

Lucent (< - X2 W95 BHROEER) Homb L,

J=EvRxA=7 (Biariaz) (JAN)

Ranibizumab (Genetical Recombination) (JAN)
ranibizumab (INN)

b MbE /7 g —FLHE : —zumab

(The use of stems in the selection of International Nonproprietary
Names(INN) for pharmaceutical substances 2018(Stem Book 2018)%:[ift)
214 DT 2/ BFRIEOBREA 1 53+ & 231 O T X/ IR0 EHEHW T 1 51
MBIRD B NI E

5373 Co158H 3282 N562068112
8 Cros5H1593N 27303385 5 571 1 23428.67
HHH 1 Cr12sH16901N2890343S7 ; 77 11 : 24952.63
S8 #Y 48,000

ENE

(AA4] ~vAFie MEWNEIEIER € 2 7 v —F /L HUHR ORI E
Ot b IgGl ICHETDEFRHE 7L —L T =215 5 e Me~ v AHL
b MERNEHERFE ) 7 m—F AHUERO Fab Wi & 72— R4 2% DNA O%
Bk, MK TEEIND 214 7 I /KK
(C1035H1593N2730338S5 ; 70 1 & : 23428.67) OEEH 1 /o1& 231 MO T I /&
7KL (Cri2sH1691N2800343S7 5 47 F i : 24952.63) OEHHWTH 1 0o b ¥
VAV

(34)

Protein consisting of a light chain containing 214 amino acid residues
(C1035H1593N2730338S5 ; molecular weight : 23428.67) and a heavy chain frag-
ment containing 231 amino acid residues (Ci12sH1691N2890343S7 ; molecular
weight : 24952.63) , produced in a recombinant cell by expression of DNA
encoding a Fab fragment of humanized murine anti-human vascular endo-
thelial growth factor monoclonal antibody, which consists of a complementa-
rity-determining region derived form murine anti-human vascular endothe-
lial growth factor monoclonal antibody and a constant region and a frame-
work region derived from human IgG1

B4 rhuFabV2
ieES (B =— 1K) : RFB002



m-1.
M
(2)
)

(4)

(%)
(6)

N

WIBEFMEE
SR - 1R
e

T %

AR (ARR)
R, BRER

BRiR B AREE E 2K

DERE

Z DD ELGRMEE

AV DEFE
EHTIZHBITS
TEM

BIAT DFERR
HERE, EEE

. HEXESICEYT HEE

HEEA~HBE T, EHXITOTINTIRE L7

HESEERE L

MR L

SRR L

MR L

B L

g L
R PRAFSRA RAFERE Eel| S
EMRAERE | -20C 36 # 1 %ﬁing%W
ek R 5C %@%;i; 3 % A 3ﬁﬂi§%%WT
wmstm | 500 suA | BMEATHS

REEE - PRR, pH. EEWE. EWFENENE, &8

RH: FHXHE
Rk BRiE - T F R~ 7
EEIE SO AT R B VR



v-1. iRz
(1) FRzDRAH

(2) HEIDOHNEKROMEIR

(3) #Aa—F

4) "HElDHE

(5) it
V-2, HH OB
(1) AHES GEHEM
) DEERVHMD
#l

(2) EREFORE

Q) B=E

Iv. HAIICEEI 5HE

TS

Lt T 4 REFERES®R 10mg/mL
PSR - BEA~RE 6T, BT TR E L T2IR

T 4 REFERRNESAS Y ~ 10mg/mL
PR - A ~FEE (AT, BB UT O TINNTIRE LTI

BN

Wt 2T 1« RIEFAEREST R 10mg/mL
pH : 5.2~5.8
25T 265~335mOsm/kg

2T 1« RBEFAHRRESAFE Y + 10mg/mL
pH : 5.2~5.8
2B 274~344m0sm/kg

A L

AR7e44 Nt T 4 A IERESTR 10mg/mL
13147 (0.23mL) TOEHE :
P T=ERX~7 (B fHiz) 2.3mg
% 77
1 EOES5ETH D 0.06mL X1t 0.02mL FTOE 4 & :
T2 RA~7 (BafH#Z) 0.5mg Xi% 0.2mg
A kLo — 2K 23.0mg
(1 rip g |LrEAT VAR 0.382mg
RY VA_— K 20 0.023mg

1) AFNTESHER S R OEKEZBE L T, BEREHI LTS,

HR5E44 Nl T 4 AR FARNTES H ¥ v b 10mg/mL
1% v b (0.1656mL) HOEHE :
\ 7=EX~7 (BIa{Hfz) 1.65mg
%
1EOF5ETHD 0.06mL FOEFE :
TR~ T (BIAT#HZ) 0.5mg
kLosa— Ak F) 16.5mg
WHhF L-b RF 2 R KR 0.274mg
1%y ) LreEAFT 0.053mg
AUV _— | 20 0.0165mg

FARANA

FARANA




V-4

IvV-5.

RTBRROMEE K
URE

kil

BEATHHREDSH
2 MY

AN DBEREHTIC
BIFDREMN

A L

AL

BEERIR, fr B AR

It 2T 1« RIEFAHERNEST K 10mg/mL
B WAL | BATTBE A R
FWIORAF o - 36 # HETH
N 628 I kmwchorn
EO R %
NI 30°C/65%RH WD =N, H
IR G | o= 627 o c
INA TV bHoiz
ALVAY VAN E‘lzll:l g 0) /E /ﬂ: %
sz | DOEOEZ S 2120 HLuch, | @B 25, H
i fravtaggiid >200W « h/m? | ¥ o #i [ Py ©
HHT 7 HoTz

ABRIEHE ¢ PEIR. pH. BRWE

W oT 4 RAEFARRGES AT Y + 10mg/mL

MRS, B R

RH : xR

B PR PRIFIERE PRAFHAR il B
EHRTF o . 36 » HE CTH
g | 5C WD | 627 |mceor

D mE o EAL &
o o YL BTN, 3 »
migptg | SOCIGRIRH | GEIE ey e ek
H Fhn N TH o
7~
T A
'g;; >94000Lux-h, | HE KN TH -
g | Z200W - h/m? | 7
BT ¥ v %)K
YUY | 2120 FLuxh, | HEANTH -
(RFEE | =200W * h/m2 | 7=
et

W : MR, pH. MG, AWFAIETL,

e

RH : fHXHE



w-7.

w-8.

w-9.

REER LIBARED
RE M

fthFl & DEEE XL
(MELFMEL)

ptanicd

V-10. &5 - Q%
(1) FENDELES -

aE. SENERE
qaE - 2EICEHTD
L

(2) a%

3) FREE

4) BHROME

W-11. Bl#fR#tsh 2 EH

L]

V-12. £0Ofts

Lt 2T 4 REFERAEST®R 10mg/mL
« VEFATIC KRB E ORRE TR T Z &,
IR OER T 4 V2 — 5 E BRI S 2 DTN, T b EFHR 2 BRI 5
NP
BT 30 VORI EHAT D Z L,
( TVI-110@ M EoEE) © TXI-2.Z OB EEE Ve T ¢ AR
WIEHIE 10mg/mL 54 515 OESMH)

T 4 REFERRNESAS Y + 10mg/mL
« VEHRTIC KRB E ORRE TR T Z &,
c T U AL —aENTEE SN TNV D 0, FHRFE CHE LN &,
VxR Yy TERVAL, 30 F—VOIRBH A AEE L CHERATS Z
L.
( TVI-110@ M EoEE) © TXI-2. 2 OMoBEEE Ve T ¢ AR
WIESHF ~ N 10mg/mL B 5% O FlE) OES)

REH R L
Y L7

FARANA

It 2T 4 RBEFARRNESTE 10mg/mL
134 7w
(HEH 7 4 V& —f &8s 1 ARG

Wt oT 4 RAEFARGES AL Y + 10mg/mL
1% b

%Y L

It 2T 4 RIBEFARRNESTE 10mg/mL
NRATIV . HTF A
Xy TINI=TA, suraTdFALN

Wt oT 4 RAEFARGES AL Y + 10mg/mL
VIV T A
TV —AMyRX— T aoETFLTAN
VI VF T TRETFNTL (FAR) L R TrELY (X u3—
TEF h—) | R I—RF—F LT —m )
TV —my R AR el s
Ny Ay R L

A Lgn

AR L



V-1.

HEER TR

V. BEICEY 5EH

Wt T 4 ABFERRESK 10mg/mL

4. PEEXIIDHE

O E TIRIEIESEME 24 5 MR EHEME
OMBIEEEARBAZEIEICE S EBLZE
ORMBERIZH 1T DRI EHF EME
OMERIRERZE

OFX B RMBIEAE

Wt oT 14 ABEFERRESAF Y k 10mg/mL

4. PEEXIEHE

O E TR IEFT £ M E £+ 5 kR E i
OMBIRFRARPAZEE I 5> ERFE

ORMBERIZEH 1T HARMEIEF EMLE

ORRARZE

(fFER)

< HC i T RAS ISR AR I 2 £ 5 INiln S5 BE 28 PR E >

[ PR R AR (1201 #ABR) M OV EZ R A0 E R R (FVF2598g Bk
FVF2587g &k, &' FVF3192g ) 1B\ T, T= X~ 7 OHLiE FIk
FEMEET A M (CNV) 2 £E 5 Il s BEZS PEAE (2T~ 5 A Zh e e OV 2 VE D e 7R
SN EnD, hREUTER 2 TH L T RS IEEET A4 A8 & £ 5 Ik 55 B 22
MRE] ERE LT, CNV JREY 7 ¥ 4 7122\ T, FVF2598g Bk Cid
minimally classic % &% % classic CNV %72\ occult B D7 & A 7
FVF2587g il Tl& predominantly classic i, FVF3192g & & ONEWN 1201
R CILTRTO CNVIREY 7 X A Taxt5: L L, WTHICB W THAER
SN2 &, CNVIREY 7 Z A FIZHIBRIZER T 0o 72,

< HAMEE IR A ZENE (2 P 5 BB AE >

HEEERAR S0 PASERE (BRVO) . XM LERIREAZERE (CRVO) 12 9 w5 BE
FREICL D2 NEELAT 2EE 2R L LA EBRKRREBR (FVF4165g
Bk, FVF4166g iiR) ([2HBW\W T, 7= X~ 0.3mg X% 0.5mg % il AN
422 L1k, IBREBBBECCHEDDGEL, 0% bE5%65 A%
THRRIRICSE Lz, £, #&5% 6 » ALIKE®O PRN HIETHHEIUGEE & 5%
12 # A £ THEFRFATRETH 72, HARAD BRVO L' CRVO IZ# 9 EEHIEIC
LN EEZETHEEEZxE L Lz E2301 BT, 7= X~ 0.5mg
O ARNEFIC L0 AMEERRRR & RO NSED RN G D22 &
O BEEIIS R A TS IRPAZEE | O SHBEEE ) LR E LT,

<IN FS3 1T 2 WIHS g A= 1 4% >

JRIUTRIZFE S CNV IC X DN EE AT 2 B8 2 xt5 & U2 55 AR E BRI [
A (F2301 #BR) 2B\ T, AR FE S CNV IC L 2 NEEEZ AT 53
FIIHRT D7 =X~ 0.5mg ORNEEDRENBHER SN2 LD, IHEX
W% TRAITARICE D IR AR ) LR E LT,

< PR IS S B i >

PEIRIPEBEE (DME) (25 RAEELZ AT 2 BF L x5 & L ANEE IHE
FERRER (D2301 #BR) OfER., HARMITEEREL 72> TV D L—F—JiE
BB HE TS RE M IR R IC B R O & D 1 o &N, BRI
M IE DU EN RO HiL, BARZ G T V7 6 » [H - #l TEM L 7= S A
Rkl (D2303 #kbk) ORBE KO HARNH > EHOWLERN T, D2301 kD
ERE BT AR L FRRERERNGE LN D, IR E TR
P EBEENE ] LRRE LT,

< RPAVEHEEE > [y T ¢ A AR 10mg/mL O #A5%4 ]
RATHEBEIE (ROP) HE %5 L LB IARER L FERER (H2301 #RER) |
KOV OfkiRER Cdh 5 H2301E1 RO fiEsT (H2301 7Bk O IR#E 1A%
40 ) OFER. ROP # (T 5BF KT H 7 = A~ T DHREPERINT-Z
EMD . BEESIT IR A REVEMERE | &3 E Lz,

10



V-2

e (L3RI EE
+T5EE

Lt 2T 4 AW FERES R 10mg/mL

5. DIEEXRIIHRICEET HFE

(FIDETIRKEIEFEMEZFES MEEMNEMAE. FIRSREAZREICHESE
BEZHE. RABARICHE T HIRKRIEFENLE . HRFFEBZERE)

5.1 KANC X 2IBWEBAET HICEE L, HHE - JREBICE A2\ NEO T % %25
L, ARG OESR M52 L,

(AR ERAREAZESE IC 44 5 EBLFE)

5.2 AR 72 M iR RE R 2L D R PR TR 2358 60 B AL D MR IR PH ZE iE
BE~OEGIT, BETHZ ENZEE L,

(CREARMBIEAE)

5.3 HRIBH S HIFF T X 2 8EH] J OFMVEH) FAIT O I & 72 2 BREFIZ I 1T
HARFN OB G ZZPNFRE TRV En b, AFNC L D IBEZBIGT 51T
BEL %%®% EOWADNLE, Wi, WAEIC L2 HEEESEEZZE L, A
FIEGOESZAMT5Z &, [17.1.11 ]

W oT 4 ABEFEHERNESAFX Y b 10mg/mL

5. MEEXITHRICEET HFE

(ZhEEH @)

5.1 KANC X DIRFZBMGT HICEE L, HE - WEBICLA2HENEDOTHRES
L, ARG OESRZH M52 L,

(HAIEEEAREAZESE (21 5 EHRE)

5.2 AR 72 M i M ARAS RE T 2 D R PR TR 2358 80 B AL D MR IR PH ZE iE
BE~OGIT, BETHZ ENEE LU,

(f#35)
5.1 Zhe IR Lo TV DRA - AR D &Hﬁﬁ’?%ﬁ]ﬂ%}_#@&p%%
WER D, LoT, AFNS L HIRR M T 28, FRE - WBIZL D

ffﬁjj @%f&%%ﬁbfﬁ%ﬂ?ﬁf@%f%#uﬁﬁéE%:nania“é 2: Wz &
BROMEIRWEFIZH L CEGICAFR TSNS Z ERRNE D
/f“é‘ﬂﬁta“‘é Ll L7,

5.2 AANL., MEIEEARPAZEIEICFE O HHRELZ A5 BE~ORENEE SR
B3, AR AL 73 i i MR AR R E B A oD Jif R RO A8 23 R bfb%héfﬁﬂﬁaﬂ)ﬁfﬁ
FEIERE Tl T CICHA 0)@1’275)%31\&)&b\:2:75>%’7< AHNZ
WG EDROMENIBD TR W=D, X274 v bV 7\7@%%,55“75)
O, YEEEWMEZIT- T,

5.3 RANC L DIEBEBBL L O LT 20T, BEDIRIE, HELZZEL T
ARG OBESEZHWT 25 ENEETH D, HEﬂE@%J@TZIS%W‘Ef@
FHEZWUNCHEI SN X H)FEEMRET L L LT,

11



V-3, RERUVRAE
(1) RERUVAEDOHEHR

(2) BERUVHAEDRER
& - RHL

Lt 2T 4 RBEFARNESTR 10mg/mL
6. AERUVHAE
(PILDETIRBIEHR ENE &4 5 MBS EBIEMAE)
TobE AT (BT z) & L7T0.5mg (0.06mL) % 1 » HfITE
3 » AR CEAH) W ENKET 2, Z0%OMEIICH VT, SR
XY ERGMBEEEFST 508, 1 » AL LOMBEEHTHZ &,
(MRIEFIREAEEICHESEIZE. RMERICETARKEFELE. HER
REBEE)
To=E A~ (B ff#z) ELT1EHZY 0.5mg (0.05mL) %4+
ENEEET 2, BERBIZ. 1 2 AUEHTDHZ L,
(KRR RHEIEE)
Fov X~ (& M%mmz)&bflﬁ 0.2mg (0.02mL) % 4 7-KWN
B35, ok, RERGAIIHRGTELN, 1 » AU LOREE &I
5HZ &,

W oT 4 RAEFERRESAF Y b+ 10mg/mL
6. AiERUHA=E
(FIDETIRRIEFFEME %14 5 MEEHEME)
TmbEA~7 (Ea##z) & LTC0.5mg (0.06mL) % 1 » H fHlE
3 » AWM CGEAH) W FENEET 5, TO%ROMRIICEBW T, ER
WXV EEMREEEEREG T8, 1 » AU LEOMREEHTHZ &,
(MAIEESARBAEME (TS BBLZIE. RERICH T AMRKEFHFEME. FER
RENZE)
FovAwT (B Z) L LT1EIS®ZY 0.56mg (0.06mL) %1
KN ET 5, EFREIZ. 13 AUEHITHZ L,

<HULE RIS NECRT A= L4352 £ 5 DN S B 25 MEE >

SAESE 1 RS (FVF1770g 3B, FVF2425g #ABk) KMOYMES 17 T FHEER
(FVF2128g i) OfERN G, HIFHRER TR 2 HiE K O H&EIX 0.3mg.

0.5mg O H 1 E& G/ BRI 7z, HEFEIMFARER (FVF2598g Bk .

FVF2587g itliR) M OVEIIb AH L0 IHERER (FVF3192g #lR) OfE., 7=t
A<7 0.3mg X 0.5mg OWTHOHETHEE 12 » A%OREEEHTA
a7 nkEL, 2 HEMOEEIZEWT 0.5mg BETHIMENE W EXRER
Too BEMICEITRD OGN oT2Z b #HERERAEIX 0.6mg &Sz, H
EIZOWTIX, FVF2598g ik, FVF2587g ik, FVF3192g iklig T H5-BR4A 3

H A% ETICREBERNA 27 OREREERF LN E0D, BAID3 %
AMNEZ = X~7% A 1R ENES & L, 20%I38E Z &Ik L
Pe GAEIE 9 B IR L Stz BN 1201 58k T 6 A6 E S EEG R R & FEEL R
EREREINT=Z s, HEIX 0.5mg. FIEITHRGHLE 3 » H CEAH) I
A1l AR TS GRS (XREZ @B LG58 325 X ok
ESNiz,

< HAMLE IR BAZEAE (2 £ © TEBEVE >

BRVO & K&K CRVO BE x4t & L7 AMEB ARG AR RER (FVF4165g 357
K OY FVF4166g #Bh) 2B 0T, kEBERNAaTICET2HATI =X
<7 0.3mg & T 0.5mg THIMENRELS, £, 7= X~7 0.3mg & 0.
bmg CEEMIZEITIEO LN -T2, EHIZ, BAANEFZMSR L L
E2301 R TH 7 = 1:2*?7 0.5mg ODFRNMEE ZRMEDPHR SN2 LD,
FEIT 1 [\ 0.5mg (0.05mL) E%7E L7z, BEEREIZOWT, F.O08 F CNV
%:ﬁéﬁ AMD ‘%\%%ﬂ%k L74MESE T ARERARRER (FVF2425g k) TiE, 2
R &RM@F% AT 1 BRSNS LT & & O R OWERIE I D
BAMEICHENRBO NPT Z b, 7 =8 X~ 7 ORmEEG I
THRNEFIC LI 2EBENR LV D22 1 5 A& Lz, FVF4165g AR K&K O
FVF4166g itk & 612, A 1 EHEGHICT = X~7 0.5mg #H 1 [H#&REG L7
W DM EDEAER S TS 2 LA, RVO | T O BRI AEIC KD

NEEEZHTHEEICBN TS, RERGHREIX1 v AL L,

12



V-4

AERUVHAEICEH
THEE

<JRBIATARIZ I3V B WRAS B A i 7 >

JRIITHICFE S CNV IC K A RNEEEH T 2BE 234 L Lz F2301 RO
FERND T =X ~7 0.56mg ORNUEDENBO biv, HARNHSERTH
R EFOERENMG O, BT 7 7 A VIO IE & K& 2 ME
RN ERREREINT, Fo, O T CNV Z24£9 AMD 3, RVOIZHE D
HEEIC L 2R NEEL AT IBEEELARE LEHEERBROMER, KOHAZ
ELEWNATTLE T CNV 24£ 9 AMD E TF =t X~ 7 0.5mg MR &
ELTHY.LTW2Z EIZESE, HRICBIT A HREAREIZ, 7=X~v7 L
LT 1[E0.5mg (0.06mL) &fE L7z, HHRBRIZ OV T, FVF2425g skl oL
FEOBKRRERIL, 7= X~ 7 OREEGREIT1» AU ETHEEL, BN L
HIZT =X T OREHREEBIXL » A TERINTWAEZ LD, FHEHR
WS CNV ICKAHRNEEEZFT2REICBWNTH, 72X~ 7 OKRERY
ML 1 » A& L,

< BE IR 5B >

DME (ZfF 9 ik E %249 5 BE 2B 1T 5 D2303 bk & O D2301 ik CL—
PR ERIEIC R T T = X~ 7 0.5mg ORNSEEHRNFRLISBD S
. D2303 REEDOAARANBELEATL B LEEREXM S ONZZ b, HE
7= X~7&L7T1MH0.5mg (0.06mL) &%E L, &GMBEIZOWT,
D2301 B K O D2303 R TlZ. DME & ICB W TR RKDIBESIEN T =
A< 0.5mg DA 1EHEEGICL > THEONZ SITESWTRE LT,

<RPAVLMERDE > [T 4 AR AENESIR 10mg/mL O A% ]

ROP D5 1%. VEGF 2NBRIFEA STV A EHIC VEGF % EEAMH L. 58
PED ROP il 425 Z L NEETH H7-0, AAIOMOBESIRAE L B2 | £
HIFIZ b7 5k e B G IX L E RN EEZEZ bivTo, 5 AH E B E R R
(H2301 #&fR) TlE, 7= A~7 0.lmg XK 0.2mg D 2 f& (F=X~7
10mg/mL VEFHE Z Z i 10pl/iR &Y 20pl/iR) O FARNES Lz, B2
PEIZZ7 = X~7 02mg BETHRDE . BEEIZOVWTHEFESRREIRITIFR
M TEETA LN -T2, H2301E1 RERO T HMEHTRER TH . Zatkizcon
THROAEFEGRIEARIIREHM CETA DN o7z, XD, =X
<7 ® ROP (Zxt7 2 A &iE 118 0.2mg (0.02mL) & L7,

1. BERUVHEICEET R
(FIDETIRAEEFENE X F 5> MEBEMEMAE. FEIEFRIREAEAE (4 S5 &b
FIE. WIERICHE T ARMQIEFEME. BRFHEKZE)

7.1 BERRBRICB W, WIREEII T Wiy, WIRICIERATS L 72
DIREN D DAL, WARFEIRHARE O F I8 & kbt 2 EE IR L2 B
TARZRGETHZ L, 7ok, WIENREICK T 2 mIRE B G138 T.
IR CoL M2 435l L2 ECxHRIR DiREEZ1T > Z L),

(figE%)

1.1 BERARBR CIT IR Z BRI RIR E U ORI L THEM L7720, AHK %2 miR

WG LEEBEOT — 2137 ek OERIMEITMESL L Ty, 2o

720, WIRICARANT X DIEHET R E 72 DNGEXITN R DOHEE - REN H

0. MOMIRZFEFICHEET 2L END D551, AWM L Gt 2 58

O L CHIRFERERABRGT 2L L Lz, £72. WIRFEREENLE L

Hr L= Th o> Th . FIENEEIZOW TR AW AR IS AHK] & #% 5.4

HZLITRET T, EPTRHIRICERS LT A2 i n Lz L TxHMAlER iR

HIZARIZRGETHZ L LT,
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(FILDBETIRIEFEME 4 5 MEEME A

1.2 #ERFNCIR W TR, 1 4 A 1R AFZRE L, £ OfE R OEE 0K
BAEBE L, AFZRGOESZHMT5Z &,

(fg5%)

1.2 HERFHIZB W TSI 2 MR LoD, RFNOL M & RN G129
BRI - R AR A BRI 5720, AIRERIR D DB G RIENEE L
W, MERFIICEBEE 2 LT B2 D U 22 RN 3 5 o0 FR BT M OVEE BH & e
B0, 1 A 1 BRIBREERMLETHD, LoT, MNERIBRE
FCHIE IR 2 989 2 |E HFIEIC L v . ETDRS* M £ CTlEIE 5 X
FHRICHY T 2R T 2O HE72T Tl tTFHEitmAeC®
FEIRJE & AR A ORE R L OCBE OREEZRAICERE L, AFRG O
ey 1] T RN DY ol
*ETDRS : Early Treatment Diabetic Retinopathy Study

(RIREFAREAZEE (4 S HMFIE. BRREMZFE)

1.3 1 » A1 ERNELZHE L, ZOMEROCBREDRELEZE L, AH#
HOESRZHWT5Z &,

7.4 B5EREH%,. WANLZETDHIETIE 1 » HEICERSTLIZENEEL
AN

1.5 MABERIRSY FZPAZESE (BRVO) XITHERIFNEBEEEE (DME) 26 L, A&
Bl & v —Y—MEEEFEEZFE A R/ CIRICIT S HEE. b —F —
HEEEFEEEIT > T D 30 LA LD % H 1T 728 (CARK| O i AR PN VRS
BITHOZ L,

(fRER)

HE I R B ZEE (S P D BTN

1.3 S EERRER "oODRE R, BE T IR AE U 2RI BRGS0 P R OVE
BRZHIWr 4 2 7= O3 EBE Z LA 1 RE S 2 WET 5 L EESHER S
oo £ T 1 » ABICHIBES T T L T EHmACHOEIRIE
EEREZEOERELOCBEOREEZRAEMICEE L, KBl OES %
M4+ 25Z & & LTz,

7.4 HNEEEFERER DO0fER. T = X~ 7 O R Ei%ICR 5 A R L7y
FTIX, FBARHCHERTH L » HROBRNICLERRD bRz, 2D &
L0, WANRERIREEL 225 £ TIIBERKOBEDIENG LN S H 1EEYS
ZAkRE L, T ORERCREE2 — Bl L TR AL E < BR 0 1 I & fik
for L. MRS AIRPA ZE0E (20 © BBERIE O EALIC X 0 AN EAL L2855 A
Beh- %2 B9 2% &9 PRN (pro re nata, M E(ZSG U TC) HIEN &iETH
LMW LT, B, RANZELIREEL X, H 1 BhEtk: 3 BIHIE L7265
NINRETH HIRENHER SN S,

Bl R P B D 77 e

7.3 BRARGAER T 9DRE R, HE T LR R 5 U 2R RN G- il K OV B &
HIWr9 2 7203 T LIS 1R )55 2 JE 3 5 e EVE DS RS S 7z,
EoTo 1 p ABICHENRETZY T LT HHERHRAE-SCHOEIR G
MAEFOR R M OEE ORELREMICEE L, KOG O BA 2 |l
ToHZEE L,

1.4 BIRABR © 9DFR, T = X~ 7 OG- HWEICHRG 2 B L 7o gk <
(T, FPARHICHASTHERE 1 v AROREDNICEEDRRO b, 2O L X
D BDDLEIRIRAE L 72 5 F TEHERROWHEARNHELN DL A 1 EEk G %
ke L. € ORI TR G2 — Bl U TR ZE D3 e < IR D 13 Pt 2 fikise
L. T ERlE R AL HOEIRIKE R A SIS K > UBRRFENICEN T D
D BER T BRI O HEATIC L W HANEAL LGB IR G2 /T 2 &
W95 PRN REDBIE Td 5 LAl Lz, 7eds. HLOVLE LI2IRRE & 13,
J 1 b 3 [FIE L7232 E Th D IRENHEE S D,

SRR BA ZEE (2 0 O SHBETENE ., B PR 0 B

7.5 MEREERR S b PHIEIE A & x5 & U 7= AME B AH R RER (FVF4165g 7t
BR) . BEIRIE SRR A %t S L U S AR [E B 3L R ER PR ERBR  (D2301 R
KO D2303 #kBR) K OAHK|D Core Data Sheet Dit#k A iz, L —¥—Hd
PR E IR & AFN O RN ES ZFE B, [F CIRICIT O HAICHELREI N D
HIKROE N E U CEE Lz,
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RELERIZE 1T D IRBIES LM E)

1.6 RN AFEZRE L, TORREOCEEORELEZE L, KAlkE
DEGZHWr+ 252 &,

1.7 REOIEEME 2 RS ST (RGBT A e . MK TE) 23580 5
NIEGEITHRET D ENEE LY,

(f#5)

7.6 FRIRARER o 10ORER, AR GEIC — BIREDOFEBENHET D L. £

%O REDOTEIEIHRE S, »ORN B LRELRBENL VT & MR
Niz, ZoZ L Xy, WAL D IREER EE 2 F 9 2588 T
. EHRREEOE=2Y 7L LTHRDBERZT TR T ulE
FHRACHOCIREE S M F DR R M OB OREBLRERICEE L, K
AOFG-DOESZ M52 & & LT,
HELET D M R BT =42 D) > 7T, PG4 2 » ARIE 1 % A
fE, TORIIPNEREG 1TERE T3 » AIC1EUET, KEOE=4U 7
ELTHRADRAETZT T2 <L LT ME RSO IR IS 7 B % & i
TOLZLEMRLT0D, s, AAIOKREG 2 — Bl Likb 20 L7
Laid, &EHR 1 » ARICERAE, SETHRTE A SO IRIKE R
EZ I L, IRERHIT D 2 ENEE LV,

LGRS D EM IR =X Y o THEIE

HIE T 2RBE=X Y VT OBEEICHOWT, BKABROT — & 2 Vv CHiat
L7oAE R, WIRE S 1 5 AR KON 2 5 A RICRBIEEIMEO B B2 /BT 50
ERHDHEZEZI LN, 6T, BS5HENOLERG ETOREHMIL, b
Wil DOtk DBEG 5 3 5 A (Pl 2 5 AIcEGRRE LT3 5 AT
BeHR) CHEE Sz, bEXY, BEGOESRZEYNHET 572900
EWM R RBE=2 ) V7 HEL LT, PRk % 2 » Al 1 » A, %
D%IFOEHR L 1 FE#ZE T3 » I 1 BRI EOHETRAZIT TR, KT
WK ECH LIREE R ESEZHET 2 2 L2 LT D, ks,
AHNOPe G- — Bl U & 528806 L7256 1%, B5H 1 » A%ICED
@E\é?%%@%@ﬁ%i%ﬁ@%%@ﬁ%%%ﬁb\@%@ﬂﬁ%ﬁé
TEMNEFE LYY,

7.7 BERRER @ 1005 R, 12T D FEAEF ISV TAHK] 0.56mg 2% 5 LT-
B &bl UCL B OTEEME D FEHER* 2 LSV TARK] 0.5mg # 5 L7-#E
TiX, SROSCEIZFRBRE CTH-7-DIZX LT, 6 » AMELD 12 » AR
PR EEIL 1D 72 o 7o, Eiz, IBEMSIBOAERGL, S LEl
ZFEMEICAA] 0.5mg G LTI-BEO T 3L -T2, ULV | HHEHIC
B DURAGIEH AN E 26T 2REICH LTI T 4w MY AT RT R
DI 72 R, WEOTEHMEOFEIZH-S< PRN FHiETH D Ll L

—o

RN TR ZECOIELE] T3 L La gL Tl Lz, BREOME
EPEIC L DRNME T ARO ONIHEICH 1 HOEFZHER L, HAORZE
EDEMEITFFERZ ST 2 £ TH 1 O ik L7,
<HRIVLEACDFEHE>

HfE I Dk 2 B A 1 EIOREER & X Them A IER A 2 722803
Wy,

o TREOIEBMEDOIEUE ] 1T LARWEE XM E Tl Lz, Tkl
MREOTEEIWEDILE | (RS LGB e R e B LY LR< R % T
1B 2kt L7z,

<IRIEDTEENE D FEHE>

TP IR 1A T 7 VA L A EOEIRIEIE A K DRI T, SR
BUTPE D MM TS TR, & 2 W E R ISR 2 RN EE R H
60
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e T 0 A ARNTESHR O A5%24]

(CREARMBREAE)

7.8 AABEHAZ X 0 IBREKSD S LN T-%IC, REBIEEIMEOBINZ R~E3 5
HT AR b= GAIE. AFOFRGEZRFT2 2L, [17.1.11 B3]

1.9 ARANBEG% BINIRE SIS SN2 WIS IR, thoRFE~OUE % %
BETLHZ L, [17.1.11 2]

(figE%)

7.8 RALHEPEIE (ROP) OIE# (X, VEGF iR FEAE STV DI
VEGF ZEH#MEI L, FEEEHMELZIG T2 2 EDEETH DL, KHOE
4% 3R M A A 2 T IR I L CABI O NNEZ A BNIZEEE L., =
BIEENE DB &2 R 5 AT R2V3R 0 B VI A 3B N 5 oo B 12
OWTHHT S L HEEWMETLZ L e L, k., EELERER 112 T
I, BINREZLT O BAIIARIZR G5 28 HHUKICITY Z L L TE
D, WTFNOIEERL Tt X~T7 0K EHRIZ28 A& B2 T\ (29 A
~128 H) , #EFEE DS 40 HFE TO ROP HREEKILT7 =X~ 7 0.2mg
T 26.0% (13/50 i) Thoiz, 7= RX~7 0.2mg CTHIHEHE LI-H5H
FOEMOLZEMET v 7 7 A ik, 2FEH (FIEEOR D KO L 0%
MoAs) L@EWvEal, BEMEE 1 » AU LEHITHZ L& LT,

1.9 KF|OWIEIEE 512 1L IR R A S 4 E 00 M L TARFIOF M Z R AR
WRE L, FHNCIRIES RS O 2 WIS I OIRE~OUBR 2 25
A I RN e Sy =N /<Y i IS BNl B i
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V-b.

ERERRHE
(1) BBERT—2/8v7—I ENNATERLIZERRBEOS S, /1 a—T74—A5HL7REEE T
FITRT,
B, VEVT 4 AT ERNES X v b 10mg/mL OBFIZBWT, HiICE
PRARBR XI5 L Ty,
© : FHMEER. O . zEEH
POETIKRESFAENE 2445 M ERE A
&
- - o PoE-38 e B
ARBRX 5y RERE 5 Es (H A0 RERT A H &5 %
5
EH 120118 19 predominantly classic !, mini- | 7 > & &b, FEME | Mt | B B & 5
%1/ mally classic % 13 classic RFEIEE | k. MExTRR. B[R | A2E | #1,
BrAEIME (CNV) Z £ 7220 oceult | KO E RS- PK X 18 & 5
BMOHFLET CNV &4 5 Ik 12 »
BEZAVESIE(AMD) B 76 15 A ©
Hnlge 51
0.3mg # 6 ffl. 0.5mg #¥ 6
KEBEH
0.3mg #f 35 fil. 0.5mg #F 41 {51
ShE FVF2425¢19 | @& T CNV #f£5 AMD B¥# | Wi K E &SI X | 22t | 16 #HHE
% 1H 32 f5 DM, ROEE | AR
0.3~1.0 mg i 7 [A1¥ 58 11 B | EhREREA PK ©
0.3~2.0 mg ¥4 9 [EIF 58 10 #i
0.3~2.0 mg ¥ 5 [BI1¥ 5-8F 11 4
S E FVF2598g1¢ | minimally classic M X% classic | Zhtiax ., 7> | Aot | 24 » A
EAIIEE ~19) CNV #{fb7e  occult OHULE | & Afb, T HEH M | Lotk
T CONV Zf£5 AMD £ 716 6 | #k. > v Lxtlg, | A&EM o
0.3mg #f 238 fl AT HE R LA
0.5mg #f 240
v AR 238 B
P4NES| FVF2587g1® | predominantly classic Bl O UL | ZiigkikFE, 7 | A% | 24 A
WA | "2 T CNV Z££5 AMD B3# 423 | # »fb. —=E=ilE | 24tk
0.3mg #¥ 140 i e, ~NTHRILT | BEME o
0.5mg #f 250 45 A VMR
PDT #F 143 WOFR. IATEER
Lhi
S E FVF3192¢2 | HLE T CNV(classic MOFMEE | LhugkdE., 7> | Ak | 12 4 A
FbAH | 29 b7 EfES AMD BE 184 1 | ¥ &b, &l | 2otk
0.3mg #f 60 i, > LR, | B ©
0.5mg #f 61 NEATHE R LA
v LEE 63
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MR ARPAZEE (S S BB IFIE

&
. . L FoE v s B
ARBRX 5y RERE = G (B AN RERT A H B 5 -
5
ShE FVF4165g1 | MM IR 27 B BAZE4E (BRVO) I ¥ | Zhask iR, Z v | A2 | A 1ERE
EAIIEE ~3) DHHRIEIC L DEANEEERZ AT | X ok, ZEHE | 22 | #M6x A
% B 397 f . > v oESR | PK PRN ®1 # o
0.3mg #f 134 #1 i 54 :6 »
0.5mg #¥ 131 11 A
> A 132 61
ZANES| FVF4166g! | M F .0 #IRPAZEIE (CRVO) IZfE | gk IkE, Z > | A%E | A 15
A ~6) DHHMEREIC LA EAEFELAT | X ok, ZEE | 2% | H.6x A
% B 392 iz, ¥ HEHK | PK PRN *1 % o
0.3mg B 132 i) 54 :6 »
0.5mg # 130 i A
T LBE 130 fil
E5g) E230125 BRVO F 7213 CRVO \ZfE 5 57 | Shak3tm, FEE | Aot | 150 . 2
1k fEIZ AT NIBEE A AT 5B 31 | i, MR et | w H o
i 1B B GH A&
W14
%1 : PRN; pro re nata, #ZEIT)GH U T
RELERIZH 1T S IRRIEFENE
%
- s o *Ga A B
ARBRX 5y RERE = RGeS RERT A H B 5 %
ool
Epg4kE | F23019 10 WIRERIZFE S CNV IS XD | ZhaskitFEl, 7> | Aok | 122 A
FE A WA H 9 5 EE 276 (50 Fi) & afb, ZEIE | et
7 I=X~7 1 B 105 (21 #1) ik, T HRNLT ©
7 2 =X~ 7 11 #E 116 $1(20 1) S YA 5L
LT IRV T 4 BE 55 B9 i) xR
HERRENFE
%
. . o x5 A o g e
HERX 5y RS RGeS RERT YA H i #5 %
5
PANES| D23017 BRI SR EMDMMENC & 58 | Sk dtFE, T o | 12 % H
1A A A9 5 EE 343 i & b, THE | ZetE
0.5mg #f 115 1 fiz, L —V —fEn ©
0.5mg+ L —H¥ —H#f 118 N [ 7 1 ot B
L —%—F 110 A ATRER b
FEps4kE | D2303829 DME ([ XA NEEZFTHE | Jo74 b, Z&E | H% | 124 A
514 # 390 (151 f51) W, L—— | etk
0.5mg #f 133 (51 1) HEE S e [ 9 U5 %t ©
0.5mg+ L —H—Hf 129 (50 #1) TR WPATRER i
L—H—8E 128 #1(50 i)
ShE D2301E12? | D2301 sBa% 527 L7z DME 12X | ZhaskdkE., e | A4t | 24 » A
5 1b A8 HRIIEEEH T 5B 240 B M IR, e | 24t | (D2301 R O
R BrAkEoT
36 % A)

I R OFFAT TR AEF (D2301E1 7R 32 A AR AT ek G A )
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RRARHERE Wt T 1 RAEFAHRRIHBEDHZE]

&
. . o PIE e e B
RERX 5y RERTE G (B AN RET A H 5 X
5
Eps4kE | H23011 12 Zhisk M, T2 | AoE | B5HM
FE A 2k, FEER, | et | 1A
L— W — e Bl
B EIERT IR, AT 24 A
ROP 2% 225 51(29 1) M L *H2301 &
0.2mg ¥ 74 51(9 f51) BROIRERIA o
0.1mg ¥ 77 f5(9 f51) ERBHAE N &
L—H—FE 74 BI(11 1) 24 W% D
Kt ¥ TiE
FriRfek 3
[l FE TG
Al HE,
[ B AL [F] Zhisk M, T2 | AoE | B5HM
FE A b, IR, | et | —*
L— W — e Bl
H2301 #Br%52 T L7 ROP B | BEMRIERR, 1T 4.5 F MG
144 151 FHE M L W% E T)
H2301E12® | 0.2mg & 50 f5 *H2301 & | ©
0.1mg # 51 171 BROIBEEIE
L——H 43 i MG
40 W% D
KBt F TiE
5 mT6E,

) AFNOARB TV BHH0HE
DRAOITARIZ B 1) B RS I A 1 4 |
FAE R O B D PRSI A IS % £ 5 Il S B YEIE D54
T 0.5mg (0.05mL) % 1 » AfICEE 3 » Al CEAW) #THRNEET 5, ZOBOMERICBWTL, ERICX
DEEMEEEERET 528, 1 » AU EOBEZS A &, | . MEEEIRBAZE 4L O SR IE, HITRIcRB T
2 WRAS BT AL M58 . g PRIWS SR BN D56
AN T 5, BEMBIE. 1 »AUEHTHZ L, |
. 9= X~7 (EEHH#z) & LT1E, 0.2mg (0.02mL) ZE - ENEST 5, B, LELRGAITHERS
TEL0, 1 H AU LDOMEEHTHZ &, | THD,

THPETENE
)1

TEENARIT T IR IHT A2 8 2 £ 5 JNin 58 D A2 PR E |
DY R 93 B |

[N ARPAZEIE (I FE
[RARMBYE (V&7 0 A RN ERR O
[F=vX~7 (Bfari#az) &L

[T X~7 (BETFH##z) LT1RSEY 0.5mg (0.05mL) %
. RBITHEBE (VLT 4 AETRNESROR) O8

(2) ERPREREAER

(3) RERGERFER

SMETHENE L7z FVF2425g RBRTix, HoO s NARKS IR A4 /8 A £ 5 Jiis 25 5E
MESE R 32 Bl & %512, 0.3mg ZBAtAHEE L, A UgkBRaa 1 2 R E T
4 BRI LD, &E T 2.0mg FCTOHEEZNKEM AN L, %
e, BEMEROEYBEREZ G Lo/, 2.0mg £ TORTOHETIRENY
IBUNDOFERS R ED BIFRARENED L 19,

W) AREN O THLE TARSIRE A 108 2 1 © RS sEBEZEEAE | 1% L TR ST
LHEEROCHEIZ, =t X~7 (@xTHHi#z) & LT 0.5 mg (0.05mL)
1 » AElSEE 3 » AR CEAM) T HENICRE5T 25, TO®%OMRIICZE
W, ERICE VG RERE A2 E RTS8, 1 v AU EOMBREH TS 2
L, | Tho,

B R L

UL PRSI A2 (CNV) & £F O Il s BEZE ME B . MEER IRy B2 B
FESE K O O R B ZE5E (T PF © MBIRIEIC L 2R EELZ AT 585, I
FIITARIZIIT D CNV I KD\ NEELZ AT 585, FERFEBEZEIC L D0
NEELZET L HBE, WOIRATHEEIEIZSOWT, ENEOIMNE & b ICERRE
M7 YL - HERERBRIIER L o7,
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(4) TRELAIEHER
1) BINEREEAER

(DB THREIES AN S %1445 Mg S E 4 E)
D v LFHrERmBE LI-F ML (FVF2598g HER. MARINA HER) ~®

HEY

R=Z2T7 A N6 HE 12 » AR OREBIEA T A a7 O 23 15 SCFAR O BHE O
BIEZEELE LTI = X~7H 1 [\, WIERNES OB EL O 53R % FEl 9
5

REBT A v

ShtiakdtF, 7 o Z oMb, THEH v DTS LG R

POES

minimally classic %313 occult B .08 FIRKE S A M (CNV) A £ 5 Iin S5 5
EVERED B 716 B

Ep G ALUE

s —RIEREFOE F CNV 228 ) IS AMIE 2 A9 5 50 il Lo EE
s EBEMR A 2T (ETDRS A E 2 H O HIER AR 2m THIE. LLFFE
k) MUl A R L GRS C 20/40~20/320

TrplRAM AL TE

BTSRRI AT LT (2 & T2 B RN, L L — Y —JCRe.
AT PR G BRI O YRIRIE 3 8 2 S5

L BUBRIT 1 A LI ABEIRIC L — BB (B L ST P LAY TR
IS & 2 Hi

TR IE H

BeGBAtA 12 » BRICB T 2 EBIER N AT OR—R2F 4 L InE O N 15 30F
Al Tdb o 7= BF OEE (LOCF 1k THEIE)

TR EIUEHG R B

c B HBRME 24 » A OREBERITA T OR—=RF A 036D 15 LFARIM
TholBEDOEE (LOCF*k THiHE)

- BEHBAMA 12 » A KD 24 5 A% E COXTHMEFES DR EBIER AT O_—2
T A B ORI R (LOCF* % CHfitE)

BRIk T o X T AENES (0.3mg XL 0.5mg) XiFv v AEHEZH 1 F, 23 » A
i, 3t 24 FIFHE L7,
B, VX LAEREET 2 FH OB AT O#ERE 1T, RS T O 3 » AR
O ORGWIEF, 7= X~7 0.5mg ~D7 0 AL —"—%EF & LT,

AT ik HEAT R SR [

TG UM ENTZT R COREEZF IO G L Uiz, KANERL LOCF #E%2 Hw
THisE LTz, £72. T FMMEENT-TRTOEED S HiEEREKE 2 1 B RS L
BE & eMEMAT RIS (SAF) & L7,

(F=ZEFmE H ]

FEFHMIEHE X, X=X 74 O CNVIHEY 7% A 7 RO @G ERTI A 27 TRl
{ft L7z Cochran @ x2 fRE% VT, BERILLEL L=, BMEIE. PRI O 72 D%
ATV, BIROAE KA 0.0497 THEfE L7z, F7-. Hochberg-Bonferroni ? % &tk
EEHANT, HEHMO 2 SOXERIC I D ZEEREZRE L, vy AFEE DLERD
p N, T2 A~ T7HHERLE HIZ 0.0497 LFOGEAIL, J=E X~ T7REE V¥ A
BEOEIMPBELLABE LR L, DT X TRLE Y AL DOHED p
EA30.0497 ZH X 725513, © 9 — 5O p a2 0.0497/2(0.02485) LA F DA D Fx,
H) DT AT TREE Uy AL OB FENICER E 272 LT,

LR R H ]

BE5 12 p AT 24 » AR ETCOREBERN AT DR—AT 4 b OEES
FEMEES T LB Lz, £, 85 12 5 A XTI 24 » AR OREBERS A
AT DNR—=RATA DB EE, N—RXTF A0 CNV JWEYT XA
TR O ESBIESR A a7 TEBMEL L7 ANOVA EF L2 Wt ET, 7
SR TR U ARER LT,
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Atk

FEFME A

B HBRME 12 5 AR OREBERITA T OR—=RT A 5O 15 TR
DPIRF DOFNEIX, > v LS 62.2% (148/238 fl) . 7= X~7 0.3mg #
94.5% (225/238 i) . 0.5mg #f 94.6% (227/240 i) THV, F=E AT KE
HGRETY v DL KR L CTHEICKRE o (=X~ 0.3mg #f. 0.5mg
HENEThE vy DERFEOkE, W ivd p<0.0001, Cochran x *fR7E) .

72 R EHTHE H

c HBAMA 24 » A OREBIERIIA DT OR—=2F A 6 OBD N 15 SCF A
DOWERE OFIGIL, ¥ v LEHEE 52.9% (126/238 #i) . 7 =X~ 0.3mg #f
92.0% (219/238 #) . 0.5mg #f 90.0% (216/240 f#) THVH ., F=LRAv T &K
HHTY vy MERNB LR L THAEICKRE o (=X~ 0.3mg #. 0.5mg
HEhETh & vy AERBEORR, W ivd p<0.0001, Cochran x *f7E) .

- BeHBARR 12 5 A% E CORBBIER I AT OR—R2 T A4 b O ELET,
¥y AEHBET 10.5+216.6 LF CEHEEMERZE, DLUNFEER) B Lc ookt
L. 7=EX~7 0.3mg B TIL 6.5+12.7 XFOHM, 0.5mg FETIX 7.2+14.4 XX
T (95%[EHEIXM 5.4~9.1 XF) OWEMTHY, J=bL AT EKERHTY ¥ L1E
FEEL I LABICHAOPSE L (=X~ 0.3mg #. 0.5mg BEENEN L
Vx AREOE WY p<0.0001, ANOVA) |

- BEHBHIA 24 n A E TOREBIERIIA T ODR—=RAT A )b O E LI,
¥ DYESRET 14.9118.7 TR L7=DIZH L, 7= X~7 0.3mg BTl 5.4
+15.2 XF O, 0.5mg B TIX 6.6+16.5 LT (95% 15 4HX ] 4.5~8.7 3LF) D
WINTHY, 72X T EELGEHTY Y AR L L THEICHE TN EL
72 (7= X~7 0.3mg #f. 0.5mg BEZNEIN L ¥ AREOIEE, WTILE p<
0.0001, ANOVA) .

EEBERARITDOA—RSA4 UM DFHELEDHRE
[T U5 L& (LOCFATHIE) ]

Tg 15
5
ZH 10
£ E
Ef}? 5
7
Fa 0
CD Y -~
T i .
_10 -
A prr TR 70 5o (N=240) \;‘;‘H\}
745 o = IR 70 I (=138 {“H\{—{—;—{
?; s 3 LR ETEEN=238)
733 _20 TT T T T T T T T T T T T T T T T T T T T T T T T T
S 0 3 6 9 12 15 18 21 24
& B (T - EEER)
Z4ent
EIEH

© 24 # A COBRBEXN GBI T DEIEARBIRIL, ¥ v 2EHEE 11.9% (28/236
) . T= X~ 0.3mg #f 22.7% (54/238 #]) . 0.5mg &f 21.8% (52/239 #i)
ThY, 7= RX~7 0.5mg BECKIT D EREERIZ, WA % 6.3% (15/239
) . R EFA 5.4% (13/239 ) | MK 5.0% (12/239 ) K ORH IR EZED
5.0% (12/239 f5) TH -7z,

BRUSMCEB T 2EIERARELRIE., v AEREE 04% (1/236 #]) . = X~7
0.3mg £ 0.8% (2/238 1) . 0.5mg & 1.3% (3/239#)) TH -7,

U AT T ERRNEEONRD Y IZE O RN Y D% RFTUREE T CIRERICHE LT, B
PISMZRI CAEZTT 5 Z &)
*LOCF : Last observation carried forward
W) ARFN O THULEE TG BRI S 2 £ 5 ME B | 128 L TAR S Tn» 2 ik
AOHEIZ, T9=tX~7 (EEHE#RZ) £ LT0.5 mg (0.06mL) % 1 » Al
fe 3w A CEAHD) BTFERNICEET D, ZOROHEFHICE N TIL, ERICL VS

MRz EERE T 503, 1 2 AU LOMBREHTHZ L, | THD,
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@ NUFHRLT 4 vERAVERRAPHEEERNBE L2 F NALERER
(FVF2587g &tE&. ANCHOR Z%Eg) '°~22

H Y

NR=ATA L HE 12 » ABOREBIER I A a7 ORI 15 CTFR O BE D
FEZEEE LT, =X~ 7H 1 [\, - ENER L2SE OB O
Wa, LT HRNLVT 0 W FREE PDT) & #d 5, vPDT (Zxd
57 =X~ T OREMEFME L, LSRR IN-HAEICT = X~T7 D vPDT
RS D R 2 RS 5,

RRT YA >

Shtiaxdilm, 7 2 oMb, "HEk, vPDT & R

PIE S

predominantly classic O HLE FARKE BT A ME (CNV) 2 £ 5 M S BEZPEE D
B 423 B

EAR BRI UE

- predominantly classic "D —& UEFFHEH L T CNV Z£F 9 Ds s BEZ MEIE 2 A
T 5 50 Ll Lo BE

- E G ER I A 27 (ETDRS #f&ER %2 MO HIERGESE 2m CTHIE, BLTFE
£R) NP A R U SR ) C 20/40~20/320

ERERANLHE

AR RARIC vPDT, L b — P —JekEE - RUIBRIN OTRIRIE D & 5 /B
- RBRAT 1 AU RIRIC b — —tgEE (B sa3dnsh) oa

TRt IE H

BeHBAME 12 » AR OEREBERN AT OR—=RF A 60D 15 LFRM T
B o 7= BFEOEEG (LOCF L CHfiH)

TR BT E H

c BeHBRME 24 » A OREBERITA T OR—=RF A 0B DRI 15 TR
TholBEOEIS (LOCFYETHiHE)

- BEHBHER 12 » HZ KO 24 5 A E TORFHIFE RO EBIER A 2T O_— 2R
FTA DO EE (LOCFE THIEE)

AR E T =A< T ARNTES (0.3mg XX 0.5mg) Xy v AEHEZA 1B, 23 » A
fl. #t 24 BEIFEHE L=,
vPDT KL % & vPDT X BRBHAARFIC NG L, T LAREIT 7 VA4 L A H IR
WERAGZ I U7 RS & |, MEZE U T 3 » HEICHE i L7z,

fEAT 71k HEAT R} SR AE

T UE MMEENTZTRTOBRE ZGIMEOMN 5 L L=, KHfEIX LOCF %4 v
THisE Lz, £/2, FUFMMEENTZTRTOBRED ) bigREE 1 B EHKSE L
B& % SAF & L7,

(R H ]

vPDT BEICXT 5 7 = XA~ 7K FERHOIESLEOREITIE, FlKE CUIH G
X)) EHELHERAEH N, =R T4 OEREHBEERNDA a7 2ERIR & L
T Cochran-Mantel-Haenszel O &AL 2 HWTEZFHFE L, HiKkd 25 2 DO 5O
ZEDEIAFDITEEEICK U CERITEIZ X 2 AR E 21T - 72, ESLEEIC X D HE
Tl ZOEAZSITEHMMEICK LT Blackwelder @ HiEZ#A L7z, 7= X~ 7#f
OWTNXIEIHE ST & vPDT BEOIELMHEIRINTZHEEIZIE. 72X~ 7 K51
L vPDT BEOHM AZZ N—RA T A » OimfaIEM 1A 27 TRk L7 Cochran @ x
2RREEHWTHRIE L., BEIX, TR OZD OFEZITV, BIEROA Bk
0.0496 X 1% 0.0246 THfifi L7z, 7=V X~ 7 &£& 58 L T BEEOIEL MR E M OFER
ZERE ClX, Hochberg-Bonferroni 28 hik{kz W CTA & GRERIO 2 SO X}l
WX DL EMEERE L,

[RIK AT B ]

W EBHAAFERE 2m KON 4m CHIE L7em@B ER DA 2T OR—2 T 4 b 12
H A OWBAN 15 LFRMOBEDOEGE, X—ATA L OREBEHRINIATT THE
B L7~ Cochran @ x2 MEZHAWTHMN Liz, BRI LI=_X—RA T A O EHBIE
WA T Z#RNAETHHEINET LV ERANZ t RET, =274 b5 12
5 A #4124 5 B # OGRS Ol S FE IEAR ) A 27 OS2 s % BER b U7z,
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=Rl
T 2R E H

- B HBE 12 » AR OREBIERITIATT DOR—R 74’ UG DRI 15 SCTFRT
DOWERE OEIAIL, vPDT £ 64.3% (92/143 #l) . 7=t X~7 0.3mg & 94.3%

(132/140 1) . 0.5mg A¥ 96.4% (134/139 %) f%oto T oA T EBHRED
VPDT Bt & O3EICET 5 A AEEKE (0 =0.0246) O FRRAEIE, FRICED=IES
PERRFUE -7.0% %2 K& < EA->TEY, T2 X~ 7 EFKEHDO vPDT BICHT 5
FLEUENRENT (= X~7 0.3mg #. 0.5mg FEZN L & vPDT BED L,

WL p<0.0001, EHITLUZ X2 A IRE) . 612, 7= X7 & & 58
& vPDT BEOBEMHE O R THLAEENRD LNE (=X~ 0.3mg &,
0.5mg BEZ N & vPDT BED L, WIhh p<0.0001. Cochran x 2HiE) .

FE 2 FIKFEAGE
- B HBAMA 24 » AR OREBIERITA AT OR—=2F A4 U6 OBY D 15 SUFAT
OHERF OEIGIX, vPDT BE2 65.7% (94/143 f5]) THo7=DIZxt L, 7= X~
7 0.3mg £ 90.0% (126/140 1)) 05mgﬁ#89%6tmwm9m)kﬁ%<
T oA T EBHREE vPDT %i@%ilaﬁttixfﬁi‘%ﬁx BObNT (FT=EX~T
0.3mg #f, 0.5mg BEZN TN & vPDT BED ilE, W9 b p<0.0001. Cochran x 2
RE) .

- B GBG 12 » AR E TOREBBERINATT OR—=AT 4 16 OFHE LRI,
7= X~7 0.3mg #T 8.5114.6 XF CEHEMEHERZE, 95%EFEXH 6.1~
11.0 35, LAFRER) O#I0, 0.5mg #E Tl 11.3+14.6 (8.9~13.8 XF) XF DI
MThotz, —J., vPDT BEDOREBEIEHR I A 2 713G 12 » HZIZN—2F
A5 951164 XF (—12.3~—6.8 3LF) W LT,

- B HBMA 24 » AROBREBIER NI AT ORX—=R2F A UnG O ELEIT
vPDT BT 9.8+17.6 X7 (—12.7~—6.9 X7) OWIIZKHL, =X~
0.3mg BF Tl 8.1£16.2 LFOHIMN, 0.5mg BETIX 10.7+16.5 XF (7.9~13.5 X
F) OEINTH-Tz, 7= X~ T KELHRET vPDT B L i LA BRI
L7z (7= X~7 0.3mg #. 0.5mg FEZn e vPDT BEOEE, WIhd p<
0.0001, ANOVA) ,

BEBERARATOR—ZASA UMD EHEILEDHT
[S U5 LILER (LOCF % THiE) ]

CISYI . o Rel e

—10 - ®®8 S=ER 770 bnsBEH=140] \}\*‘%\{_%H_i H
AR s SR v 70, 3neHEN=140) { %
Ak LT RN T PITEE(N= 143)
®_15 T T T T T T T T T T

0 3 6 9 12 15 18 21 24
A CEHE + fEHeEE)

+ 24 H AR CORFERMGIRIZEH T 2EWEHBBLRIL, vPDT # 8.4% (12/143 i) |
TJ=EAX~7 0.3mg #f 18.2% (25/137 #il) . 0.5mg Bf 13.6% (19/140 f5l) ThH
., 7= RX~7 0.5mg 2B D ERENEH ;t U2 5.0% (7/140 1) K OMEE
th%o% (7/140 ) THoTz,

- IREISM T BIWEM & LT, vPDT BECLMHAEENR, 7= X~7 0.3mg A CiE

I PR 2R EPZJ\ %M%ﬂﬂﬁm%ﬁ%ﬁ%‘ IO BT,

- T= EXV7T§55FE$’CJ:|:$XE'JJ: <AL (WTNNHOBETORBEN 3%LLE)

BT RIBIZRB T 2EWEMAIL, IRIELFA., WAL, KOMIELTHH-T-,
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*LOCF : Last observation carried forward

Uy A vPDT - ABEIEKZFET 20N, vPDT &R CALEZITH 2 &,

) ARAID THCE T AR IR A A 4 £ 5 IR B BEAPESE ) 123t L ORRBEN TV A Ak
AOHEIZ, T79=tX~v7 (EETHE#RZ) £ LT0.5 mg (0.06mL) % 1 » A2
fe 3 v A GEAHD T ENICEET 2, ZOBOMFFICIESW L, ERICEVEE
MRz W ERE 225, 1 y AU LEOMREH T2 L, | THD,

® Ty LIS EXBELLEMb ALEERE (FVF3192¢ 5488, PIER &Eg) »

H i R=2AT A U NnHHE 12 » BROREBERNDA T OV EEEEEE LT, 7
—ERX~T7 %A 1 EX3E, ZO#% 3 A1 BRI ANTERL, 7= X~7 D
FIEAE DI R 2 T 5,
REBT A v Sk kR, 7 o MMb, TEHIER. v AR R L EGER
PSS oL ARSI AR (CNV)  (classic LA A 72\ Z0E 5 NN B 25t
JED HBE 184
TR B G L UE R XALFFEFLE T CNV &£ 5 INin B2 E  (classic CNV O F A [l 72
W) EHF9T5 50wl o AE
cIkEBIER A a7 (ETDRS HRAOMERZ AWV EREERE 4m THIE. LLTFE
£E) DUTELA R L S ST 20/40~20/320
EERA 17 7 JERRIRIBIC AT RV T ¢ IR IR, RO L — Y — YRR E O IR N
»HoHHRE
< BRBRET 1 » A LAPNIZTRERRTRIRIC U— — e 8EE (B H O ST hOn@Eslt) oigik
JEN & 5 BE
F R H BEBIER DA a7 ORGLE 12 » AROX—2 T 4 b OV b (LOCF™

15 THiIE)

7R EI T E H

B HBRME 12 5 AR OREBERITA T OR—=RT A b DRI 15 TR
OWERE DOEIS (LOCF™E CTHiita)

- BeHBRAAA 12 5 A% E CORFHMREROREBIERIIA T ORX—=Z2 T A4 b D
¥ v B (LOCF*¥: CHfitE)

AR 1k T = A~ T RNES (0.3mg T 0.5mg) Iy ¥ AEH A A 1 [EhERE 3 A,
Z DRI 3 » B I FE N Lz,
FRNT 71 fEAT X R AR

TR MMEENTZTRTOBRE ZGIMEOMNT 5 L L=, KHfEIX LOCF %4 v
THisE Lz, £72, o FMMEENTZTRTOBRED ) bigREE 1 B EHKE Lz
B& % SAF & L7,

[ ZRFmE H ]

FoE R T REEEREL V¥ DO IRIZIZN— 2T A D ONVIFEY T % A 7R
e ER A 27 (54 SLFLAT, 55 XFLLE) THERIE L7 ANOVA 7 /Linb t
BRExE MW=, SIROBFBEAKHEE 0.05 ICHEFRFT 572, Hochberg-Bonferroni % &
WEEZHWT, =2 X~T7 0 2 BEE VX AREOE A TR Uiz, WEO p fEH
0.056 LFDGZAIL, MT7 AT TRHLEV Y A EDEEFRAE AR LI, —FDT
SERYTEEE Uy AREL OWEIZEET 5 p E 0.05 A X 55 A1E. O —HDT
SERAVTREL Vv LREL OHENZBT 2 p A 0.025 L FOHAEDHART = X~
THEE Y AHOEERBE LR LT,

[BIRFEALIE B ]
R—=2F 42D CNV HWEYV T XA TEORRX—RF 14 ORI TERIL L7 Cochran
Dx2BEEHNTC, o XA~ TKEHEHL Y ¥ 2AHETHE LT,
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B S

Bk

FERHHIEH
< BEHBAMA 12 5 AR OREBERNI AT OR—AT A4 inD OB EIL, v r
LESEET 16.31222.3 30F CEYE R, 95% 5 HIXH —21.9~—10.7 X
. UTREER) WY Li-oicel, 9=t A~7 0.3mg BETIE 1.6115.1 LF (—
5.4~2.3 7)) O, 0.5mg BETIE 0.2+13.1 XF (—3.5~3.2 7)) DR T
HY, TR T EEEGEHTII Y ¥ A5 L B L THEREICHETOB(LRIH S
72 (7= X~70.3mg & ¥ ¥ LEHEEO R p=0.0001, 0.5mg #f & ¥ ¥ A7EH
FEDO L p<0.0001, VT 71 H ANOVA)

F 22 EI T B
- B GBM 12 » AR OREEERIA T OR—=2F A4 b0 15 SUTARTH
DOBFOEIGIT, v v LBE 49.2% (31/63 #) . 7= X~ 0.3mg # 83.3%
(50/60 f51) . 0.5mg # 90.2% (55/61 1)) TB?;D ?:t“x‘vf%&ffﬁf‘v?A
B L g Lf?ﬁﬁa:%%f%of: (7= X~7 0.3mg #. 0.5mg HEEN TN L T
¥ LAREO S, WD p<0.0001, Cochran x 2 HiE) .

BREaBERARATOR—IAS3A4 UMD FHEILEDHTS
[SUALIEERM (LOCF*%THIE) ]

() =R R

SO FV AN~ 2 S U S S

20 4 W E-B ?:t:x:'\’jﬂ.Emgﬁ(Nﬂil) {

—e—e S 70 3neBE(N=60)
2 ek o LR BTRE(N=63)
s T T T T

1} 1 2 3 5 8 1 12

A% (FHME + fErEAE)

AR
EH
<12 » A TIHRIIRIBICREL L2 BIER ORBLRIL, ¥ AEREET 4.8% (3/62
) . 7= X~7 0.3mg BT 3.4% (2/59 #l) . 0.5mg #£ T 9.8% (6/61 ffil) T
HH, = X<7 0.5mg BB D EARBEMIL. IRE LS 3.3% (2/61 ) T
HoT,

RO OEWERIZT =B X~7 0.5mg #£T 1 FlZRBO &= fesE i E EF o T
BT,

= ﬁ“}

Ty LS T ERNREORD D IZE DR Y P& FFTRREE T TIREKIZH LAHT
HLSMIF CAREZTT S Z &

**LOCF : Last observation carried forward

) AFID Tl ARSI A 1 % 0 5 I EEBEAMERE ) (2% L CRBEN TV b Ak
AOHEIZ, T79=tX~7 (EETHE#RZ) £ LT0.5 mg (0.06mL) % 1 » Al
B3 A CBAHD WHHERNICERET D, ZO®ROMEFRICH W TIL, ERICL s
M2 ETHEST 52, 1y AU LoBREZH 528, | Thd,
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(HERERSARPAZEAE 1214 S BBZRE)
@ SrLFHEBE LI-FMAALLEEER (FVF4165¢ 558, BRAVO 5B%) '~

H Y

TR AR > A BAZESRE (BRVO) (ZFE D BHBIRIEIC L A2 NEELH T 2 BE 235
W2, BB 6 v ARICBIT AREBERNIA T OR—=Z T A L inb O EE
EEFHMEARE LT, 6 » AMDOH 1 EIEGH (BIZ2H#1X Day 0~Month 6, 155
WEE1X Day 0~Month 5) 27 =t A~7%H 1 EREERNER L7z 2OFME
T %,

RRT YA >

Sl A, 7 X 2, THEER, 2 v DRSO IR EGRRR

RIE S

BRVO (T 5 SHBEFAIEIC & 2 T 2 A3 % 84 397 il

Ep G ALUE

+ 12 % HEANIZ BRVO & @2l S ni- s

« BRVO (2 9 SEBEFEIEAS P IC R ATV D B

- ETDRS i 1#a 4 7% & > CHRIEBI AR FERE 4m CTHIE L 718X SR O e @ G 1IE AR )
23 20/40~20/400 GEELA % L 244 7))

- TR R EIEE O CHIE LoD aEisk R (P 2 T & T A ER 1mm
DI O HEIHEIEIE) D N-4473 250pm LAk

ERERAN L HE

« 3 1 H LA IKII A& S8 VE ST O AR ZE D BEIERE N b 5 R
« 3 3 HUWNITIEERRIBICH VEGF I L 2 18BEN D 5 BE

TRt IE H

BB 6 » ARICBI DREBERNIZA 2T OR=2T A b OV E
(LOCF™{ THfitH)

TR BT E H

BHBME 12 » ARICB T A REBEERNIA T ORX—RA T4 b DY B E
(LOCF** 1 CHfi#)

- BeHBAMR 6 n AR KL TN12 5 ARRIZBIT D REBERIIA I T INR—=RAT A4 )b 15
SCFLL BB L 7= kR E O E1S (LOCFE THiiE)

c GBI 6w A KRN 12 » ARSI 5RO EREBEE  (FFOE O LS O HE R
DR—AF A D OFEEALE (LOCF*{E CHfiE)

BT ik

6 » AMDOH 1 BEGHIZIX, 7= XA~ 7 ENES (0.3mg X% 0.5mg) X%
Vv MRS E B G BRGRE DR 5BAMA 5 » AR ETAH 1 [\, #iki 6 B G L-, &5
Bth 6 & HHBLUARRIL TRE O G, HEIZIS U T FIRNTES Lz, 72
B, A 1ERGEHICT = X~7 0.3mg FEXIET7 = X~7 0.5mg BEIZT ¥ A1k
SNTHERE X, GG 6 » ARV LRIED 7=t A~7 2 &5 Lz, A 1 &
HBHNC Y v DESBEC T X MES TR E L, G 6 » ABRLUREIZZ =X
~7 0.5mg &7 =X~ 7B L RRRICHE G ERECE O ERNER L7 (U x
L7 =B RX~7 0.5mg &) .

B, WTNORERED Tt L AF o —pEEHEIZE ST, LAFa—L—%—
TCEEERVEN B &l S TS E iR, BB 3~5 » A% 5 6 1Rl #5544
I~y A%DI B 1MERTEHZ L LT,

< T = EBE R~ T Hg5 RG>

PLFD 1 X2 DWFNAMNIEY LIZSEA. 7= A~ 7 2 RNTESR T 5,

1. ETDRS HRAMERIC L D& B ER DA 20/140 LT GIELA R L %5 Afi187 77)

2. OCT CtT¥HWEiREE) T OEIEMEFEE O 5 250um LA E

<L AF o —{RRHLE >

LFD1 K2 OMFIZEL LA, VAF2— L —F—%5i L7,

1. ETDRS #HIBER CTHIE LEEEBEHRIN 20140 GEELA X L o Slitl 1)
PR, g D aEisE = o SEE DS 250pm BAE

2. 3 » HEIOD KR & T @B IER I A 2 7 OINN 5 SUFAN, T LE
BRSSO SEXE D A3 50pm AT
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fibT 5 ik

fiRAT % 4R

T MMEESNTET R TOREEGIMEOENT G L Lic, £72. X MbENT-
TXTCOBED ) BIRBRIEZ 1 L ERE L-B#E % SAF & Lz, KRAMENA U8
A%, LOCF a2 A U, R IAIE 2 20RO SEIME CHfitE L7z,

[ E E ]

56 » Atk kfé ERBIER N A QT OR—R2F A4 i OVHE LI, 1HE
M OR—=R T A NZB T bEBIERIAaTOHTIY — (34 CFLLT, 35 30F
Pl 54 SUFLLF, b5 XFLLE) 2ENE L@ ET vEHWTHEREBL, 20
oo ILZE &I K DB AT DR 5 T2,

BIRO a KHEE 0.05 [ZH| T 2% 72D, Hochberg-Bonferroni ™% & bl A% VT
Ty LHEICKTT D T = A T K HEROBEBEAMEE LT, 7= X~7 0.3mg #
L7 = AXA~70.5mg D pEANTINDG 0.05 L N Tho7ohh. Y AfEE 7=
X~ T EHEBEREOX A FHFFHICERE L L, £, D7 =X~ 7D
p 2% 0.05 2B 2 7456 3 G DT = X~ 7D p M 0.052=0.025 LT TH - 7=

BDIH, V¥ DL YT R TREOR R A A B & LT,

ﬁxﬁ

FERHKIEH
- EBHBRMR 6 v ARICBIT AEEBEMRNA T ORX—=2F A4 b ONYEEE
X, 7=EX~7 0.5mg #T 18.3+13.2 0F CEHMELFEMERZE. 95% 151 X
16.0~20.6 L7, LAFEER) OHM (v AEFHFEE g LT p<0.0001, Z5Hsy
DN *7:1:“%“77“0.3mgﬁ¥f 16.6+11.0 3CF (14.7~18.5 XXF) DM (v A&
TESHRE & bl LT p<0.0001, Z3804T) « v DESEET 7.3+513.0 XF (5.1~
9.5 XF) DOHEMTH-7=,

F 72 IR H
- BeHBLE 12w ARICBT D REBERIIA DT ORX—=R T A inb OV T
T = A~7 0.5mg FET 18.3114.6 LFDHI, 7= A~7 0.3mg AT 16.41+11.6
CFOHEN, v LT =B X~T 0.5mg BT, 12.1+14.4 SLFOHEIMTH -7,

BREaBERARATOR—IAZ3A4 UM bDFHEILEDHTS
[SUALIEER (LOCF*%THILE) ]

M i/i\ T t{ ?ii o4
|y SRS S

(CICII: e R

STV ARE N IPA R P S B R by o F- s i

%%4 —a— SV T0.Enef (=151)

—A-- SR 0 3medE (N=134)

O--e o L iET/0 . bmeEE (N=132)
o 1 2 3 4 5 6 7 8 9 10 11 12
A (HE + EEED)

- BBt 6 » HRICB T 2 REBIEHR I A 2T BR—R2 T 4 1D 15 LI BN
LIBRE OEIG X, 7= X~7 0.5mgit, 7= X~7 0.3mg #f. > v LS
HETENEN 61.1% (80/131 #1) . 55.2% (74/134 %) . 28.8% (38/132 #l) T
BT,

- BeHBRALA 12 » ARRICBT 2 REBERNA T NR—AF 4 )b 15 LTI B
MUT=WERE DOEIAIX., 7= X~7 05mg ., 7= X~70.3mght. ¥ vL1,/
T =B X<7 0.5mg FETENZEI 60.3% (79/131 f5l) . 56.0% (75/134 fl) .
43.9% (58/132 %) TH -7,

- B E5BAME 6 v ABRIIBIT AT LEMEEDNR—RF 4 b OEHEEIR, 7=
A~ 0.5mg Bf T 345.2pm O, 7 = X~ 7 0.3mg Ff T 337.3pum O,
VX AEHFET 157 Tum O TH -7z,

- B 5BME 12 4 HRBRIZBIT 2P LEMBEEDOR—2Z 1 UL OEHEEIL, 7=
X~ 7 0.5mg #£ T 347.4pm O, 7= X< 7 0.3mg # T 313.6um DOJHD,
VxS T = A~T 0.5mg BT 273.7Tpm DD TH -7,
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FLEREENDR—RS4 U LDEHTILEDHR
[T LLER (LOCF*%THiE) ]

‘-I=' 301 oe DL Sl (N30
) e
) iE L —a- BT 0. imlY (N1
t% 3 . === D=bEXr 7.5l (H=130)
=50 1 ¢
~ %100 i
= 1l .
= <150 i
72004 | N\
ey LR | S s S— T
w3001 g BT S S 1 3136
7 -350 1 I e S S S— T
dncl L] 1 L] i L I T L] 1
0 1 2 3 B T -] 9 12
A (T ¢ NI

eV
T =B X~ 7 OBERRIR

« T=bEA<7 0.8mg BN ONT = X~ 0.5mg HEOEKEEH (12 » AR) 2B
DEHEEOFEEEITZ N ZEI 8.5+2.4 1] CEMMEHEMERZE, &2 1 Bl~&K% 12
[[) | 8.4+2.4 [B] (b 1 [FI~FKZ% 12[A]) Tholo, v L&,/ 7= X< 0.5mg
BECHGEMA 6 » ABLIRICT = X~ 7 0.5mg DIEF %2 T - BEF BT HEH
B DI 4.1£1.7 Bl (& 1 ElI~&Z% 6 [B]) Tholo, /o, WITNOIER
HECHLEGHM 3 » HRLURBRIZV A o —1RIE L LT L — W — IR E L 2 3F
KL7T,

FIIEH

VEERGIR TR L -RITERBBMEEIL, 7= X~7 0.5mg BT 37.7% (49
130%1) THv ., ELREMERAZ. BEIEHM, 24.6% (3241/130#1) K OMRR 13.8%
(18 #1/130 #5l) TH 7=

U WS W FRNRESORD VIR DRV ) V% FETRRE T CIREICI LA, 1E
HLSMIFR CAEZIT S Z &,

**LOCF : Last observation carried forward

) ARF O THEBERIRBZERE I fE 5 MBEEIE ] 128 L TEAR SN TW D itk OUH &I,
[FobvX<T (BETHEEZ) ELT1EBZY 0.5mg (0.05mL) %l RN 57
5, BEHERII. 1 2 AUEDITDHZE, | THD,

Q@ Tw LGRS EREE LI-FMAALLEHER (FVF4166¢ 5X8%. CRUISE &ER) *~°

H#Y M LDEIRPAZEE (CRVO) (26 ) MBI L AR NWEELZ AT BE 255
W2, BE 6 » ARICBT A2REBERNDA T OR—=Z2T A4 b O Eb &%+
TEMIZAE e LT, 6 » AMOA 1 B 5H (BRI Day 0~Month 6, JRERIEHE
5.1% Day 0~Month 5) 27 =Y X~7%H 1 B AEKNEHN L7z E & OFMEEFE
i3 %,
BT A Lk ILFE, 7o & 2l THEMERL. v S TES oIRGB
P CRVO (25 BB EIC X AR 1k E 2 A 7 5 A 392
TR B G L UE - 12 » ALINIC CRVO & 2 s h iz
- CRVO (ZFE 9 BEHETEIEA PO I R ATV D B
- ETDRS i1 fa s 2% & > CRIEBI AR FERE 4m CTHIE L 718X SR O fie m s B AR )
2% 20/40~20/320 (UTfELA R L > 247 7))
TR RS R A O CRE LoD aEEGfE s (P 2 Tl &5 EA Imm
DOHWN O MEEIE) O3 250 v m LA E
F bRl e « 3 % A VIS S VE SR DR O BEIE RN & 5 B
« 3 7 A LINICIRE S SR ICHT VEGF HIZ X 21BN b 5 B
FEFHEH BHHE 6 » ARICBIT 2REBERITIAIT OR—RAT 4 G OVEEb&

(LOCF™{£ CHfitH)
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TR BT E H

- BHBE 12 P HRICBUTDREBERINIA T ORX—RAT A4 Ins OV ELE
(LOCF**% CHiitH)

< FHBME 6 » AR KR OV12 3 ARICBIT AEBIERN AT INR—=AF 1 b 15
SCF LA BN L TR D EI S @Oﬂﬁ&fﬁﬁ)

< B 5BEME 6 » HE AN 12 » HRBRIZRT B L EfEEE (e o HLl S O MR )
®«~X74/#%®$W/ME(MMF%K@ﬁ)

BT ik

6 » AMIDA 1 [BFEHHIZ T b A< T ERNES (0.3mg XIE 0.5mg) X
/?AE%%&E%%ﬁ#%&Q%%SﬁH%iTH1@ i 6 [R5 L, &5
BwAswﬂ%uhiFﬁwﬁ&ﬁgﬁ 2V MBS TR ARNES L7, 72
By A 1TEERGHICT =X~7 0.3 mg HIT7 = X~7 0.5mg #IZT 7 Ll
émk%ﬁ%ﬁ\&5%%5ﬁﬂ%ﬂ%%ﬁ%@?:@fv7%&5bkoH1@&
HHNZ > v DESFIC T o MU SR E 1T, G 6 v ARUKRIZT = X
~7 0.5mg ZFERNEHN L7 (Vv /7= X~7 0.5mg &) .

<TG v X T EEREHAE>

DITFD 1 XiZ 2 DWWt ﬂébt B, TR T B ENERT 5,
1. ETDRS R A&EFIZ L %Eﬁﬁ#mmoﬁ?(ﬁwx*vy%mﬁﬁ)
2. OCT T*Efﬂ@@ﬂﬁ%ﬁﬂ%}%@%@ﬁ 250um UL I

fiRAT 7 ik

FEATT ek R AR
TR MMEENTZTRTOBRE ZAIMEOMNT IS5 L L=, KHlfEIX LOCF %4 v
THize Lz, 72, 1BBREZ 1 RLLE#&ES L8B3 % SAF & Lz,

[ EFAMGIE E ]

&QGﬁH% BUFARKEBERNDA AT OR=AT A b0 ENEITX, X—
AT AN ié%%ﬁ&oﬁﬁﬁ%m® EBTEHOZaTOhT Y — (84 XF
LU, %ﬁﬁuiﬁ4i%uT %X}ML)%EI&LK TEHTET VA VLT
HHL, ZOMoEREICED2MEIIThR»oT-, &0 o KEEE 0.05 IZHIET S
728 . Hochberg-Bonferroni P &EILEFIEA AT, = X~T7 K HElEL T ¥
LEER R LTz, ?:EX"\77“ 0.3mg KXV T = X~7 0.56mg #ED p EAWVTNL
0.05 LT TH o725 Uy LEEL T = tzv7%%£ﬁ®ﬁ%@%#ﬁ%m CHEE
L7, Fim. *ji0>7 1:277E$0>p1‘§75>005 BB AT MmhEDT =X~
THED p 7S 0.052=0.025 UL F T > 7= 54 D 72 /?A#kém7 v X~ TEED
SR A W RN E L LTz,

i R

B

EEFHLTE H

BB 6 » HRICBUT AREBERNAIT ONR—RF A DO E{L &
X, 9= EXv7(ngﬁfl4%m321$(ﬁwﬁi%@ﬁ%\%%ﬁﬁaﬁ
12&412i$\%Tﬁ%)@%W(V¥Aﬁ%ﬂkﬁﬁbfp<0%m\%ﬁﬁ
ﬁ)\?:EXV7(Bmgﬁ112TH59i$(ﬂBNBAﬁi)@%W(V¥
LTRSS & i L C p<0.0001, 00T v ATEREET0.8+16.2 307 (2.0
~3.6 XTF) OWITH-T-,

72 EIR GG IE B
B 5B 12 P HRICBIUTD2REBERIIA DT OR—=AT A inGOEHEL &
X, 7= t277owmﬁfw9inii@%m\325f77Q%mﬁTB9
?152:i?WN%bm V¥ AT =B RX~T 0.5mg BT 7.3115.9 XFOHEIMTH -

BRERERARIATDR—RASA UMb DFHERILEDIHR
[ V5 LeEH (LOCF™ETHIE) ]

4 —m— SV 70.5neBE (H=130)
—aA- =R w70 dneEE (H=132)

{/! : 13‘; + H .
{ +{ +73

{§@_ . _J_y/% {

I 1

[ye]
o

(o) e B
o

STV AN N (R R R R O i {3
=]

9]

o
e

el
—4

]
()]

o0 1 2 3 4 5 6 7 8 § 10 11 12
B# CPEfE & )
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< B 5BHME 6 » HRICBIT A RKEBIER DA I T BR—=2F A b 15 CFLLEEEM
L7=#RE 0EIAT, 7= X~7 0.5mg . 7= X<7 0.3mg #f. v LEH
%T?ﬂv%ﬂ4ﬁ7% %Wﬂm1ﬂ)\462% (61/132 #) . 16.9% (22/130 %) T

D[,

- B GRALG 12 0 ARICBT 2REBIERA A 2T BN=RF A b 15 TR
MUTZHERE DE ST, 7= AXA~7 05mg#f, 7= X~70.3mgHt. v,/
T=bEAX~7 0.5mg FETZENZEN 50.8% (66/130 f5l) . 47.0% (62/132 #l) .
33.1% (43/130 #fl) Tod - 7=,

c BEHBME 6 » ABICBIT AT LDEMEEEDNR—RAT A DB EIX., 7=
B X~ 7 0.5mg #£ T 452.3um O, 7 =B X~ 0.3mg BT 433.7Tum O,
Ty AEHEET 167.7um DI T o712,

s B EBRLE 12  ABICB T AT LEMABEEDR—2 5 4 b O EEIT, T=
B X< 0.5mg BT 462.1lym. 7 =E X~ 0.3mg A T 452.8um. /’V-A/7v—
B A~ 7 0.5mg BT 427.2um OBED TH -7,

FILBRIREDR—X 54 oo DFHEILEDHTR
[S 5 LIEER (LOCFATHIE) ]

e 504 oo v LR/ 5mefE (N=129)
gi 0,,@___& —a- FoER Y0308 (=131
‘g.?’f’% .50 \{1 —®— S e 0. bmeEE (H=130)
EE 1004 N .
~ = |
t@150-| %
?/’}‘-200-!i
-250-\
7-3001| \
+ -350
7400 P 4+ P B e S
5 \i""%‘—:—'—-‘?::*-ﬂ Tl =Tt 4272
& -450 - —=-=} 4528
-500 4r—or T ; . . : y L 4621
o 1 2 3 6 1 & 9 12
R (PI9E + )
Zat
7*t277®%@%ﬁ

« = X<7 0.8mg MM NT = X~ 0.5mg HOEKEH (12 » HR) 12k
é&%ﬁlﬁliﬁt@$i’31ﬁ X, FNEN9.6£2.3 8] CEIELERERA, &2 1E~fHK% 12
[[1) | 8.9+2.7 ] CEEAE R 5, b 1 I~ % 12 [F) Thotz, ¥ b/
=E A~ 0.5mg HTHREHIE 6 » AZRLUREICT =X~ 0.5mg OEHZZT
fcgi)%cfzgﬁfé TESEE O EEIEIT 4.4£1.7 [B] CEELARERZ, &4 1 B~&%%
6 ST,

BIEH

VR R EIR T E L AE M S = & X~ 7 0.5me BEC 33.3% (43 /129
Bl <THo., ERENWERIE, FBEEM 22.5% (29 #1/129 #) . IR 14.7% (19
/129 #51)) K OMRAIIR 6.2% (8 #1/129 i) TH - 7=,

Uy MES A RNRESORD VIR DRV ) V% FETRRE T CIRERICI LA, 1E
HLSMIF CAREZTT S Z &

**LOCF : Last observation carried forward

j,
7

) ARFN O TR ZEAEIC AL O EMBEEE ] ISk L TRB SN TWD AR OVHER
[FobvX<T (BETHEZ) L T1EBZY 0.5mg (0.05mL) %l RN 57
b, EMBIX. 12 HU EHITFHZ L, | THAD,

GRELERIZE 1 DIRB IR E M E)
NIVTRILT 4 2ERVERRNPHRE TR & LB E S TELEREER
(F2301 5tE®. RADIANCE iXBE%) > '0

H Y

JEHIITARIC R O IRASIEHT A % (CNV) IC X AR AEELETHBRE 2RI, K
EIEMN A a7 FHEONR—AT A 2 inb DL EIZIEES < BEEM O L E
MO FEBEIMEL L LT, HRAOLEMOERE] T TREDOTEEMED KA
WSO T ANTERNT 57 = X~7 0.5mg OFIEICONTVT KLY v
Z TR 00 (vPDT) (2xhd 2 it 2 BGEd 5,
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RERT A Sk, 74 MMk, T EHiEH, vPDT PR
k5 JRIITEICPE S CNVIC X D ABEEZ G T 588 277 F (HARNEE 50 6% 5 i)
SR8 < JRRUTHRICPE © TR EME CNV 2SHERR S T2 B
- ETDRS /) faE3e 2 H CRIE B AR EERE 4m JE L 7o iemB ESRLI A 27 5 24 3¢
FLLER O T8 SUFLLT GERLA R U 24 ) C 20/32~20/320)
E bR HE - BZEF OBEEREN & 5 B
< SRR DJRIRIZHiFE L= CNV 287 5 8#H
VBRI RIBICRTT 2 5T VEGF #F XX vPDT (2 L IR OBEERE N & D HBE
FERHGIEE BBtk 1 » A%0D 3 » ARICBIT DEREBERIIATT OR—2F 4 b 0H

WTZC R (5 1~3 » A %0 3 IERICEE B REHERN 227 D=2

7R EI T E H

A IS OB EOEEIE, modified LOCF 4 CTHfiH)

- B GBAMA 1 A% 6 4 ARICBIT 2EBERINATT OR—RAT 4 U NHD
M bR (% G5B06 1~6 » A% D 6 L SICB I D xEBIER A a7 D_—
AT A DO EDFHEE, modified LOCF* % THiE)

BB 12 » AROBRBBERND AT OR—=RAT A4 2D OFEELE
(modified LOCF*/£: THfit#)

- e G-BR%A 12 » ARRICERT D D EEEEE (FbE A f &35 ER Imm OF KN
DIFHHEIEE) D=2 T A b DFEZEALE (LOCF*E THilH)

BT ik

T X~ 7 IR, DEEMOvPDT BET 12 % H M ORHl 2 S L7z,

TR T TR, RBRBMARE RO GBtE 1 » ARICT =X ~7 0.5mg %l
FAEPNVESR U, #5BA2 » A% URRITA 1R RSB IER ) 2 a7 Z2H/IE L,
RN LZEDIERE (TRBR) | 1Y LEBAICHREL TR L, EEOFEIMEIC X
HRIMETRROSNT-HAICH 1 MoEFZEE L. HRAOLZEORLE] 12%4
T2HETH 1 BIOES2/keE LT,

<A ZEALD FLUE>

T HimE 2 BOKEBIER AT LN TREBER D A 2 7IC2{bn3 72,

7= A 7T MEECIE, RBRBIFICT = B X~ 7 0.5mg & H 1 [BIfEFARPNES T
U, &G 1 » HRLREIC DREOTEEMEOEEE (FRE2M) | IS8 Lang
Bl T L, PrRic DREOFEEIMEOENE ] 123N LI2E 81368 2 /5
L. #%8 L72e< 722 % TRz ik L7,

<R BOIEENE D FLHE >

OCT CETWMEHREE) Xt FA (74 LtbA U RBESEEE) 12X 530
T, REITHLI A M XOATHEE TR, & B VN ZTE B ISR R 3 A
NdH D,

vPDT #:ClE, #BREALGIFIC vPDT 250 L, 504G 3 » A% LRI, FREDIEHE)
PEDRAMEICHSE, = X~+7 0.5mg. vPDT £721L7 = AX~7 0.5mg & vPDT
DOOFH A i L 72,

LD, J=2 XA~ T THLOT7 =X~ 7 U TIEY v A vPDT* %, vPDT
TS v SR 2 O TEM L7,

fiAT 7 ik

HEAT R} SR AE

R ORI REM (FAS) ZAHMED ZEMT % E Uiz, TEMER K ONEE
7R B GHIIE B O E BT CIx. RMEFT O SEHIE & KAIE % O FZRIHE & O F¥ET
MHE T 5 modified LOCF #EZ#MA Lz, £72. FV A MEENTZTRTOEEDH B
VA 1 DL LG L. vo_— R T A S0 A 1 BB -4 =T
DOBEF % SAF L Lz,

(2R H ]

EEFMMIEE O EEBHENT T, 7= X~ 7 I HEONI #0 vPDT (233 DB %
PUF D 2 2O AR E K O SEARFIAZ *F L CTRREE L 7=,

Hoi : ps=vx~v1m—pwdr< 0 vs. Ha1 : 1 5= x~~»1—pwppr> 0

Hoz : g s=vx~>m—pwpr< 0 vs. Ha2 : 1 5= x~>11—pvppr> 0

TIZT Nomexer 1 ET7 2R T IO EEFMEE OFEME, ps=vxeruld7 =
E X~ 7 I BEOFEE, neeor X vPDT BEOFEIfE 2 R LTz,

iR 1L, Hochberg % AW =, KD a K#E% 0.001 & L7z, a3 2 0l p A
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7% 0.001/2=0.0005 Lh F OB . & 150 il p B4° 0.001 Bk F 05 &\ BB e
FETCE D, BERILEEI, Bl A AT L L TEMAT S Cochran-Mantel-Haenszel
(CMH) #EIC LY Fhi L7z, IWREHEROR—AT A OREHBIERIA a7 o7
U — (60 XTFLLT, 60 XXFHE) ZERFE L,

LRI R B H ]

564 1 » HEPD 6 » ARICBIT DREBEHRITAZA AT DRX=AT A b OH
MR b &L, UTORGRERET D2 EIc kg L7 :

Hos : ls=vxvr 1 5=exv71< =5 LT vs. Has : 5= xer -1l 5= 271> =5 LF
(D a K#E%E 0.025, FELMEBRE 5 3CF)

Ho1 & Hoe DR S V202> 72356 Hos DREITFE M L72v, ZOFNEIZ LY . Hor.
Hoz. Hos DREICERIT 22ROl a KHEE 0.025 IZHERFTDHZ &N TE D, {How
Hoo} (X 1MOFEREH L A7 L, (Host 13 1 MO FEZEREIAGR & 272 LTz,

Hos (2B % belid, FEZMAT & AR CMH BREZ AW, ELME~—TY % 5 X
Al e kHEE 0.025 LEE LT, 1BRKONRN—R T4 U OEEBIERA 2T O
J17 Y — (60 XTFLAF, 60 3CFH) #HK & 325 ANOVA 7 /LD V-2 %
FAWT, &EBIERNA a7 ORI E R O OKIREEM OZEIZEI T 2 i 95%
FHEXMEZEH Lz, ZOMOBEKGHMEEBIZOW T, #5815 12 » A%ICBIT S
R—2F A OIS EICx L, flalbfitE e F i L,

Atk

F R IE H

CBEEBEG 1 o A% 0 3 » HARICBIT AREBIERTIA I T OR—XF 4 b0
RSB b BIZ T = X~7 [ #£7T 105182 X7 (CFWHEHEHERF=E, LLTFE
£R) o, 7= X~7 0#T 10.6+7.3 LFOHEM, vPDT #T 2.2+£9.5 L7
O¥EMThH-oT-, 7= X~7 18, NEL HIZ vPDT BEL i L CHEICHEML
7= (p<0.00001, Cochran-Mantel-Haenszel #%E) .

7B G A B

- BB 1 A% 6 v ARICBU A REBERNAITOR—=Z2F 4 b0
HWRPESZ L BT = XA~7 1 BT 11.9+£8.8 XFOHM, 7= X~7 N T
11.7+8.2 XFDIMTH 7z, TR~ T IREHCKHT DT = A~ T NEDIHES
PEDHREE S 72 (p<0.00001. Cochran-Mantel-Haenszel fi7E) .

B HBRAMA 12 » ABOREBIERIT AT OR—AT 4 UL O ENET, 7=
EX<7 1 # 13.8+11.4 XFOHEM, = X<7 1# 14.410.2 XFOHEN,
vPDT #f**9.3+11.3 SLF DM TH > 7=,

EEBERARITOR—54 UhbDFEYEILEDHRE
[FAS (modified LOCF*xT#HiE) ]

YN oy s Reni s

SRS — B U S T

o 1 2 3 4 5 & 7 8 9 W 1 1
H#r (CEHEE + fEedE

EEO S Xv T I8 (N-105) @88 S 708 (N=116) =28 vPDTE (=56

- B HBHAE 12 » ARICEB T A PLEBRERE D — X5 4 b OB ER, T

= X~7 1R —66.6£82.6pm, 7 =& X~ 7 T —71.34100.9pm, vPDT B
—60.8+80.0pm T o177,
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PO EBBEEDA—R 5 Ui b DEHELEDOEE ™
[FAS (LOCF*& T#HiE) ]

100

S AN — 2 S

10

R (FHE + fEHeEE)
GO TR 7 IE (0=102) eee X+ 7T (N=110) BB 8 vPITEE (N=E5)

11

FIRBRICIB W T, AARANBE [RRKOMITRER : 50 il (F=X~7 1 #t:21
7, 7= tx‘vjngi 220 il VTRV T 0 PDT RE: 94 ] o&E5BIE 1~3

H A%

BT LEEBIERN A 2T DX—=2F A b OYREZE{EIT, vPDT

BT 25482 XF (%’aﬁﬁﬂ%ﬁﬁ%\ LUFAER) OMTho7zDicf LT, 728
<=7 ITBECIL 12.748.7 F. = R~ 7 NEETIE 11.945.1 LFEOEEMNTH -7,

£, RGBS

12 » AR OBREBIER I AT OR—=2F A VU inD O E BT

vPDT BT 10.949.7 XF., J=bEX~7 I #T 15.7+12.1 XF., J=bXA<7N#ET

15.5+8.4 SLF DM TH - 72,

Z4ent
T =X~ T OIRERIRI

s BERG 12 » ARETOT = 1:2776#1%%?\?&%0)3?%’7[)@%1 N
11
vPDT (#5BA4k 3 » AL = X~ 7

BT 4.622.6 0] CEPMEHERERZE, KD 1 BI~K%
3.5+2.9F (KA 1E~KL 12 [F) |

T X</ 1
Fobv X7 UEET

B TR BET32+250 (AP 1HE~KEZ 9IE) THhY, =t X~71#

VI XTUNHETEHEE LT 1R o7,

il
=

EH
- BGBALG 12 A R E TOREIRIRO BRI R I =T

FoERXw T IHET24.5%

(26/106 #l) . 7= X~<7 0T 20.3% (24/118 #]) . vPDT (T =t X~7#

) BET21.1% (8/38 i) . vPDT (T =t X~73EHKG) BT 13.3% (2/15 #)

ThHoT,

TR T IHE N T XA T NEICE
K ORI T RE CREBEH ML 8.5% (10 /118 ) TH » 7=,
BIEHORBIMEE T, = X~7 1 §ET

9.4% (10 f51/106 Bl) .
- BARNBE OIBFESGIR TR L
57.1% (1221 %l) . J=X~71

TEFNZ, AH T #E ORI 28.6% (6

5 EREWER L, ARHTEECHREM H i

AT 30.0% (6 B1/20 B)) TH-o7-, T/l
Bil21 Bl) K ORARA R 23.8% (5 /21

g;J) }ﬁ%ﬂﬂﬁiﬁ%ﬂ%ﬁjm&zﬁﬁ%ﬁﬂﬁﬁf&@\
D[,

- e HBAMG 12 » A% E CTOIRAORIERIX
HRIT 2.5% (3/118 1) . FA. EL\&UW%

WIS 10.0% (2 $1/20 1) T

tZ??Hﬁ@#LMW%ﬂ 5
WL LBIOHLDRETH -7,

*kk

FkAk

ek

modified LOCF : modified last observation carried forward (KM D E R L B DFE
TIE 0O SF-H) i CHIE)

LOCF : Last observation carried forward

% A vPDT : 5% 7 R UMHERK Z BT 2 40T, vPDT &R CAEEITH 2 &,

U LTER BT IERNER GO D IZE DR N Y U & TR T CIRERIZH LA
FEHLISMERE CALE 21T 2 &

vPDT #Ei%, #58046 3 » HRUKITZ 7 = X~7 0.6mg NG INEBE 2 &5,

E) AF O TR RIZEB T DRGNS | 126 L CTEBINTWD HEEOHEIL.
[T X~7 (BEETHEEZ) LT 1 HEHZY 0.5mg (0.06mL) % FANEEST
5, wEMBIX., 17 AUESDTFTHZ L, | THD,
Fo, NATRAT ¢ 0, BRNICBW T DRI T B RG4S ) 245
WA LTV,
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(MERREIZE)

D L—Y—RELGEREENBE L-ERARSE MMLEGER (02303 58k, REVEAL HEk) & ©

H Y

BERIF BV E (DME) (AN EEZ AT 57 07 NBEEGIC, &5 1
~12 # ABRICB T D REBIER AT OR_R—2 T A )6 OB b & % i
Bl LT, 7= X~7 0.5mg OBIMEIE T L —V — BB LIk 2 wlBhE
1D L— P — R AR R R D 2 BREE 5,

HERT A

Sl diE, 7 b, CEME, L — Y ARG R PR o R bR

RES

DME ([Z X 2 NEEEZ /T 57 U7 NEF 396 ] (HARNEBHE 154 Bl %25 Te)

Ep G AL UE

c AJ Y —=2 JHHZ HbAle 28 10.0%LL FD 1 B3 2 BERIB 2 H + 5 BFE

c D7 < & B RIS AT SOI O E AMERE IR G SBLZIEIC L 2R ERH D . L —
MR B E R LTV D Il s - B8 [ETDRS &R %2 HvC
W& BHAA R 4m CHIE L 72 IRIR SR O IR 1A 27 28 39 UL E R V78
SCFELLE GERLA R L S T C 20/32~20/160) ]

T rplRAF AL TE

© 7 2 DERT 3 A A BAICIR IR SR Pl A B AR O 5 2 21T - B

- WBRAT 6 H H LLWICTBHS RIRICILERR L — 3 — e BRI IE &2 52 1 1o B

- ABRAT 3 H LINICIR I RARIC EHME IR L — I — e 15 2 2 7 /3
G ML R R I AT e ]

TRt IE H

BB 1 5 A% 6 12 » ARRICBIT A REBER NI AT OX—2F7 4 6O
RIS (b (B 500G 1~12 » A% D 12 BB T A EBIER AT D_R—2
TAUNEDOELEDEE, MV-LOCF L THiitH)

7B E H

cBHBER 12 ARICBT DREBIERN AT OR=ZT A b OV EE
(LOCF*{% THifiE)
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ZZT Bomexeriig No=exer ey KON oyopmld 3 DOIREREICIS T 5 FEFE
P B ORFNO B A2 LK,

Hochberg L1256V, xtid 2 7l p 523 0.025/2=0.0125 BL FOEE XL 5O 7
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Haenszel (CMH) #/EZ1T\N, MEFFHEIZIX row means score ZfH L7z,
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7o TEPERERD O Ll 1T R B E B DT & [ U RiE CMH & % 7=,

i R

Bk
R IE H
CBHBRG 1 HEDS 12 » ARICBIT A2 REBERNAIT ORX—AT A4 160
HMEEH B (bR, 7= t27705mgﬁfa&ﬂmzi$(@ﬁ@i%ﬁﬁ%\
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- B GBHAG 12 4 AR O LMEEBREBEEOR—X T 4 b O ELREIL, T =X
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g e & T - g y a =
5 SRR G e
2D e <] =] T
il &
|
2 -a0
=
A
:/- 20 <@ Q
A ——o—0
%_'5‘1 U. l-).
— .
=180
L] -
@& 1 2 31 4 8 & 1 8 8 1w n i
Hg CRSIE + iEEEs)
oo FoEART0.02EE N=116) e—w—w HET H-115) ==e L —F -8 N=115)

7 =B A~ 7 OGN
c BEHBIE D 11 » A% E TOFEREHEEIX, 7= X~7 0.5mg BT 7.82.94
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515 H HOFHEREZ, ROP MMIA¥ERT & TR deE, A4, UTEl L
TWB5GE
515 B HOFHBLAEEDO WO BT, ROP 23Hifla] O FEAfRF I Hh~EEA L L
TWAIGE
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K AT v T OIRERE M O BT, TRBRHE Y AR 2VHEE U 7o R 2 fidk U7 e fl S &
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(;ﬁ‘j{}jgﬁei\ HA2 (I 5=vX~70.1mg—II X/~4f\~:’£0)

AT v 73 (2 DHOFEEREIRMHT O )
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o, J=ERA~YT 02mg BEE L—Y—REOA v XX 2.19 (95%E X[ :
0.9932, 4.8235) Th-o7=, L—P—RFHIKkTH T = X~7 0.2mg FEOEEMEIT
RRREE 72y~ 7= (7l p=0.0254, Cochran-Mantel-Haenszel (CMH) HiE) .

R n/M 95% " F AL 95% )
IR HE %) | mExm | EE 2| fzmxp | P
S—r =X
A=l g <7
7 0.2mg Hf (gg/ (7)? é%ggz)& 0.2mg & | 2.19 i%gggf’ 0.0254
(N=74) ’ ’ vs L—% :
\ —HE
; gfmxg ;L 5776 | (0.6374,
(N=77) (75.0) | 0.8423)
L—HF—Ff | 45/68 (0.5368,
(N=74) (66.2) 0.7721)

n : 5 24 12, WIRE BITIFBEIPED ROP 7372 < . m oK B TEREEIERIT & 72\ kB
B, BE5BhA 24 WULET OISR 24 WITFE L UTIEWED A A v F 2B+ 5 LIS -
LA, B 5BRME 24 BIZIEEIED ROP K OVR R ABEZNEREZ T L0 AR LT,

M : EEFHl (e L7 fEE2&Te) AT W RERE £k

CMH RBEIL, _X—AT A > D ROP ® Zone (I LWNII, ROP ® Zone (TR Y ERTi A E L

TG R A Rk LI ERI RS EO T — ) ZBRIN IV, ZEESEATIEIC L v iF% L=

a)4 v X%, Mantel-Haenszel 512 L A HEEM 2 H L7

b)xf b p fEIE. A liRE (BEAK#E<0.025) & HW\ 7z

- B 5-BRE 24 %O EEFHMA KRB OGS, #5804 20 ORI CHlive L 7o EE
MR ERE LTz, E ORISR, EEMHTCEEIMEE 2 (XM T NAREARKD)
LENE3HIDHI L, T2 X~T 0.2meg BEO 1 BlidfEic L THRERTh) &7
V., 7= X~7 02mg i 1 FILO L —V—F 1 FIEFEEMMAT & FERIC TRE) <
MERARRT ) & ole, TORE, BERIFEIL, 7= X~7 02mg # T
80.3% (57/71 f) . 7= X~ 0.lmg BT 75.0% (57/76 #) . L —H—FT
66.2% (45/68 fil) TH o7z, 7=EAX~7 02mg L L —F—BEDOA4 v XL
2.22 (95%(E#HX[H : 1.0088, 4.8890) THVH, L —¥—ffL T =X ~7 02mg
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REDOIRIRIER CHEZENRD bz (Al p =0.0230, CMH #7E) .

- AARNEMHCTOR 5B 24 HOIWRERIRIZT = A~ 7 02mg BT 77.8% (19 H) . F
=EAX<7 0.1mg FET889% (9 F) . L—H—#E72.7% ©114)) Th-o7z

- 5B 24 WOIRHRIEN =R 2 N OREEHERRRE (PERI, fERRE S, HAERMAE) |
BIBHHE (N—RF A D ROP HJEME, AP-ROP DA HE) HINZHHMN L 7=,

7&2212%7 7&1;;;;7 VYR
M | /N (%) M | /N (%) M n/N (%)

P oL 33 | 28/33 (84.8) | 37 | 26/36 (72.2) | 37 | 19/35 (54.3)

s 41 | 28/37 (75.7) | 40 | 31/40 (77.5) | 37 | 26/33 (78.8)
24 WLLF| 32 | 22/29 (75.9) | 22 | 17/22 (77.3) | 29 | 12/27 (44.4)
s | 24 HE
B |27 AT
27 HLL E| 24 | 18/23 (78.3) | 34 | 22/33 (66.7) | 28 | 24/26 (92.3)
750g LLF| 39 | 29/36 (80.6) | 33 | 26/33 (78.8) | 37 | 18/35 (51.4)

PRI

18 | 16/18 (88.9) | 21 | 18/21 (85.7) | 17 9/15 (60.0)

750g @

(ki | 1000g | 15 | 11/15 (73.3) | 15 | 12/15 (80.0) | 13 8/11 (72.7)
i
1&0%‘5 16 | 13/16 (81.3) | 25 | 18/25 (72.0) | 16 | 13/15 (86.7)

ROP »| Zonel | 28 | 19/28 (67.9) | 30 | 21/30 (70.0) | 28 | 14/23 (60.9)
Zone | Zonell | 46 | 37/42 (88.1) | 46 | 36/46 (78.3) | 46 | 31/45 (68.9)
(
(

AP- HY 10 | 4/10 (40.0) | 10 | 7/10 (70.0) | 10 5/8 (62.5)
ROP 7L 64 | 52/60 (86.7) | 66 | 50/66 (75.8) | 64 | 40/60 (66.7)
M=7 & MMl E 7= 955 E S

F 72 BRI H

« EEFHGIE H ORERCER ORELHRIZ OV TRIHE L 7=,

- B EBRLE 24 MUY LI BRE I T W T OTEIEEES 4 Bl TH Y | B LT-#k
BE OB A IXRRE CTH -T2,

- 5P 24 P’]uﬁu IREAA v T T L L SR OFEIS X, L—
P—HE (24.3%) . T=EAX~7 02mg it (14.6%) K7 =EX~7 0.lmg &
(16.9%) ﬂ?pof:o

- B HBAA 24 BZIZWNT N OIRIZIEEED ROP 28 LIz#BrE L, 7=t X~
7 0.1mg BED 3 6 (4.3%) THY., 7= A~7 0.2mg HLNL—P—F Tl
Wpo Tz,

- B G-BAA 24 BLATICWT N OIRICR R R REFMIRIG 2 LB o5&
X, 7= X~7 0.lmg # (6.7%) . L —¥—# (10.1%) KDOT7=tX~v7
0.2mg &t (1.4%) TH-o7=,

- B HBHAA 24 B IIEEMED ROP 235380 B 798 E 1% =B X~70.1mg & 3
il (4.3%) THY., TWTHHLIRO 24 RLL EIZ plus dlsease DIMEIRIE (R
REEITEET) | BRO LN, NEEMED ROP WA O &5 2 B2 Mk H
YRRz 1$Uéf%ﬂ%%mlgj DB DI HERE XN 2o T,

- FEHBAMR 24 ALIRNHIC AR REREFZNERPBD ON-HBEEILZ., = X~T
0.2mg ff, 7= X~7 0.lmg B, KL —%—# (LLF, [FIE) TEhZEi 1
B, 561, THICTHoTz, [EAUMERE IS OB e Z 5121 O MO & B 3
BHRAL) X, 22 i 161 (1.4%) . 3 f (4.0%) . 4 B (5.8%) 1, [EHEEHS
R SIRIER FOMEBEOE ] X, 2 1 6] (1.4%) . 0 # (0.0%) . 2 #i
(2.9%) 2. TEEBEERIC K SSHEBCRIEE ) 12, T 06 (0%) . 361 (4.0%) .
341 (4.3%) \ZRRD BT,

- ROP OFHEIT, 7= X~7 0.2mg#£31.1% (23/74%1) . 7= A~ 0.1mg
BE31.2% (24/77H1) T, KIBERECTRBRETH-7m, L—V—FD ROP DR
1. 18.9% (14/74 B1) ThH-o7=,
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frge e

5 = A~ 7 DOIREGIRI,

T X T EERE CESME) 1. T2 A~ 7 02mg B 240, T X<
0.1lmg # 2.5 A TH o7 (WIENEHIX. AR 1 EF >, AFF 2 FEE) . L—F—
HCTTIobE AT 2R LIEgREIT 13 fiTthy, J=bA~7E5EH (7Y
B) 1% 2.2 EITHoTz, b——MBEDCEREREDOERK B CEHHE) &, v —F
—HT 12 HCTholr, 7= X~ THTL—W —MEDGERE R % FhE L 795
FiX, 7=AXA~7 02mg Bf 11 fl, 7= X~7 0.1mg # 10 fITHH, L—H%
— MR E MR O S B X, L— B SRE AR EE LT = e X~ T
0.1mg FED 1 41 (2 HZEHE) k&, Wiitb 1 HThotz,

BIl1EH
IROBWERORBERIZ, = X~7 0.2mg & 15.1% (11/73 ) . F= X~~7
0.1mg A% 15.8% (12/76 f5l) . L —%—&E 8.7% (6/69 ) THYH, FJ=LX~7
0.5mg FECH T 5 ERRWER TR I 8.2% (6 #/73 #) TH 7=, HAANERE
OIRTHRBLLZEWEARBSEE X, 7= X~7 0.2mg #£ T 22.2% (2 #l/9 #]) T
HY . BIERTFREHm 11.1% (1 #1/9 #l) K OEBEEE 11.1% (1 #1/9 #]) TH
-7,

c ZOMOBWERIX, 7= X~70.2mg BN NT =¥ X~ 7 0.1mg BEDOF 2 FlIZ %
BB ZBRE . WINNOIRIERET 1 BRI L=FRTh o=, IRLS
OEWERIX, 7= X~7 0.1lmg B CHI LMFRAE (1.83%., 1/76 ) OHKT
HoT-,

W) VT 4 AETARNESR O TRAIEBYE ] o5 L TAR I TS AiER AR
%, 9= X~7 (GlaF#M#z) LT 1 [H, 02mg (0.02mL) ZiFAENKS
Dy B, BERGAIIFHEETELN, 1 » AL LEORBEDTLZ L, | THD,
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2) REMHER
(WEFRREABLIZE)

SV 55 TN 48 L 855 B% D2301 EXBR DAk #5aABR (D2301E1 5B%. RESTORE ##fatsr) »”

BT A L3, JEERT. Akl

PIE3 PEIRIF BRI L AR EE2 G T2 BF 255 L L7z D2301 o 12 » Ao
TEERIN A 52 T LB 240 #

TR UE - D2301 AR D AALFEAMEF (B 580612 » H#) OFMEiZE T L., 7= AXA~T7 DI
RN &I S T B

EEVAN A4 o AR T BN LR IE OB L A AT D BE

F R IE H D2301E1 &R 24 » AR (D2301 RO 5B 12~36 » H%) OZeM %, IR

K OIRDS OF FEHEGIIES SR 5,

TR EIEHmE H

- e G5-BRLA 36 » ARICHB T D REBIER I A 27 (ETDRS AR % Hvy, HIE

BRAGIEEE 4m CTHIE. LAFREEE) @ D2301 RERDR— R T A b OB E
(LOCF*{% CTHfiiH)

- Beh-Bhn 36 v A2 S HD iR (PO b &S ERE Imm OHA

DFHEEIR) D D2301 SR — 2 T A b O ZE LR (LOCF 4 THlia)

BT ik

D2301 B TEI D T SN TIRERICL 6T, 7= X~7 0.5mg i - RNES % 7]
fEL Lz, 7=EX~7 0.5mg O FANEFHIA 1[EE L, TR E oLt
ZiT L TR WA IR G 2k L, - LS aidsd 52 i Lz,
KTS8O H e >

LJT R, WO FREHEL - L= :HQ%‘L% 5,

sﬁmbt B 2 [Alo kb T HEhi Lt$§ﬂ %%%E?ﬁﬁxﬂ7®é b7 H U
D B V7R & FHFR Y R AT 23 FIWT L 7255

'@ﬁbk@fz@@%%T%%%Eﬁﬁ137ﬁ84i$(ﬁ@X*VV%ﬁﬁﬁ?

20/20) LLETH T84

W22 DIEAE AT U CIa & Tl L7=1%. ﬁ@ﬁ%%@@@ kB EmEE
ERRTIA 27 O RED 5105 &Y ERI AW L 7= ztiﬁmiﬁ%%u%:ﬁ
L7z, ZO%HA. ﬁﬁ%i@%ﬁ%%t#ifﬂ1@@%$%¢MLKO

B, LV ORRRER I, PR EAT AN I L 2 A T, RillElo L —
P—IJEERERIED D 3 » AL EORMIEZE &7 T ETDRS A KT A T HSWTEHE
frlEE & L7,

A5t

- B HBHAG 36 » ARRICB T A EEBIER I A 27T @ D2301 REBOX—RXF A i
®$ﬁﬁm%i]ﬂ%1ﬁ%@%ﬁﬁﬁm\?zﬁfvfum@ﬁf&mului
T OPSEHEREREZE, LURERE) o, 2=t X~7 0.5mg+ L —%—& (L4
T, GFHAE) T 6.7£1.05 JLFOHEM, L—P—FT 6.01.09 XLFOHINTH -
72, D2301 R TT7 = X~ 7N Eh SN/ 2 BETiE, D2301E1 iABREAGAIF 5
24 % A btof EE RN A a7 B3RS iz, D2301 BBRD L—W —BET
1L D2301E1RERICHIT 5 T = XA~ TR GIZ X > Ti@ B IEMR I A 2 7 OUENR
H LTz,

- e HB4G 36 # A %I B HLEEEIEE O D2301 REBRODX—RX T A b D

B B, D%m1ﬁﬁ%DF%E%U\ T=EA<7 0.5mg BET 142.1um D
Do PEHBEC145.9um O, L—W—FET142.7um O ThH -7, 7ok, L
— W —BE T, &5-B4A 36 » H%ITE T A L EEGEREE O D2301E1 5RO~ —
AT A (FGBME 12 5 AtR) »HOFEHELEIT, 79.4um OFD TH-T-,

zaetk

IR

- D2301E1 #&Bx D 24 » A (D2301 RO G-B4A 12~36 » A1) DIGERIZRIR

BT SIROBIEHRBLIZERIX, D2301 REBROIBFEERIIC, 7= X~ 0.5mg # T
13.3% (11/83 %) . BFHBET 20.5% (17/83 ) . L —H—RET 14.9% (11/74
#Bl) THotz, 5%LLEDOWERE IR LIZF %%imfh@ﬁ%wr@ﬁf%o
7=,

- D2301E1 RBa D 24 » AMICE T 2IRLAOBIERZELIEIT, D2301 Rk OIRHERE

BN, =X~ 0.5mg BT 3.6% (3/83 #) . BFHEET 6.0% (5/83 fi) . L
—F—BET 4.1% (3/74 BI) Thol-, FRETERIEN 5% EORIERIZ20 -
77
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- D2301 BB G-5E S 36 » A% (D2301E1 e LT 24 » H%) £ TDiR
R GRIZ B T 2RO EIEHREELRIL, D2301 REBOREENIC, J= X~
0.5mg BT 28.9% (24/83%1) . PFHEET31.3% (26/83%1) . L—H—ET25.7%
(19/74 ) TH o7z, BRECTRIEN 5% EORWEMIX, 7= X~7 0.5mg &
TIZHRYRA . RSP I K OSEREFE , AFARECIIRT R, AR, SRS & OME o
B, L—V—BE TR L ORI TH - 7=, IR ORITERRERIL, 7
=ERX~¥7 0.5mg# T 10.8% (9/83 1) . PFHEET 8.4% (7/83 %) . L —H —#f
T6.8% (5/74 1)) ThHoT=, HFRETHIEN 5%LL EORWEHIZAR > T2,

T X~ T OEFRINL
- D2301E1 iRBROBAGEN D 23 » H% (D2301 RBR O G-B846 12~35 » H#) £ T
OFEES EHE, D2301 REROIEREENNIC, 7= X~7 0.5mg # T 6.8 [A],
frAfEC6.0ME, L—Y—RHET65ETH-T,

- D2301 RO EBIAA D 35 » Atk £ TOVHESHEEIL, D2301 Bk DA HE
BIZ, 7= X~ 0.5mg #ET 14.2 [, OfHEET 13.5 B, L—%—FET 6.5 [T
HoT,

- D2301 REROFKL 5B D 11 » Atk £ TOEWEH AL, D2301 B OIE#ERE
Mz, 7=EX~7 0.5mg # T 7.4 8, JFHBET 7.5 E., L—F—#T 0.0 [FITH
~72, D2301 AR DO 5-BH46 12 » A% 05 23 » A TOVEHEHNEIEX, 7=
EX~7 0.5mg # T 3.9, JFHBET 3.5, L —WF—RET 4.1\, FH5H 24 »
H#0>6 35 » A £ TOFHESEEIL, 7= X~7 0.5mg #C 2.9 B,
EC25E, L—Y—RET24 R TH-oTz,

* LOCF : Last observation carried forward

L TS T A 5 % P 5 MG B BEASPESE 2T 5 B BB 26 B L LT, AR OV bk 2 Wi L
7= [EI N B AR R A % A TSR

(B AR IR £ IE & 4 5 M A L1 E)
EINERRREER (1201 S8R, EXTEND-I EE%) ™ '*
BT 1 AR, HEEGH GEER, 2 HREORHENH, Nt 12 #) & xER5E GF
Wi, ST, 2 HERE, /76 61) D 2 HkD,

VIR, RIEBGEN LS LT 76 BlOFER 250 #H T 5,
Zhiak R, 7 7 b, IR, BRI, 55 1/ 11 AHRRER

RES EP L FARKS R AL M (CNV) &8 5 N smBEAMEE 2 A+ 2 HANEE 76 41
TR AL YE —URIIFEFEFLE T CNV &£ 5 Il i BEAMAE 2 A4 % 50 Ll Lo

+ predominantly classc %, minimally classic ! B X classic CNV & 0720 occult
WOWFD CNV % 5

- G EMR ) A 27 (ETDRS H &R %2 HOHIER G 2m CHlE, L TE
B 3 73~24 3CF GELA R L G ) T 20/40~20/320)

F R ERAN L UE - IR & b B IEARL 13 34 ST O B

AERERIBRIRICANVT RV T ¢ &2 W27 #rEE (PDT) . SEEEH L — P —
JCEEE ., A IARGIBRIT OVREIEN & 2 B

T HERHMIE H FGBAMG 6 » AR OBREBERNIA T ORX=ZF7 A b OVEZE{LE (LOCF*iL
THIE)
TR EIEHG R B - WGP 12 » AROERGBER NI A I T OR=ZXT 4 b OFEEE
(LOCF**{% THiitE)

- B GBRER 6y AR KO 12 5 AR OEBRIER N AT ON—=2F A b O
DB 15 SCF AR OPHERA OF G (LOCF A THiH)

ARBRT ik 7=EA=7 0.3mg Xi30.5mg ZH 18, 11 % HH, &K 12 BIFHFAEREH L7,
RS AN
T2 IE H

- B 5B 6 AR OREBERNIATT OR—=2T A inbOWEH AT, 7=
EAX~7 0.3mg BT 8.1+112.65 X7 CPHEFERERZE, LLFFRER) o,
0.5mg #ETIX 9.0£9.62 LFOWEMTHY, WITNOEEHETHLX—AT7 1 Lk
WLABICHANKE L (= X~7 0.3mg # p=0.0006. 0.5mg #f p<
0.0001, ®EDHD tHRE)
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72 R EHTHE H

< BEHBAMA 12 5 AR OKREBERNI AT OR—AT A4 Uinb OB EIL, 7=
EA~7 0.3mg BT 9.5512.79 SLFOHNN, 0.5mg AT 10.5=11.14 XFOHMNT
HO, WTNERXR—RTA LR LAERENTH 72 (= X~7 0.3mg #
p=0.0001, 0.5mg & p<0.0001, XEDH D t ME) .

EEBERARITDOA—RSA4 U DFHELEDHRE
[ITT &£H (LOCF £ THitE) ]

() s F 4

S A — 2 S U g S T
o~ oo 3283

W B O

P N

o 70, 3ngBE(N=35)
=== TR 70 5meBE (N =41)
S o TSR (0. %neBE s 0. 5B R (H=T76)

A

I
5] !

0 1 2 3 4 5 6 7 8 9 0 1 12
E# CREEE + i)

c P H5PHME 12 » ABROEREBERIA AT OR—=AF A4 UNEORUDN 15 LFERM
DOWERFH DEIGIX, = X~7 0.3mg BT 97.1% (34/35 #I) . 0.5mg BT
100% (41/41%1) ThHv ., H5BHE6 » AZOEIE LR L ThH -T2,

eV

mIlEH

- BEHBHEA 12 » A% £ CIOIBERIRIRICRIL LZEWEHIX, 7= X~7 0.3mg &
T17.1% (6/35%1) . 7= X~ 0.5mg#ET24.4% (10/414]) THYH, 7=t
A=7 0.5mg BEIZET D ERENERIZ, IBE EA 12.2% (5 #il/41 #1) K OHRT
7.3% (3H#l/41 ) TH-T-,

RS OEIWER E LT, 7=t X~7 0.5mg B CHME, 185 K NEIMENS 1 4
WZi D BT,

“*LOCF:Last observation carried forward

) AAID Tl TR A M & CF 5 ISR BEAMERE ) (o3 L CRRB SN TV 5 Ak
AOHRIZ, 9=t X~7 (GBEETH#EZ) &L T0.5 mg (0.06mL) % 1 » HEIZHE
B3 » A GEAHD) WT-ENICEET 2, ZO%OHERHAICB WX, ERICL Y &S
Mk Z#EERHE 22, 1 » AU EOMBEEHITAZ L, | THD,

MR IRPAZEAE (20 © HBERIEZ A9 2 BARNEEZ IR E LT, AMEROLEVEZ BE U2 E PR
DFERZLLUFITRT,

(HRNERPAREAZEIE 12 S B BLZE)
ERNESRAER (E2301 &ER) 2

RERT A E2 e N SN TSN it

PIE S MRS ER AR PAZEIE (S 0F O EBETA IR K D HAEE 2 A9 2 BANEE MBIk B PA
J&E (BRVO) M 15 i, B LEIRPAZEIE (CRVO) HH 16 6]

T Gk e - JBIEXTZIRIZ BRVO X% CRVO (T 9 BT

c AT Y —= 0 T KBEREOIRIEX BIR O e S FE IEAR ) A FRi o JHE A 7= 3 R
CRVO : ETDRS i /182 CHIE L= i@k B A 27 53 24 SCFLL E)yD 73 XC
FLUF GERLA R L U ZAR 71 C 20/40~20/320)
BRVO : ETDRS i /)7 THIE L7z i BRI A 2778 19 CFLL B 73 3C
FTLUF (LA 3 L S0 1H7 77T 20/40~20/400)

E R A UE « M2E R DEE RN & 5 BE
-3 B AUNICWT I ORICHME#EZE (Bt VEGF 2 &) oRGREE2ET S
B
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TRt IE H

5B 1 » A0S 3 » ARICEBIT &% fﬁrtffﬁjj7\:17®m“~7\?4 Vb O
RIS bR (RGBS 1~3 » A% DO SEAICBIT A REBERIA T ODR—AF
A D OB EOVEIE, LOCF L THiH)

TR B EHI I H

- B GBMG 3 h HRICBT DREBIER NI A I T OR=Z T A )b DL &
(LOCF*{£ THfitH)

- BGBRG 3 o ARICR T PO EEEEEEE (TOE AP0 s T HER Imm OFA
DFEIHEEE) D=2 T A b OVEE bR (LOCFE THiE)

ARBRT ik

T=EA~7 0.5mg & H 1183 » HEkeiH HERNER L7,

EES

Bk

FERHm A H
< EHBE 1 » A%ID 3 » ARICBIT D2 EREBERNT A a7 O FHE(L &
BRVO #£T 11.3%+11.0 305 CEEERERZE, LUTEER) OfMThHH, ~—=
TAUDHHEBEICRDPNKE L (p=0.001, S0 H D t HE) . CRVO BETIE
6.7£10.2 XTFOHEMTHY, X—RAT7A4 UL ARICHENPYGE LT (p=0.019.
KIGED B D t E)

7B REHIE B
B HBME 3 » ABICBIT AEREBERITIAIT DOR—RT 4 b O ELENR
BRVO B£T 12.8+12.1 XF DO, CRVO BT 9.1+10.5 XFDHEIMTH 7=,

BEBERARIATOA—RS A4 UM DFHELEDHRE
[FAS (LOCF*%THHiE) ]

BRVOEE (N=15)
o8 w0 bmg

(o) M

SR AN — S U S S T

1 2 3
A (pmE + EER
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CRVOHEE (M=16)
oo T w70k

() M

DSV DN — 2 S U S R T

o 1 2 3
AL (pE - meas)

T RTORERE OB 3 » HZICBT AL EEfE)E (P z &35 ER
1mm OFWNOTFEEEE) O_X—2 T 1 b0 E [T Carl Zeiss
Cirrus HD-OCT (LLF, Cirrus) & O Heidelberg Spectralis HRA+OCT 2 & 5 HIEfHE
Z RIREFICA#ET] 13 BRVO BE (15 i) T 212.5um D4, CRVO B (16 fiil) T
442.1pm DWW TH o7z, Cirrus %AV THOREIGREIRE 2 RIE U7 98E cl, &
HBA4E 8 1 A2 2 TUDEEEIEE D _— 2 F A LB D425 E1X,. BRVO B
(12 f51) T 239.6pm DA, CRVO # (11 1) T 366.5um DD ThH o7z,

REEHBIEED R —R 5 1 U b DERELBEOHE
(Cirrus THIZE L1-#E&%&) [FAS (LOCF:%T#HiE) ]

BRYVOEE (W=12)
oo S v 705

5
F ]

RN k=
SEFVAAN =) SWERESECR

g

280

450

o 1 2 3
B#  (puE + meEs)
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CRVOZE (N=11)
oo 1770, b

(WA ) ol R4
—

SN — L SEEESNC T

450

S '2 ;
. (FHIfE = EEEE)

YEH

c JREASIROBIEA O RBRIL 32.3% (10/31 #l) THV . BIEM I, M0
19.4% (6/31 #l) . SIRAER 12.9% (4/31 ) K OHRE LS 6.5% (2/31 ffil) T
HoT,

IRCIALDEITEF X, BRVO BEDAIIHE S, |mIE 13.3% (2/15 #) . & E&-
6.7% (1/15#1) TH-7T-,

74 A
l

* LOCF:Last observation carried forward

) AF O TSR ZEIE (L D MR RE ] IO L TRB STV A AEL ORI,
[T X~7 (BETHEEZ) LT 1 HEHZY 0.5mg (0.06mL) % FANEST
5, BEMBIX. 19 AU EHTFTEHZ L, | THA,

(RARMIRE (Lt 2T« RBEFERRIFEDHZH] )
EIRR £ R 5 M ARER AR AR BR H2301 EXBR DAk #eatBR (H2301E1 5ER) *
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B FEIEAR ) DlogMARMRFAE T O G5-BAERF 5124 Ath £ T2 bmE CFHIfE =+
EAERZE) 1—0.08£0.340ThH Y . MEIFMICHBRUELZRD T,

2) REBEHELTER | Hrl@ FARKIEE AL M 2t 5 Hnlkis 5HEAVEAE

FEDARXITENME EIER A kG & U TR e il Rl A & 920 L 7=, 2013 4F 3 |
HEOB g S T 5,

LF-5%E -
£

(1) 0tk

HRERARAT I

(B

ARG HFAIR PR FEE (P O BEBEFEIE, SRAYATARIC 35 1) D MRKESORT A L, BRI 85
BEFEIE, AR HERE
A% L7220

B R L
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VI-l. REZHICEESH D
LEMRIFLEYEE

VI-2. EEER

(1) 1EREML - 1ERERF

VI. E3HZEB(ICREI SI1EH

T7YVL S b, Tary AT
TR BEOH DL EMOIREX T REIT, FTORMNXEEZSZRBT L L,

TR~ T (BB Z) 1, &N T-A (VEGF-A : vascular
endothelial growth factor-A, LA~ VEGF) ([Z%34 5k MEE/ 7 v—F 141
RO Fab i Th 5,

INERPEBEZSMEAE . AT CAE U A EERUNIK T O —K & U CHRAE MBS A i
% (CNV : choroidal neovascularization) 23R ILTWN5, ZD CNV OF
X, mEHAK T THDH VEGF DR EGLTWD, Eiz, MEEEIRE
FENE (2 PE D B IE-CHE RIS B O RN O —> & LT VEGF (2 L 5%
FRHETUERRIE SN TND, 2D X D12, VEGF (I CNV OFAEW Nz
PRET D720 TR, mEERMEZ TTE LEBREOBBLUCE S L T b,
RALHEESE b AR, MBIV T VEGF 2N RENCEA S D 2 & TRE
BRI NHHE LRIET 5, T = X< 71X VEGF 4 -1 ® VEGF Z & HES
R A A AZRERBI O @RISR S L. VEGF & VEGF &K & ofbA %1
EI D, RIS VEGF 12 X 2 &5 A VEH K& OV Z5E M o TeHEVE & P
T %,

JZEXT TDIERKRF
SHFIL D VTFMEERE ) FEDEOMR )

I &
VEGF
VEGF  mgets 1 P B 4R
| | T 5
o .
=DD: Fagw ) mE
| M
Anti-VEGF
SZEX<T

t R VEGFIZIZVEGF BT DA T A o T2 L ->TT IV BBENER DD
BREHL QDT A Y 7 —2RAEINTWD, ZNHDHE VEGFr (F
fr&E$ii7T X ) BEAE£T) . VEGF165. VEGFi1s9. VEGF206 @ 4 FENF 7=
HT7AY T —bEEIND, VEGF189 XN VEGF206 13NV VS RAAL U %
FH, Mlast~< Y v 272 (ECM) RMaFRm DO~ U ARWE &R FEE L
THEY, IFLALEREL 2V, UK LT, VEGF21 13~N Y USRS L2
WODT, BEAMIEN GRS ICERET 5, VEGFes (IHRIRMEE 2R, AR
NTORBEENRELZWVWESINTWS, £7. VEGFi21. VEGFiss.
VEGFis9. VEGFs06 1ZMIEFNAFIET DX R T ENEEFR O 77 A3 TY)
WrsnsdZ LiZLo TEDIEEZEF TS VEGF10 £ 725, ZDT T A 55
EYEED TEMEREZETDHVEGF DT XTOT A Y7 +—ALIZIZVEGF %
BIRFES RAA USR5,

TmEX TN, IO DOEMEEEAT 5T NTO VEGEF 74 Y 74— A
A L. VEGF Z B E~OREEZLET 5, 7= X~7L, VEGF OEH%
FHET 22 L2k, CNV O A IR T 5 & & bic, CNV MEEE
ML OIS FEIEZ T2 2 Sk, BB O CNV SCEREZIME 4 5
FERE L THADNEET L B2 615,

o7



(2) EmEZRMTHHR
RiAR

VEGF O7 AV 74+ —L KN TTFAI USREYOTXTICHBELTNSET =
R~ TREEENL ORI (FE R 4 O AXIR)

TIRIACE BN ER G
NES VEGFﬁgﬁﬁﬁﬁw {17 NSRRI
’ VEGF 206 | 86-89 | ‘ ‘ ‘206
’ VEGF 159 | 86-89 | | | ‘ ‘ | ‘189
’ VEGF 15 | 86-89 | | | ‘ ‘ ‘165

137

’ VEGF 12 | 86-89 | | ‘ 121
|VEGF (7523 aem  [®-8] |10

SEXTT A &/ %
TIAI KB

1. MEAREBERF (VEGF) (x9SR EHER

1) E b VEGF [Tt Z4EE8ME (/n vitro)

EWiEEEF T 52 e N VEGF @ 2 D7 A Y 7 4 —2 (VEGF121.

VEGFi65) KONT T A Vg CAEMTEEZE T 5 VEGFuo IZXT 57 =
X~ (GBI Z) OREABIfIEE Biacore (T T X - ILMENT
BEE) AW CTHEEGRCHNT Lz, 7= X~7 132 b0 VEGF (2% L T
EWBFE RS Lz,

ka (M1g1) k (s1) K (M) Ky (pM)
VEGFi21 | (10.1£2.3) X104 <105 >10.1X109 =99
VEGFi65 | (5.60.28) X104 =105 =5.6X109 =179
VEGFi110 | (5.2+0.02) X104 =105 =5.2X109 =192

1) VEGFi21. VEGF165. VEGF110 (2T 2 ka (ZIBRHEBRALU T TH o720, K KO
Ko lIHHBRED ka AWV CHEE LT,

ko AT OREREE T, ka: BT OMBEREES. K BT OFHEEAE.

Ko : LT o A R e

2) Y XVEGF [Cxtd BEESEMME (/n vitro)
TFJobvRA~T (Bl z) OUYF VEGEF (2T 5 BT o it 5
(Kp) % Biacore ZHWTHIE LR, 8.8£8.1nM (P iE#EFEZE) Th

ST,
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3) E kVEGF FROMEN KM ETEICx 3 2BEER (/n vitro)

T RA~T7 (BIE T2, 0.02~5.17nM) % rhVEGF*165 (0.26nM) .
rhVEGFi21 (0.36nM) XiZ rhVEGF10 (0.39nM) & A > F=X— &, B b
Jifs 5 # R L4 P R (HUVEC) £ %R L. HUVEC o 8958 %
alamarBlue [Z X2 NBENICIVBIE L, = X~7X, & s VEGF I
Ko THEREIND HUVEC DS Z H EARIFHICILE L, ICs (50%BHE
FE) 1XrhVEGF165 T0.44+0.07nM, rhVEGF121 T0.56+0.14nM. rhVEGF110
T 0.2370.03nM TH - 7=,

*rhVEGF : recombinant human VEGF (#fzfl#tx TIEK L7t b VEGF)

E b+ VEGF 555 M HUVEC 18JEICxtd 55 =—EX< JDEEER

16001
-B-rhVEGF
7 165
5 1400+ H @ -o-rhVEGF
121
T —4+-thVEGF
- 1200+
L
é 10001
%:bj[é
2 800+
=8
2 600+
%
i 400+
200 } } |
0.01 0.1 1 10

S—bE X TEE (nM)

4) E b VEGF SFEMENERHMREH S DR FEAICKT HBEER (/n vitro) 3
T A~ (EIGHHEZ. 0.03~4.1nM) % rhVEGFie (1.31nM) LR
A L. HUVEC B#BEHETICHEML, A v Fa_X—=F LR, =2 X~7
IZ. thVEGFi65 12 & > CHUVEC 75 FEA S DMK 1 D3 8L & FH EAKTF1
WP L, IC501% 0.81+0.070M T - 7=,

£ b VEGF %50 HUIVEC MABIRFELICHT 55— EXT TDOEEER

80.00
70.00 [

s

il 60.00

s

= 50.00

25

&2

~  40.00

=}

©

?‘ 30.00+
20.00
10.00-

Control 0 41 207 104 05 025 0.1 0.06 0.03

TR 7 RE (nM)
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5) £ b VEGF FHROEFZ:BMEICKT HHEFMHEER (/n vivo) »

EAEY NEELEEZREET VAR, 7= X~7 (BEFHEBEL, 1~
6000ng/mL) & rhVEGFi21 (205ng/mL) . rhVEGFie (100ng/mL) X%
rhVEGF110 (189ng/mL) % FHN# 5 L, VEGF I Xk » THERE SN 1E &R
Mz NN 2T N —ERFHTRE LI L7, 7=t X~ 7%, VEGF IZ X
% & il e 2 &R AF R E L, 2.070M (100ng/mL) A EOREIZE W
T, Z#H 3 > VEGF 124 - Til% S5 MAE FIE M2 13 F 82l L
7=

E k VEGF SFROMEFZBMEICKT 55 =X~ T DI A

5000
rhVEGF121
4000
£
S 1 rvEGF
i 3000 - |
i I
= .
'z 2000] "VEGF,, I
e ]
1000
0-
0.1 1 10 100 1000

T A~ TEE (ng/mL)

E b VEGF FRMEFZBMEBEICEFE5I_EXITDEAF/NFT A —4

RTGRA—H rhVEGFis; rhVEGF 121 rhVEGF110
Emax (HEFEH) 3460+ 803 4160+ 565 2360+ 721
I1Cs0 (nM) 1.18+0.354 0.742+0.522 0.430+0.300

Emax=7 = E X~ 7IHEHFET (FErER L) ORKoER
IC50=Emax ® 50% DXt 8T HT7 =B A~ 7 RE

2. ErEAERCIgRUFey ZRIFICHT DIEMEEM (/n vitro) 2

b Mtk Clg ~DOfEAMET., FHEBEEOMBYIIT = X~7 (o)

BT vEATL—NMIa—T 47 L, e MK Clg Z8IMLTA v Fax
— N&, fEE LTl Clg 2 Y SHiR Clq PUR TR L7z, F72. Fey &K
(IA, TA, OB, MA) ~OfEEMEIX, Fey /K Eza—T 47 L7 L—1h
1. EEFE Fey RIA (2% LCIEE / ~—, {BHFfME Fey R ICx LTl v ¥hite
I kappa #{& 2:1 TIRA LERSIEZL A ~—D T = X~ 7 IR ERMNL
A rFaX— kg PXHE FF (ab) 2 ZHOTHRE L,

T =AY I EETRS FICIFET D Fe ka2 & A TORW=H, b Mk
Clq X't b Fey ZRERICHES Lo T,

E FEAClg RU Foy RBRRKICHT 55 EXRTDREE

ECs0 (u g/mL)
R TR Fey 2544
Clq | Fey =% | FeyR | FevyR Fey R Fey R
(Fcy RIA) ITA IIB A A
(F158) (V158)
A= Ao >400 >400 >400 >400 >400 >400
5t (rituximab) 1.4 0.0040 0.72 2.5 3.7 0.43
S (bevacizumab) 1.9 0.0041 0.99 3.9 6.3 0.53
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(3) TERRBERRE - Fi
FRF ]

3. IR#ZIEFHLEME (CNV) IZxtT 54ERA

1) CNV mEs\RHEINFEIER (/n vivo) *®

B =2 A PLORICHEEE (50pl/iR) Z 2 B EICH ARG L, 21 BHIC
L—P—HE LHER LEZCNVET LIZBWT, = X~<7 (‘ié{zs%fﬂ%ﬁ&z)
0.5mg/iR % L —HF —4LiE 3 % (42 HH) KO 5 8% (56 HE) TN
BHL, 7VvA L A CaObIREERICE Y. CNV JREEMEL-*, 7=¢
A= 71, L= =% CNV 60 meE %/ﬁﬂjzﬁ:ﬁﬂﬁww_o

L—Y—ERCNV(graded) 133935 5 = EX 7 (0.5mg/iR) DIMFIHER

30+ 7_1I:X77 (0.5mg/BR) Z42H B L56BE IR E
= n=

10

(yopeib) M Ni<=n

L——0E L—F -8 L—Y—0E L—F— 8 L—F— 0B
2iEt% A 4:&1& 5@1& 6:&1'&
G588 (4288) (49HB) (568 H) (63HR)

* CONV B R MLAE SR OFET © 703 Lt A VAR To 4 BT
gradel : G/ L, grade2 : I Z b\ bt e, graded : i& i XX H
OB BMHOEIR M, graded : WERATHIUL T ORE Aol 0 & HBESELSL
DE AR

2) NILFHRILT 4« > PDT HERIZEL 5 ONV MBSV RHEHIHEIER (/n vivo) 3
H= A4 PFNLDL—P—iFEF CNV T /MIBWT, GIRIZNVTRLVT 4 %
FAWT NS (PDTY) & 9=t X~7 (BETHEELZ) O ENE
5. (¥Rl 0.5mg. LARE 2mg/iR) %, ZERRICEEEEORY FANEE G- &~V T R
4> PDT #EE L, 74 btEA UdEIREERICE Y CNV 6ok
I L7, TR~ T~ ULTARLT ¢ 2 PDT & OFFHIZ, PDT Hm & b
2 LC CNV 760 mEINRHIMGEWER N EN T\, B, 7=t X~7L
PDT Of%hRIZ, BEAFVa— (T2 X7 7T 1 BREEICRAIZE
f§‘ PDT HATC 1 WRAEICIEE X 2 BFEICE— BIZEE) 12X 2908 0%E
utu &) E)Z"Liﬁﬁ‘o 71:_71:_&) |—J Ei i & &)quz'ﬁﬂj l/f:o
PDT Photodynamic therapy CE#R1FEROFE)

L—F—BRCINVHSORHICNTS
FZEXRTERNVTERIVI 1 %AW PDTHAIC S SMHIER

9 35HE DM 10 568 B DO
8 9
7 8
6 =7
z Z 6
iR iR 5
4 g 4
3 3
2 2
1 1
0 ‘ ‘ ‘ 0
grade1 gradeZ grade3 grade4 gradel grade2 grade3 grade4

BS=-EXT+RNIWFRIVIoZBWEPDT  EIRIVFRIVI4Y%BUL=PDTDH

ZEER e L
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VI-1. mAREO#R

(1) ARLEHS
e

(2) BEREBRTHRASN
o e

VI. EMEIRICET SHEE

ARANFIHF NG L > THEAT2EAITH L Z L0056, LUTICIRNTOH
WEhe R,

Hyghie UEANT—%) 39

HLLE PRSI £ (CNV) Z £ 5 Inls B8 iE (AMD) B I A A
EHAEANERGS LEE THO 288, F1/TMHO 2 RBEECEIMHEO 1 3 BT
BoNMET T =8 X~ 7RE &2 AV CREEM Ry BREfitT 21T > 7=, x5
WL T CNV 215 AMD B3 228 5l (o7 v 675) T, AKX 0.05
~2.0mg/IROFFADOHEZ HAE L <X 2 lE~H 1 BT 12 » ARKERS
THREIEIEREEFETH T, RREEMIEMTRBRENTIZI T 5 AKHK D
YT R RS 1, I iE R DR 90,000 fi5 THERS L. £ DI -HITK 9
HEHEE S 2™,

5 B X TR b R TEER A~ OWIBUEEE AN E < | B RN R HIE L7z
TESE e N B PR AR CTdo 5 2 L T2, LI T B HE R 13 R [ 3R B B
AT CREAM L 7=, E7-. b b TR FAE A BRI A 2 L IR TH D 2 &
NHEMWIET LR b EITI R OB RE A HEE LT

Y LR

1) HEHRE5HER ™

AH| 0.5mg % ol FURKE R AE M E (CNV) % £ 5 I 8 BE 4 M E
(AMD) @ HARNEEOWHFENICHEIERG L&, MR T =X~ 7R
BRI, #5491 BRI Hm MG FIREICEIZE L, Cmax ¥ 1.86+0.61ng/mL T
oz, Fio, MIERHIEEIL 7.9 A ThoT, 2B, HARANZEBIT Y
RN T A — 2%, AE AN OREIEMBIREMEHT 2> b AT S - KB RE R T
A= OB L ZZITFRD e o T,

BAANAD 2ZBDHEFARNIZS—EXT T 0.5mg &
HEHRELZEEOMBEFRS —EXT TEEHE
(ng/mL)
257
EEIE YRR
20 T n:6

BIE

1.5 7

1.0 I

FEEENL A N (N

0.5 1

48 96 144 192 240 288 336
5% ROERFHE ()

HAAAD 2FENDS Z EXX JHEMFAARSHEOEYHE/ NS A —4

Beh & Chnax AUC
(mg) tmax (H) (ng/mL) (ng* A/mL) tuz ()
0.5 1.00 (0.97-2.97) 1.86+0.61 14.90£2.86 7.85+3.38

tmax @ PRAE (FIPH) | ZOMOD/RT X —F  SFEfE AR (R

62



)

(4)

M

(2)

)

(4)

(%)

(6)

M

P

BE - ftAROEE

FYIRE SRR
INTS A=A

PR ik

USEVEESEFE

7
&l

HRRETEH

X

DUT7S3VA

STEH

Z D

B&EH (RE2L—

ay) @

PR ik

2) RIEXRSHR WEAT—2)

UL F CNV 29 AMD #3532 6l A% 0.3, 0.5, 0.75, 1.0, 1.25. 1.5,

1.75 XU 2.0mg @ 8 BFEOHETOWINEIZ KV | 2 J# M2 R RN i

HL, MiEH 7 = X~ 7EEZNE LR, 18 B LSRR E &

H5#HOEH~OIEERREITEO b o7z,

FE) AHID Tl T R B A L8 206 5 I SEBEZSMEIE | (1S L CAGR SN TV
HREROCHEIZ, [T=tX~7 (@EF#H#Z) £ LT 0.5 mg (0.05mL)
1 o AEICHERE 3 » AR CEAW) M ARNICERGT 5, ZO%OMEHIICE
Wi, SERICE YV REMBEZEERE 7220, 1 » AL LOMBEH T 5 Z
L, | ThHo,

DR L

AR L

IR 6 2HPHERA~D 1 RIS OEHIEER S D 1 IR R ZE LTz 1-2 3
— M AV NET DB ENEGREOMIER 7 = & X~ 7 RE-RH 7 — % O
BIZAR b LTV D 89,

DR L

I T8 s E R L

I 0 7.9 B (ARG SEEAMESRE ., B AN&EES, n=6) 19
<HE>

AHNZ ARG Lz DT = X~ 7 OAEWEIRARITIEE 100% T
HV., b MIBITDT7 =X~ 7 OMiE &N IIR 2 & O J5HE FE % X
ML TWDEB2 NS, o, BERIEMEEMIT RO, AR50
IR 9 B L HEE STz 8

Bd Eoeyg s )77 A 2440/ (N EEMERE RS, - ERNE
5., n=228 O RHE IR B REMATHE JL) 35

BT OSAMERE : 2.97L NEHEBEAMEELSE . AN E S5, n=228 Ofk
AL SR B BEARAT i 5) 35

B R L

RESEFA SR B RE AR AT
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(2) RS A—2ZEBHERA

1) BEEEMBERET HEAT—%2) ®

HLE T CNV ZfE95 AMD B ICARF A FANE G LT BEoEy#hie s~
NS EhREfRAT (FRAT S0 T, 3 1A 2388k, & 1/TAO 2 AR & OV
FHO 1 38R L., ¥ Ialb—3a L AAKOEYENEOHE 21T 72, %F
ZIX CNV &£ 5 AMD ## 22841 (> 7 L4$675) T. A#1%0.05~2.0mg/
RoOFHEOHEL RS LT 2 BE~A 1 RERFY 12 » AEFTSES
FhefbhEThoT,

FHEFIZEW B R OFE RN D, MIETOEYBELHE LI L Z A, KH
0.5mg M FARNIZ 30 BEICHEE LizHA. #5481 BRIC k& MG PRE
(Cmax) 1ZEFEL, THFIRIED Cmax 1T 0.79~2.90ng/mL (95%EHEIX M) | KK
MEFIRE (Cmin) 1E 0.07~0.49ng/mL OFEFHIZH 5 & HEE S v, AHFIAY 7K
N GREOIMTE PR 1L, VEGF OAWFRIIENEE 50%MHE T 2 E  GHfas
S A FERE L UT- in vitro#BRC 11~27ng/mL) % FTREIS EHE X bz, £,
AN ORSFAE TPLEE L, M5 T EE DK 90,000 {5 THERE L. # D15 0]
TR B EHEES N TV D,

2)ﬁﬁﬁ%ﬁ%ﬁ%ﬁt¢®%?ﬂW&ﬁ5AW%%@%%@%KE(%@A
T—4)

HEMEEARPAZESE (RVO) BEICAFIZ LT 512 LT, HEFAEGIoLE %
BET 57010, LEBROMTE21T -T2, TIE. TOE T CNV 215 AMD
BEOMEMMT CHONZET VEEH L, HEREL L TR—2T 1 i,
RVO O 7 % A 7 (MBI IR A PAZESE : BRVO., MM L FR AR EA 2E0E
CRVO) #iatL7z, BRVO % & CRVO H& & ORI T, HpEhme <7 2 —
HICHBERZTIRO bR hoT-, R BIEER M ~DBATIZH LTI,
Bt LI EBICOWTEENRBD N hoT-, 2RI 7 UT IR
T 27 VT F=0 7 VT T AORET, FLE T CNV 245 AMD /&
F L LT, RVO BED TR KE)ho7-, LLARRS, RVO BED T =
X~ 7 MiEFEEIL. ZD1FE A EN VEGF @ ICs i (11-27ng/mL) i
TholoZ b, VEGF IZBHET LA EFLORBNRF— LT F=02)
7T AL OHBITRO NN EnD, TORBIRMALOTHLHEE
Z b,

PLEX D, RVO BFICBIT A MIGH T = XA~ 7 REIZFLE T CNV 249
AMD BE LRETHD Z &, £72. RVO BEICAAIZH G5 L&, AFlD
ARG OMLEI RN ERRIEBES T,

3)%Wﬁﬁ%ﬁﬁ%ﬁt¢®%?ﬂW&ﬁ5Am%%@%%@%mﬂ(%@A
T—4)

BER B EIE (DME) BEICT =X~ 7 2l IRNTESR Lz & & 03y
BREIZ OV T, FULE T CNV #4959 AMD (BAF, A AMD) B3 L ik
L7, DME I[C XA NEELHTHEEE5 L L-EARRE (D2301E1 &
BR) I M LT-BEOMET T = X~ 7REZ2BHE AMD HE O i i
L L7z, F72. DME &#F & HA AMD BEOMET T = B X~ 7 RE
A U CREERISRMBIREMENT 21T - 72, BHA AMD 38 O REEM TR 5
h LD, KREYEEE T A —F (IR b 2FIEER I ~OBITOHE E
B, AT or7 VT T A RORNTOSHER) ([CT 2RBOEEL K
L7,

D2301E1 #BrTo 16 51> DME H#3& OE B EHER & 189 il A AMD
BEICB T DAA 0.56mg DR IRKNE G-1% O MG R E 2 R L7z fE g,
DME 1%'\%0) Cmax !i%j(( 436ng/mL\ (%:%Hj;jl:g AMD f%’\%@ Cmax !j: 382ng/mL
Thole, NERFEYEREMTOME, RNTor )T 70 ZARORNT D5
HRFEIITE RO EEBITR O T, KFN O KD HAEER L ~DBATIEE
DIENFEBIZL > TRRD Z ENRBINTZ, DME £BEFORPGEEDIE S 2
W<, ARFNOMIE T ~OBITOY-HIE, BHA AMD £35C 10.5 H, DME
BFET3.6HEHETIN,

DME 32317 5 Mg T 3D E O I ElL, AH 0.5mg 5% 1 HEFRE
BT AMD B L0 EVMEA 2o L722S, 8 % OFRESARIZ3 T AMD
HELEETH T,

4) RRARBBEEZEOBEAEVHEREN (BRAARUSNEAT—4) 17

ROP [EFEOMRICT = € X~ 7 0.1mg/lR XX 0.2mg/lR ChY RS L7 &
X, T2 RA~T i, HRES 1 HH T Cnax 2R LT, Cmax DMLIEFREE (OF
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VI-4.

VI-5.

M

(2)

)

(4)

(9)

(6)

R AR

&
=)

fn 7% — b B8 P& a8 4

i % — BR #E R P @ a8
i3

FHiT~0BiTH
BR~NDBITIE

ZDMDHEHA~ADE
7%

MmiFEOHES

I £ REHERZS) X, 7 =Y A~7 0.2mg # T 24.7£52.4ng/mL, 7 =bE X~
7 0.1mg BT 12.1£25.5ng/mL Th -7z, #4529 HEOIMEFH 7= X~7
DOWEO T RMEIT, %5 1 HH TORE LKL T /7 % (0.2mg B :
1.07ng/mL) &Y 1/8 % (0.1mg B 0.566ng/mL) TH-o7=23, #4529 HHE T
@@%$5:EX?7%E@¥@@M&%1HHT®E%$%E&%@LT
1/14 % (0.2mg & : 1.81ng/mL) K& 1/17 f% (0.1mg &% 0.732ng/mL) (2K
L7, %72, ROP BHOFERICT =X~ 7 0.1mg/IR 3 0.2mg/IR THYF-1K
AR L7Z2E ED Cpax XY AUC 1Z. AMD sRABEORIBIZT = X~7
0.5mg Z i FIRPNTER L7z & X LB L, Crnax (FERAE) X2 EH 7.7 54
U16.2 5, AUC CF¥MHE) 132 Eh 6 5k 12 fFEh - 7z,
MiEFND DT =X~ 7 OHEKIE, AMD ASBE CEEY : % 9 B) |
NTRUVMERDFE D iz, RHEEFHIZEMENREAAT OFE R0 6 | m%wwgm@
HA~DOBATOFRHNIIR 6 B & HEE Shiz,

W) T 4 AT ERNEFHE O TREAVEREIE | 125 L TEGR SN TWD ik

CHRIE., =t X~7 (ExrHl#Hz) &LT1M, 0.2mg (0.02mL) %
THRNEGT D, B, LEREAIFEESTELN, 1 » AU LOREE BT
L&, ] THD,

NAFTRAZTEVT 4 HEER 100%

AANTI RIS G Stk R L CRaEEE ic
i¢ VEGF ORIEALICRIET 5, R ~O MM ITHET L TR0,
MR B REFEATRE s B . B R B 1Ay RPN IR & (2% L C 90,000 %>
FREE L STz 39

JiRE L, MR bR A
l%

<HE>

T AT (Efnfffiz) Z=a—Y—F 2 RETA F7H X 0.5mg.
= 74ﬁw/(wmgXi2mg%m%%W&5b TR HE TSR K OF
EHIZBT A HEYEREL MG LR, 7= X~ 7 O RN E%ZOLEY
FEIFIHEITH 100% EHEE I, IBRNTIHIZEA ERB SN2 &R
SNz, iR T = X< 7REX, KT &L T 1000 70 1 Th
0. AR R R L AT L TIR R 5,

1) WA, HERERER )

T A TR ERGRICIEE LT, £ CoMEBIORET D, KEID
T ARIRIC IS T DIEE 0 (b)) 13K 3 HREITH V. MRS OIERILAY T
WIS DR EREERTH > T2,

2) BRERPNZ3 A 38

125] FEFR D T =B X< T & U X OM - ENICES L CIROKMER~D oM %
et Liz& 2 A, VEGF ORBEN Th DGR EE %2 g Te AR+~
TORENS T XTI an,

B R L

DR L

B R L
B R L

ML gER e L

AR L
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(1

(2)

(3)

(4)

VI-9.

VI-10.

VI-11.

e

BHER L B LR
e

RFICEBET HBR
(CYPEH) On¥F

B, HE®x
ELE @D R D H E
RUZDEE

REMOFHEDEE
RUEMEL., FEL
=

HEtH

S U RR—4E—I(C
B9 S 1EHR

B FIC L HBRER

BENERERHITD
BE
Z Dt

AERNTEAERBNTHD Z D, EERNORFITHAT DIERRINEA D
fREEERIC K > TOfif - LT D EEZ NS, FEBERBROFERN S 1X, Xt
EMFRRARITIFIE 100% & RBEL b Z &b, IRERNICEIT 5 AR D
R UID RO EFEEIT/NESE N EDRIBEN TV S,

DR L

AR L

L

B R L

AHNTEAERFNCTHD Z D, REMKRD R0 A~ HE 2 =2 7 Pk
MR S 13 E 2 b vZauny,

RUER R L

AFIEAERANTHL Z b, BITTHRESND LITEZ LR,

1) BHEEESEE GMEAT—42)

RIORHERR B 2 A9 2 A 2 53R L3 Eh BB 13 50 L T\ ey, REE
MR B REfEHT 35 L 0 BHERE L AFID 7 V7 5 v ADOBEZBF L=, B
R N &£ 5 /B3 (200 il 136 fil, $#E (CrCL 50~80mL/min) : 93 i,
PR (CrCL 30~50mL/min) : 40 #], =X (CrCL<30mL/min) : 3 %]
T B R SRE M T ORER DB EEMAT OFE RN D, BHENSTEEIK T L
WA, AEOZ VT T AL 1T%IETT 5 LH#HES T,

2) FrigeeEEEE NEAT—%)

ITFERERR T - 26 G & U - SR B AR 13 52 b L TN, REEHTERYE)
BEARAT 39 OFEE B IXFHERE BT 12 & 2 BT bR o Tz, KK
FEAERATHD Z L6, BHITIRLS 31T 2 E A0 MEERIC L0 0 -
HETDEEZONTEY, IHEEETEHE B THEYIRIIRE < LH)
LigneEZ b5,

DR L
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VII-1.

VI.L ®¢% (FALOEEF) CEYTSHEE

Z2ERNREZFTDOER

ERRAREEDER

MEEX (TR R IZBYE
THIEELEDER

RZERUVRAEICHEE
THIEELEDER

EEGERIEL
ZDEH

BES N TV

2. EZ (CROBFEIZIFEBEELAENI L)
21$ﬂ@%“’ﬂbﬁﬁﬁ@%ﬁf@%é$%

2.2 IBXZIRBEFICEGROH B HEE, HOHIWVITEROENOH B EE (RN
REOEERRWEAN BB T OBZENALNH D, ]

2.3 IBNICEEDORIED H 5 BE [KIENEAT HHEMELRH D, ]

(FEER)

2.1 RFNO RS LIRBUE OBEIED & 5 FBEF AR 2% 5 L1 HER
EBUESER DRI T D AREMENE 2 5D = <E7b> *ﬁx’]fcﬁfiakbf
BRE LT, Zliﬁﬂ@&“ﬁf IEELTIE, M2E+50 ﬁb\ AH D B3 1
JEDOBEERN S 256121, Kﬁ'@&“ﬁ‘iﬁ?é L.

22%Xﬁﬁ%ﬂm@%®%é%%\%éwﬁﬁﬂﬁﬁ%l IR DG\ D B
HEETIE, BOBYEDOFER TE L2 K- TR EMERH 5 2 L b 2L
e LTz,

2.3 AANBEGANCBEICIRNICEEORIED H 5 BH T, WA ANEHOREE
WX, REZILICE(NSEIAEENRELZONDZENLEREL
770

(V-2. DEESUTHRICBEET 2R 22MT 52 &,

V-4, MELOCHERICEES 2ER] 2ZRT52 L,

Wt T 4 ABEFERRESR. LT« ABFRPESET Y k

8. EELEARNIEE

8.1 MM IBIZRET A MM Z A L, M- EANENOR G FHEICET 5+
IR - RBROH DIRBHEDHANAKN ZHR ST HZ L,

8.2 M FIRINIERICER LEEAH S 236540 (THESE, MRRMEE, Hed miRE & OF
e AL ) ~OWBUE OBEEREIZ O OWTCEHANZHo 222175 2 &,
[11.2 1]

(FEER)

8.1 MR BB T 2 M AR AZ A L. RIS O 5 FH SO i O E
ﬁ%%%¢5+ SILFER - RRERO B D IRBHE D HPIRRAT 21T 5 L O
BEAaMa L7

&2@@%@%ﬁmomf\KﬂHW?@<\%?%WE% B LEH S D
A (HFEIE, FRFRIE, PrE sIRSE L OB 3EAE) 12DV T b SRS E
JEDOBEFEZ MR 5 L 0 R 2 L7z,
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o T 14 ABEFRRESR
8.3 WFIANIEROEICIZ, TROAICEELRNBITY &L b, BEF
FICERT 2 EEFES L LRI, IR M O ATE S DA EF
GRS HESNTVWDHIOTHEETSHIZ &, [11.1.1, 11.2 ]
8.3.1 MY IRINTERIT, MEELMTFTITH> &, (FTATRMEEEZITV,
TS, 2 U EREIRZRER . WE N L —7 ROV E R as % 2 59
HZE,)
8.3.2 AAIERNT, T4y 722wk & I ESIRAI OB E21TH) 2L, R
ATHMAE LAS 0 BB 1t U IR SR AN IA AR B G- 3 H i b &
HG#% 3 HETRRETH L, )
8.3.3 INFTOHEH T 4 V& —fFEBIREHE, W ANEFIIIER Lian
L.
8.3.4 EZG AT, B ENRATHEIEEIZR L TiX 0.02mL, *
DM OBNEEIZ X LTI 0.0bmL TH D Z & 2R ERICHERT D Z &,
8.3.5 RN, MRARIE, ZFLEMEMAMERIEE, MRS B OMENE I RS 3
HETHZENHDHOT, BENBOOLNEHEICIE, BEHICEKET D X
IHREICHRET S L,
(figE%)
8.3 [EWHKHRBRICHEWT, AFOIMEHTIT L, BEFEZO L DITERK
L-HERELD Y b, BN RO LNMER E U CREBEHMm, RE
K O - IR TR0 % ol LVEE 2l L7,

8.3.1. 8.3.2 HifHIMi % DEETHILETH Y . M ERNEFHIEEL TO—Z
PEEHELE LCRE L, B, REAJEEPBEICRS W TIE, ZiEsm
R DGR ER C, INIRPUE S IREOAKEE 3 Bl b& 5% 3 HE T
OFHGITHEL TR -T2 2D, KPR SIRE O 5 o
A& Z DM OREE & XBI LT,

8.3.3 Wt T 4 AHM T 4 N HF —fFERIEE D KN TZD, T IRNTESHT T
30 7 — Y DOIRBHEZ WD Z L IC oW THEEME L,

8.3.4 AANIRIWORER EOIIGRAMD T, 1 XA TNAHEVIZEENT
WHRENED bN-EGEIVZIEHINTWS, [EH EOE
B OHZHERO L, EOON-HKE CRAEMEGE IS L T
0.02mL, ZDOfthDORhEEITH LTIk 0.05mL) 2S@EeiciEbssns X 9.
B 5 ORI OV CEEE L,

8.3.5 ARG L VIR, IRKIE, AL MR, MR & OME
PANESEDEERAFEFEPREINTHDIZ b, BHICEAL
WY AT A D & 5 BEEIFET D,

Wt T4 RAEFAERNEFRAFY b
8.3 MHT-ANEHOBERIZIX, TRORICERLERBLITI &bz, 5T
FICERT 2 AEEES L U ORI, RN ORI sEof E%
GRS HMESNTVWDHIOTHEETLHZ &, [11.1.1, 11.2 BH]
8.3. 1 YT IRNIESFNE, BMEKIMTTITY 2 &, (FITHTRMEEEITV,
R TS, I T EREIRRER . WE B L — 7 M O E B I a5 246
HTEL)
8.3.2 AAIBEHRNT, o2kl & I E SR OB 5 217> 2, (A
BHUESIRANIAREE 3 HA bR G5% 3 HETRETHZ L, )
8.3.3 MEEEAEPITZD, HERNCT T V¥ —A by =D F— A
oy OJEE 2 FERR (0.05mL YY) IChEbE, BEEEERTDLZ L,
8.3.4 RN, HRAKIE, ZLFLEMEMAMRIEE, MBSl B OMENE 1 N RS 3
RHETHZLENHDHDT, BRENBOOLNEEAICIT,. BEHIOEET D &
IREICHRETS L,
(fiRE%)
8.3  [EWEERHBRIZEWT, AAOIEHATIERL, BEFHZOLOIZER
LEAERLZOHI L, KRNEZ RO LER E U OEBEH M, IR
K O IR e % Gk LR &2 Mgk L 7=,

8.3.1. 8.3.2 Iffpiflitk DY TBHALE TH Y . il FIRPNTESHZER L To—fi%
FIEESFEE L Cie#E L,

&&3gﬁy?42%%¢Wﬁ%%%y%ﬁ%ﬁ@ﬁi&%%%@kw\ﬁ%
r L7,

8.3.4 AAEGIZX VIR, IRKAE, ZLFLIRMA:REBRIEE, MEBEEL L& OME
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V-6, HEDNERZHTH
BEICEHT IR

(1) &HE - BEEFD
HoHEE

PEAAESOEELAEFRZPRESNLTNDL I b, REIICEALL
EYRIEREAT AL L O BEZIRET 5,

T 4 AWFERRES &, Lt 2T 14 ABEFERRESEX Y

8.4 WFANESFIZEVIREZ I LR ESE2BFNRH D, F7-. FF
BEDIRE B s ST b, AFIE G, SR ILEE I T O MR &
AR R OEB 2@ TH) 2 &, [9.1.1 ]

8.5 AFIDOM T AENEF%, —FNICERERNHLDOND ZENRH DD,
Z OFERMEE T 5 £ THEBUEOEES B B % ORI IIEF S0
EOEETLHZ L,

(FIDETIREIEFEME S MEEMEME. WIESRFAZREICHESE
BIZIE. MAERICH (T ARGIEFEME . HBRREMZE)

8.6 EHAMICAHRIMEAZZHME L., AIMENTRD LR WA IITER L #&E L

RNT b,

(fiRE%)

8. 4 [ENIMERRER COARFIFKGIZ L HIRE EFI1T, &5 30 0% I L., &
NPT RCCIRE PR E DMLEIZ L v | 1 BRBICITIZIER—2 T 1
DOIREEE TEIE L TWD, EEDIRE FERICOWTIZAM R EHRIT 2
WS, AAEICBWT, =X~ 7R 5% BEOZZ (ZZ RO ik
8 : 4.5 [B]) (27> CTHEIRE (30~50mmHg) AMHIE &7z 4 JEFIA,
WEINTWD 39, IRE EHIC X 0 AR pLEE o i it b o f pefek s 35 %
oL, HEFEEICEDAREM L H D720 ARG % ITIRE R Ok
HEED MG = M 5, IREEFNBD SN HEAITRIEZER], RS
PRI D e GO Y 7 LE %17 9,

8.5 EWAMNERRBRICIH W TER, —BEEINE TAREI L TWD D, K
B 5 Z D X 9 RIEIRD S S b -G/, JIERNREIET S E Tk
H EhEE O IEfE IR O BRIEICEFE IR0 K H R8T 5,

8.6 THIM el i, N T W g s Ca IR E R A OFE RIS
WTARBI OB M 2R A BNIZEEN L, AANZ X D185 B ROk D G4
HIRr 5 Z ENEETHY . AIIVENRRD B LHW L= 5a1213iE
REBH LW & e LT,

9. RENEREHIHBEICHTHIE
9.1 BHHE - MEEZFDHLHESE
9.1.1 &NE. SREEDESE

[8.4 &[]

9.1.2 MMz (MNIEE, MHELDE) XF—EBERKEDREOBRETEEZDNE
FORERERFDOHHESE
[11.1.2. 15.1.1 &&]

(FRER)

9.1.1 RANOEHIZLEY, RIEN EFRTHZ ERHESNTWDHTD, FRNE
IEEIREDRE TR, IREZ ERsEsB8EnndH 5, ( [VI-5.5E
FWRIERMER & T OFH ] DOIESR)

9.1.2 AEEGEKRFEBRIC IV T, A do— MK 5 E O BEFE 2 FF o B
T, MAEFOFREDBDOTIEFAND D, £, 0w TR E M
ZE D I A MERE 2 xR & L sNES I - S 10b ARG B
D 3 REROFAMENTICE N T, HHFENRe B BEITRO N> T2 M,
AFH) 0.5mg BE TITIMZE T DI HLR A6 B H A~ EEAIS E 2 & A3
wENTWD, (ITvi-8. BIEAM) . (TVII-12. 2o FEE] O
)

BIE STV

BIE STV
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4) 4kTEREEHT HE

(5) 4E%

(6) #=FLim

(N s

<o
#

(8) BnE

vi-7. #HE{ER

(1) HREELZDER

BRI STV

9.5 1F47
Il SXATAEYR L T2 TREPE D & D e VEIZIE, TR L Of D a2
LED LB SN D GEEICOREETHZ L, KENL, ZDOH VEGF 1EH
D B IETER AT IR N IR - BRIR A B T A AREMEN B E TE 72
W, —F, =7 AP E WA AR (0.125 X 1.0mg/iR
M IRICERE TR T ARNE L) ICBW T, MiET 7 =X~ 7 REN
EEZR LR 1 61 TT7 = X~ 7 DIRRA~DBATI MR S T=08,
RERGEME, BRSSO aT MEIZRR O Do 7o, 723, $L VEGF 1E
MEAETLEE (N XvT) T, v Foif - kIERER (10~
100mg/kg % g BEMIEARNE 5) 1280 T, RITEEORD WL
DM, SME - BREEEETHREOBEMNRED biiz & ORENH
2,
(fFER)
9.5 iR D BE KT D AAOMHRBRIL IR, =7 A i v A5E
FABERRICBWT, P72 A~ 7RENEMBE R L-BEY 1
BITT =X~ T ORRBA~OBAITHMER S L2y, RHEEME, IR EEMEX
IMERTREIZRD o7 90, ZhoDZ a2 FHER L. AFICX
DIRIFENMERBEICORMERAT 2 L HEEEWRE Lz, 7k, AAIEH
D VEGF FLEEHZG T 28K ("N X<7) TiL, B CoAEd s
AR T, BIRAREDORD . WINROEEINERHE SN TV D,

9.6 R2LIF
BB EOFRMEM ORFLREBEOARMELZE L. RILOMe T Ik 2 1
MTLoZl, B MR ABITT DL OWMENRDH D, RALSNIZHLIL~D
B REFLEA MO WA~DBII A TH D,

(FRER)

96tFFK%%%%WW&%%K%%%ﬁ%%@%Mt2%@&%%%%%
5410

Lt 2T 4« AW FERES R 10mg/mL

9.7 MR
AR AAEMARE LIS O /N 2 kb 52 & U 7 BRRERBRIT S i L TuvZeuy,
(FRER)

9.7 REEMEBUES OMHAREE, BAER, fIE, SIEAINRITH 2
B ARRABR LM L TR b7, RRVEIIMEZ L Ty,

W71« RBEFAERGESAE Y k 10mg/mL

9.7 N
REVTHERDES LISk O/ N % 55 & U 7= BRI RRBR 1T 5 6E L Ty,
1) Ao T NABBNOKFEEETH O . ARRE|TIIARARLEE

(fRER)

9.7 RETMEME LA OIS HARER, FAER, LR, SR N3 2%
BRAR BRI L TR 67, LML L TR0,

9.8 HmAE

—RICAEFRERE MR T LT D,

(&)

9.8 mnE ~KEGTHHEO RIRERL L TR L, Silsd TIE iz
ERERE. ITTHERES O AEPERENME T L TV D Z EBZ VDT, AHIZKRE
TLHOEEILBEORE LR BE L OOEEICKEG T 5,

AFENIEAE TH Y . WY REEEER & 20 LRy Ehie 2200/ AR Iz SN
TIHETE SN2, BETL TR,

BIE STV
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(2)

(1

HAZTEETDER

BIER

EXGEIER & H
FEIK

BRI STV

1. Bl¥ER
ROBWERRH LOND ZENHLHDOT, BELE TIATV, REDPRD
LN G ARG &2 T3 572 SR AE AT ) T L,

1.1 EXGEMEA

11.1.1 BREE (1.5%)
MR HI L, 7 IRRIEE, MR LRI, MRt s bRl iR
i, FEFLIFPERE IS RIEE . MR, R, RS E AR, K
W, IRNERH DN Z LD D, [8.3FM]

11.1.2 fxZd (0.1%)
[9.1.2, 15.1.1 Z{]

(fRER)

11101 s FHRKS BT AR A % £F 5 Il S B A MEIE B g 2t g & L [EN
51/ IMERARRER (A1201 3BR) K OVMEERARRER (FVF2598g #5k,
FVF2587g iR, FVF3192g i) | MIEEHAREAZEIE IS L 5 sbtiE 4 A
THEEERRE L ENEIHFHERREE (B2301 R5k) &K OYMEERR
Bk (FVF4165g ik, FVF4166g itlR) | RAYEHIZ I8 1T 2 NRASIEET A4 i
BEEATHEREExG L U EE LR MR AR RS (F2301 #RER) | #F
JRIGHEBEIEIE 2 A+ 5 BE x4 & U= E B R IR AR B (D2303
ABR) K OVERRARBR (D2301 RABR) | M ORAENEEIE B35 % x5 &
L 7= [E BSR4 AR G R 3R ER (H2301 RABR) O /&RH ERE TR HiLi-Fl
TER OBFE RIS E L3 21T o 72, IRFEE I, 7Y A8,
Mante & B R RIBE, MR BRI, RS ORI, ZRFL R R
MERRI B, MERERFL, ERMEAMEME ANEE, KB, IRN) | Bzt (B
FEZE, BdHM) (2 oW ik, FEIMNORIER ORBBIUEE 2 8% L TR L
7~

11.1.2 A EERRBRIC T, 20— MM 58 /E OB 2 FF o3 10k
W, M2 O EROIIEGN N D 5, ( IVI-6.(1)APHE « BEEREZS D
oA . I-12.(1) ERERICESER) OESH)
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(2) ZDfDEI{ER

11.2 Z0iDEEA

5%LLE | 1%~5%AKiil 1% AT A AR
& B g B B A TN iﬁﬁé& R %
TR
i it — — — §=qiil
FEAPARAR R — — SR, R —
IR E (A%
% . TR
K. MLE B
% — k&, 7 Fv - —
. miEE
B, miE O K
i)
- T, W | ROET, E
"R — & iE, %0 -
B E
A B v . HR B
iR B — — . R, IR —
sl
iR P_— T | RIS FERESE . T L L B
B | ™ X — RS
E TE S R AL
EV - - TE S AL L T -
TSR TS P
M — — il = AR 1
HERREN — IRy | S IRREE —
IR A8 % £ EGR . A | AaAlEREY
R — B 9E . £ T AR
%, AEE
iR = B |IRAE. Ro | IRIE. IRz, | IROBEEH
MR | R, WIE | ANE, #BT A
@, Rz S5 | Nk, RiFEO 7
Z D FESE. IREA | v 77y BRI,
Pk, IRFEM | BT E H M, 4T
WA, BESE
)
MOk % — — Ik —
W b & — — L —
et T ) B B AR Z Y FEE . R
HBIEE™ . fTHE
& R — — B —

E1) [8.3&M]
*2) [8.2&M]

(f2ER)

HUOVE RS ST A2 78 & £F 5 I B A e BT Akt 5e L LIZENE 1/1
FEERRER (A1201 #ER) K OSMEERRE (FVF2598g ik, FVF2587g
Bk, FVF3192g #BR) | MRS ARBASEIE 2 O SBEREA A7 5 BE &%t
G b LE-ENS I RRR (BE2301 R5R) K OSEEKRRAR (FVF4165g
B, FVF4166g #BR) . ORI T D IRGIBSE A 5 2 A4 5 BE &
*G L U7z [E BRI R 2 A ERAR B (F2301 #BR) | HESRFEBEIZME 2 3
L ERF ARG L U [FE BRI E S ARG AR RER (D2303 3ER) K OSMEER R
B (D2301 #RER) . K OKRAEHEIREBHE & xf 5 & U 7= [E BRI A 55 AR S IR
AER (H2301 #BR) OARHERE TR bLNZRIEH O AT RS & £
FrEAT o7z, IRFEE (GEEEH M., 5 RRIBE, WA R HEE, ke
FREBL, RS ORH L, LR A, R, MRS L, RS
ErEE N, KB, RN | B2 OEZE, im) K OWRKSE (0%
K. WHTEE, WEERAEK, 7 FURE, siESRE. 8iEORIE) 2o
T, FEIMNORWERORBBELZGH L CRIN L, 2k, EiERNSO
BRI T 2 ERFCRER L L TR LN o o F 5% [HEE AR
L,
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SEEFEIMERRBHEER VBRRREBRE -
fl B T ARFEAR R AE 1M B & 4 S v & P

1. ERNERRER

LR PARKSIESET A A (CNV) 208 5 Il sg BEZE PR AE - 88 B 25 5 & L 7= [E NIERIR

DT = A~7 0.3mg & 5HEL O 0.5mg GBI DRIEHREL—&

L ANERTAR R BB 88 i
BIVEHFBUGIEL 21 f
RITEH R B 52 1F
RIVEH R BUES= 23.9%
0.3 mg H5E 0.5 mg %58 &t
SIVER% N=41 N=47 N=88
n (%) n (%) n (%)
EEHFEIRBIRK 7 (17.1) 14 (29.8) 21 (23.9)
DEEE 0 1 (21 1 (1)
PeliE 0 1 (21 1 (1)
REE 4 (9.8 7 (14.9) 11 (12.5)
= DI 1(24) 0 1 (1)
AR 57 0 1 (21 1 (1)
BT 1M 1 (24 0 1 (1D
il NS e 1(24) 0 1 (1)
A 0 1(21) 1 (1)
387 0 3 (6.4 3 (3.4
HIET IR 0 1 (21 1 (1)
HENEE HH 1fn. 2 (4.9 0 2 (23)
WK 1(24) 2 (4.3) 3 (3.4
—IBHER R T 0 2 (4.3) 2 (23
AT 0 1 (21 1 (1)
BERBEE 1(24) 0 1 (1)
T 1(24) 0 1 (1)
BRERRE 2 (4.9 6 (12.8) 8 (9.1
IR E5- 2 (4.9 6 (12.8) 8 (9.1
EEBLUR THBES 0 1(21) 1 (1)
1B 0 1(21) 1 (1)
mEEE 0 2 (4.3) 2 (23
5 IfLE 0 1 (21 1 (11
U 2 LR 0 1(21) 1 (1)

2. SVERRREAER

SAETO CNV Z£E D IR B MEE B8 874 ]2 x4 & L7z bl iR (FVF2598¢g
FVF2587g Bk (ANCHOR) . FVF3192g #Bt (PIER) ] ([CB I HEIEMEH &

BRI G5 874 1
ARIZFEL U 7= BIVE 2 BB 5L 4717 15
MRIZFEEL L7 RIVE S8 BLER 54.6%
IR LAZL o> mIE A 56 Bl Bk 32 f5i
R LAZR o Il %6 B =R 3.7%

73

HEr (1201 #Br) T

Bk (MARINA) .



1) _BRICHIE L-EI{ER

0.3 mg &5 0.5 mg & 58 a5
BER% N=434 N=440 N=874
n (%) n (%) n (%)

CHE 236 (54.4) 241 (54.8) 477 (54.6)
REE 212 (48.8) 211 (48.0) 423 (48.4)
R o> B 3 (07 2 (0.5 5 ( 0.6)
PHIERE 4 kP b 0 1 (0.2 1 (0.1)
MiEO7 LT 3 (0.7 2 (0.5 5 ( 0.6)
ARk 7 1 (0.2 0 1 (0.1)
R 25 0 1 (0.2 1 (0.1)
g 0 1 (0.2 1 (0.1)
F P 0 5 (1.1) 5 ( 0.6)
Ktk ke 1 (0.2 1 (0.2 2 (0.2
T& T AR 1 (0.2 2 (0.5 3 (0.3
s A M 1 (0.2 0 1 (0.1)
TR H i 56 (12.9) 61 (13.9) 117 (13.4)
T T M 8 (1.8 7 (1.6 15 (1.7)
Fb ISV e 3 (0.7 1 (0.2 4 (0.5)
g 3 (0.7 3 (0.7 6 (0.7
T LV X — PR 0 2 (0.5 2 (0.2
AL AED 1 (0.2 2 (0.5 3 (0.3
Fa s 2 AR 0 1 (0.2 1 (0.1)
FAEOD A 1(0.2) 0 1 (0.1)
4 VA 1 (0.2 1 (0.2 2 (0.2
AR S 0 2 (0.5 2 (0.2
gl E eIl 1 (0.2 1 (0.2 2 (0.2
A ta SR bRz I 0 2 (0.5 2 (0.2
MR 75 1 (0.2 6 (1.4) 7 (0.8
RPN e 2 (0.5 3 (0.7 5 ( 0.6)
WU O 0 1 (0.2 1 (0.1)
AR AL BT 1 (0.2 1 (0.2 2 (0.2
RAE 8 (1.8 3 (0.7 11 ( 1.3)
AR HH . 0 1 (0.2 1 (0.1)
AR 31 (7.1 25 ( 5.7) 56 ( 6.4)
ARM 95 (21.9) 94 (21.4) 189 (21.6)
MR 5 piiE 17 ( 3.9) 14 (3.2) 31 ( 3.5)
MR AR 3 (0.7 1 (0.2 4 (0.5)
AR A 0 1 (0.2 1 (0.1)
R Ao e 5 (1.2 6 (1.4) 11 ( 1.3)
AR AR 2 (0.5 3 (0.7 5 ( 0.6)
MR Mg T o 2 (0.5 1 (0.2 3 (0.3
R o> B 35 ( 8.1) 38 ( 8.6) 73 ( 8.4)
o] 0 1 (0.2 1 (0.1)
SRAE T A 1 (0.2 0 1 (0.1)
AT . 1 (0.2 2 (0.5 3 (0.3
RO T 0 1 (0.2 1 (0.1)
ITEBER RS 3 (0.7 9 ( 2.0 12 (1.4)
A 0 2 (0.5 2 (0.2
I 17 ( 3.9) 23 ( 5.2) 40 ( 4.6)
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0.3 mg ¥ 58 0.5 mg ¥ 58 G

EEA% N=434 N=440 N=874

n (%) n (%) n (%)
CA LR T 1 (0.2) 0 1 (0.1)
A IEE 0 2 (0.5) 2 (0.2)
TR N 35 (8.1) 26 (5.9) 61 (7.0)
WCTILNEE SY o 0 1 (0.2) 1 (0.1)
EBEAE 2 (0.5) 3 (0.7) 5 (0.6)
EBEE 0 1 (0.2) 1 (0.1)
AR AR P 18 (4.1) 17 (3.9) 35 (4.0)
AR i 21 (4.8) 26 (5.9) 47 (5.4)
R FESE 1 (0.2) 0 1 (0.1)
9 4 (0.9 3 (0.7) 7 (0.8)
SEAE 2 (0.5) 2 (0.5) 4 (0.5)
MR 0 1 (0.2) 1 (0.1)
HAETIRE 0 1 (0.2) 1 (0.1)
SR NS 2 (0.5) 4 (0.9 6 (0.7)
i FL IS St 0 1 (0.2) 1 (0.1)
MARETH IR P 2E 0 1 (0.2) 1 (0.1)
B e 2 (0.5) 0 2 (0.2)
s 0 1 (0.2) 1 (0.1)
FEREE HH 1fn. 5 (1.2) 0 5 (0.6)
BN HEIE 1 (0.2) 1 (0.2) 2 (0.2)
e = 1 (0.2) 3 (0.7) 4 (0.5)
BRI 7 1. 1 (0.2) 1 (0.2) 2 (0.2)
B HHEE 3 (0.7) 1 (0.2) 4 (0.5)
7 RS 2 (0.5) 4 (0.9 6 (0.7)
F 22 (5.1) 11 (2.5) 33 (3.8)
I 6 (1.4) 8 (1.8) 14 (1.6)
T B 13 (3.0) 18 (4.1) 31 (3.5)
BT IR ZEE 0 1 (0.2) 1 (0.1)
B - U R 13 (3.0) 6 (1.4) 19 (2.2)
I RR NS 5 (1.2) 3 (0.7) 8 (0.9)
IR UNERIiL7) 59 (13.6) 48 (10.9) 107 (12.2)
BRI 8 (1.8) 7 (1.6) 15 (1.7)
RN 0 1 (0.2) 1 (0.1)
RREN/S 18 (4.1) 28 (6.4) 46 (5.3)
LEEEH L VRS RFRE 7 (1.6) 14 (3.2) 21 (2.4)
benat 0 1 (0.2) 1 (0.1)
FESFHBALALBE 1 (0.2) 0 1 (0.1)
FESFHEAL HA . 3 (0.7) 7 (1.6) 10 (1.1)
RSN 0 2 (0.5) 2 (0.2)
TSR 3 (0.7) 3 (0.7) 6 (0.7)
P 0 1 (0.2) 1 (0.1)
RBLER K UHFERIE 1 (0.2) 3 (0.7) 4 (0.5)
MRk Y 1 (0.2) 0 1 (0.1)
iR 0 3 (0.7) 3 (0.3)
5E, FERLUVLEESHIE 6 (1.4) 12 (2.7) 18 (2.1)
SMEE N 0 1 (0.2) 1 (0.1)
15 2 (0.5) 1 (0.2) 3 (0.3)
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0.3 mg & 58 0.5 mg & 58 A%
EEA% N=434 N=440 N=874
n (%) n (%) n (%)

pecli 2 =il 3 (0.7 8 (1.8 11 ( 1.3)
IRAME 0 1 (0.2 1 (0.1)
o o P R 1 (0.2 1 (0.2 2 (02
BlonE 0 1 (0.2 1 (0.1)
BRERRE 72 (16.6) 71 (16.1) 143 (16.4)
MREAL T 0 1 (0.2 1 (0.1)
RE 5 72 (16.6) 70 (15.9) 142 (16.2)
B, BEESLUHETHD 1 (0.2 0 1 (0.1)
LY (ERBEKURY—F
EEU)
R G D EY 1 (0.2 0 1 (0.1)
HRERES 2 (05) 0 2 (0.2
JAEE 1 (0.2 0 1 (0.1)
SE 1 (0.2 0 1 (0.1)
BEH S UR THEES 1 (0.2 0 1 (0.1)
Y/ 1 (0.2 0 1 (0.1)
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2)

iR LAS D EI1E B
0.3 mg & 558 0.5 mg %58 =
EEE%Z N=434 N=440 N=874
n (%) n (%) n (%)

BETRBEHIH 12 (2.8) 20 (4.5) 32 (3.7)
DEEE 0 1 (0.2) 1 (0.1)
DA 0 1 (0.2) 1 (0.1)
ERUREEE 0 1 (0.2) 1 (0.1)
i 0 1 (0.2) 1 (0.1)
BEREE 0 2 (0.5) 2 (0.2)
L 0 2 (0.5) 2 (0.2)
L EBERVESBHFEE 3 (0.7) 0 3 (0.3)
i3 1 (0.2) 0 1 (0.1)
Pl 1 (0.2) 0 1 (0.1)
AL G 1 (0.2) 0 1 (0.1)
BRERRE 2 (0.5) 2 (0.5) 4 (0.5)
M7 V7= #m 0 1 (0.2) 1 (0.1)
PEIE T -5 0 1 (0.2) 1 (0.1)
i 5 1 (0.2) 0 1 (0.1)
R FEEN 0 1 (0.2) 1 (0.1)
DA% 1 (0.2) 0 1 (0.1)
BEERRUESHBES 0 3 (0.7) 3 (0.3)
BHAIET 0 1 (0.2) 1 (0.1)
DU R 0 1 (0.2) 1 (0.1)
gt 0 1 (0.2) 1 (0.1)
HRREE 4 (0.9 7 (1.6) 11 (1.3)
FRENIED F 0 1 (0.2) 1 (0.1)
GV 3 (0.7) 6 (1.4) 9 (1.0)
JRE ML R 2 1 (0.2) 0 1 (0.1)
BHEE 0 4 (0.9) 4 (0.5)
THRAL 0 2 (0.5) 2 (0.2)
R 0 2 (0.5) 2 (0.2)
RS, MR UHRES 1 (0.2) 2 (0.5) 3 (0.3)
ALK 0 1 (0.2) 1 (0.1)
R RGE SN 0 1 (0.2) 1 (0.1)
SR PR 1 (0.2) 0 1 (0.1)
B 0 1 (0.2) 1 (0.1)
i 0 1 (0.2) 1 (0.1)
EERUETHEBEES 2 (0.5) 2 (0.5) 4 (0.5)
T UL — PR 0 1 (0.2) 1 (0.1)
HLEE 1 (0.2) 0 1 (0.1)
B A LIE 0 1 (0.2) 1 (0.1)
B 1 (0.2) 0 1 (0.1)
EAiS 1 (0.2) 0 1 (0.1)
mEEE 1 (0.2) 0 1 (0.1)
e £ 1 (0.2) 0 1 (0.1)
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RIER IR EEICH S EREE

1. ENEERRER

MM ERIRPAJEIE (2 £k O SR IE 2 A 9 5 H 31612 x5 & L-ENEKRRE (E2301#6k) TOI=tX~7
0.5mg &5 2B T HEIERZEH &

BRI G 31 %l
RIVE B 11 %
BIVEHFBUERI R 35.5%
7 ZEX<7 0.5mg
BlERA% N=31
n (%)
BETRBRHIH 11 (35.5)
IRFES 9 (29.0)
fg antiin 6 (19.4)
FURAA RS 4 (12.9)
ERERRE 3 (9.7
IRE -5 2 (6.5)
i -5 1 (3.2
mEES 2 (6.5)
& I 2 (6.5)

2. SMEERRGER
MARSHRIR 0 B PAZEIE IS A O B EIE 2 A 2 8 25 & L7 i IREAER (FVF4165g R (BRAVO) ] (12
BT DEMEHEI %

2R R G 264 1
RIVE R BUGIEL 118 #i
IR FH S BUE ] 58 44.7%
SZ—EXYT SZ—EXYT SZEXTD
0.3 mg 0.5 mg &t
Bl1EA%
N=134 N=130 N=264
n (%) n (%) n (%)
AETEBHIH 67  (50.0) 51  (39.2) 118 (44.7)
REE
F B H . 46 (34.3) 32 (24.6) 78 (29.5)
AR 21 (15.7) 18 (13.8) 39 (14.8)
FRISUE 11 (8.2) 2 (1.5) 13 (4.9
AR Fe ifn. 7 (5.2 4 (3.1 11 (4.2
AR % 8 (6.0 3 (2.3 11 (4.2
AR D S J% 3 (2.2 5 (3.8 8 (3.0
BRIzl 6 (4.5 2 (1.5 8 (3.0
Ft 2 (1.5 5 (3.8 7 (2.7
AR A R 1 (0.7 3 (23 4 (1.5)
FURAA DS 3 (22 1 (0.8 4 (1.5)
BIIbEE 1 (0.7 2 (1.5 3 (1.1
RAR 3 (2.2 0 (0.0 3 (11
A= 1 (0.7 1 (0.8 2 (0.8
AR B 7 1 (0.7 1 (0.8 2 (0.8
el 1 (0.7 1 (0.8 2 (0.8
ARZ 2 FEIE 2 (1.5 0 (0.0 2 (0.8
FIPYBE 0 (0.0 1 (0.8 1 (0.4)
AL 0 (0.0 1 (0.8 1 (0.4
HETIE 0 (0.0 1 (0.8 1 (0.4)
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SZEX<T SZEX<T SZERXRT
0.3 mg 0.5 mg =
Bl{ERA
N=134 N=130 N=264
n (%) n (%) n (%)

ZERUE 0 (0.0 1 (0.8 1 (0.4

RART 0 (0.0 1 (0.8 1 (0.4

— 3 1 0.7 0 (0.0 1 (0.4

i N7 1, 1 0.7 0 (0.0 1 (0.4

7 1 .7 0 (0.0 1 (0.4

SEAUE 1 0.7 0 (0.0 1 (0.4

B e 1 0.7 0 (0.0 1 (0.4

il TR R 1 0.7 0 (0.0 1 (0.4

AL 1 0.7 0 (0.0 1 (0.4

B A 1 0.7 0 (0.0 1 (0.4
L HBES LRSS HAT

VS EBALH 1 0.7 0 (0.0 1 (0.4

T AR 1 0.7 (0.0) 1 (0.4

I 1 0.7 0 (0.0 1 (0.4
BPES S UVFERE

ARPY % 0 (0.0 1 (0.8 1 (0.4

LTS 0.0) 1 (0.8 1 (0.4
S5E, PHESLUVLES
BHE

£ I 5 4 (3.0) (0.8) 5 (1.9

LB & B IESR 0.7 0 (0.0 1 (0.4
ERRIEE

ARE 5 8 (6.0 7 (5.4 15 (5.7)

TEMEALER Sy b AR

5 2 L T 1 0.7 0 (0.0 1 (0.4

S FLER AR N 1 0.7 0 (0.0 1 (0.4

M7 DR A 7 1D 0 ©.0 1 04

A —E RN ’ ’

PR A SR b 1 0.7 0 (0.0 1 (0.4
HRREE

Jibd HH 1. 0.0) 1 (0.8 1 (0.4

PRI 0 (0.0 0.8 1 (0.4

FEEDE N 0.7 0 (0.0 1 (0.4
FHEE

NS 1 0.7 0 (0.0 1 (0.4
hEEE

/& I 1 0.7 0 (0.0 1 (0.4
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MR D ERIRPAZERE (A © BBEHIE 2 A+ 2 8 2R & Lo o EAER (FVF4166g

(BT DEITEHIEE 5

2R R G 261 f
BIEHF B 96 1l
IR FH S BUE ] 58 36.8%
SZEXYD SZEXYD SZERXYT
0.3 mg 0.5 mg G
BlEFA%
N=132 N=129 N=261
n (%) n (%) n (%)
B REHIH 52  (39.4) 44 (34.1) 96 (36.8)
D EEE
D AEE 0o (0.0 1 (0.8 1 (0.4)
RIES
B H 1, 34 (25.8) 29 (22.5) 63 (24.1)
NRJE 11 (8.3 19 (14.7) 30 (11.5)
FRIBUE 7 (5.3 5 (3.9 12 (4.6)
AR 3 (23 8 (6.2 11 (4.2)
AR A R 3 (23 4 (3.1 7 @7
AR o> B4k 2 (1.5 4 (3.1 6 (2.3)
FUIR A IS 2 (1.5 4 (3.1 6 (2.3)
TR 2 (1.5 3 (2.3 5 (1.9
AR 7 f. 1 0.8 3 (2.3 4 (1.5)
IS . 3 (23 0 (0.0 3 (1.1
il My e 1 (0.8 1 (0.8 2 (0.8
AR H if. 1 (0.8 1 (0.8 2 (0.8
7 1 (0.8 1 (0.8 2 (0.8
Bl A . 1 (0.8 1 (0.8 2 (0.8
MR 5y 2 (1.5) 0 (0.0 2 (0.8
AR R 0 (0.0 1 (0.8 1 0.4
) 7S 0 (0.0 1 (0.8 1 (0.4)
RS A 0 (0.0 1 (0.8 1 0.4
ARAE 0 (0.0 1 (0.8 1 0.4
MR 0 (0.0 1 (0.8 1 (0.4)
4 5 0 (0.0 1 (0.8 1 0.4
HNEpE 0 (0.0 1 (0.8 1 0.4
b E 0 (0.0 1 (0.8 1 (0.4)
T T AR 0 (0.0 1 (0.8 1 0.4
AR o> B 5 e 1 (0.8 0 (0.0 1 0.4
— i A 1 (0.8 0 (0.0 1 (0.4)
4 N5 1 (0.8 0 (0.0 1 0.4
AR B 7 1 (0.8 0 (0.0 1 0.4
LERNE 1 (0.8 0 (0.0 1 (0.4)
RAg 2 5 FEAE 1 (0.8 0 (0.0 1 0.4
TERR LNl 1 (0.8 0 (0.0 1 0.4
LEBER L VR S RAHRE
T AR 1 (0.8 1 (0.8 2 (0.8
REREE
SEW i TBORE 0 (0.0 2 (1.6 2 (0.8
BT, PESLIVLEBEEHHE
74 IR 2 (1.5) 0.0) 2 (0.8
£ IR 1 (0.8 0.0) 1 (0.4
BRERRRE
RE 5 10 (7.6) 8 (6.2 18 (6.9
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SZEXTT SZEXTT SZEXYT
0.3 mg 0.5 mg aF
Bl
Blfem N=132 N=129 N=261
n (%) n (%) n (%)
HIRREE
ERGREIIAYN S 0 (0.0 1 (0.8 1 (0.4
EEHLUR THEES
Befh RS 2% 1 (0.8 0 (0.0 1 (0.4
FLBE 1 (0.8 0 (0.0 1 (0.4

81



FRASE RIS 85 1 B BRAR IB T A 5
TR 3513 2 WG BT LI & A % I kP & 7= I SERBRSS (F2301) 123519 2 BRI %5
i

e PSRN 262 14l

RITEH R BIBIE 60 #il

BIVEHFBUERI R 22.9%

SZEX<J0.5mg

AR \262
n(%)
AETREGI 60(22.9)
REE 43(16.4)
Fb L i, 22(8.4)
FUIR A IS 9(3.4)
ARIE 7(2.7)
AR5 f. 3(1.1)
AR DS A 2(0.8)
7 RS 2(0.8)
) 2(0.8)
T T IRl 2(0.8)
il My e 1(0.4)
AR 1(0.4)
ITEBER RS 1(0.4)
HUE 1(0.4)
HesEAL AL 1(0.4)
B AR 1(0.4)
BAEE 1(0.4)
L 1(0.4)
L HEBES L UVRE RHAHkRE 9(3.4)
VRSB AL 8(3.1)
RS 1(0.4)
FREERES 1(0.4)
SR RE 1(0.4)
REREE 1(0.4)
HE IR BOE 1(0.4)
BPES S UVFERE 1(0.4)
7T A IV ASERS 1(0.4)
BRI E 11(4.2)
MR 5 11(4.2)
HEREE 1(0.4)
SER 1(0.4)

RIEEFIT=—FT 4 72T —IC K VBHENE LA LEF S 1Bl & T,
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HE PR 7 B B iR N2
BEVRIA HBEEIEIC K D HEEZ A 28 255 & U EERE RS AR ARER (D2303) (2810 2EIEH
Bicti

BRI G 265 31
RIVE B 57 il
I 1E 38 BUAE 1 28 21.5%
SZEXTD SZEX<JO0. bmg+ SZERXTT
0.5 mg L —H =S REEE a5t
ElEA4
N=133 N=132 N=265
n (%) n (%) n (%)
BETRBGIH 28  (21.1) 29 (22.0) 57 (21.5)
DIEEE 2 (1.5) 0 (0.0 2 (0.8
el 1 0.8 0 (0.0 1 (0.9
D AEE 1 0.8 0 (0.0 1 (0.4
REE 23 (17.3) 23 (17.4) 46 (17.49
B HH 1, 13 9.9 12 (9.1 25 (9.4)
IR INESIILY)] 4 (3.0) 6 (4.5 10 (3.8
NRJE 3 2.3 2 (1.5 5 (1.9
H PR 1 0.8 2 (1.5 3 (1.1
FEBEONDS A 1 0.8 0 (0.0 1 (0.4
i A 1 0.8 1 (0.8 2 (0.8
FE N i 1 0.8 0 (0.0 1 (0.9
FME_E R R 1 0.8 0 (0.0 1 (0.4
LA 1 0.8 0 (0.0 1 (0.4
AR 7 f. 1 0.8) 4 (3.0 5 (1.9
FE IR A 1 0.8 1 (0.8 2 (0.8
HWET 1 0.8 1 (0.8 2 (0.8
A A H 1 0.8 0 (0.0 1 (0.9
RilT 7 PN 0 0.0) 1 (0.8 1 (0.4
Ee 0 0.0) 1 (0.8 1 (0.4
T LU X —PEAEE SR 0 0.0) 1 (0.8 1 (0.4
AR A e 0 0.0) 1 (0.8 1 (0.4
x el 0 0.0) 1 (0.8 1 (0.4
BlaEE 1 0.8 0 (0.0 1 (0.4
A 1 0.8 0 (0.0 1 (0.4
BPES S UFERE 1 0.8 2 (1.5) 3 (1.1
ARPY % 1 0.8 1 (0.8 2 (0.8
I T [ 7S 0 0.0) 1 (0.8 1 (0.4
ERERIRE 2 (1.5) 3 (2.3 5 (1.9
ARIE 5 1 0.8 1 (0.8 2 (0.8
PR H A L ER S 1 0.8 1 (0.8 2 (0.8
fmH ~UZ U %Y R 0 0.0) 1 (0.8 1 (0.4
PR AR I ER B 0 0.0) 1 (0.8 1 (0.9
BELURKES 2 (1.5) 0 (0.0 2 (0.8
Bl R IFE B E 2 (1.5 0 (0.0 2 (0.8
mEESE 0 0.0) 1 (0.8 1 (0.4
i 1 JE 0 0.0) 1 (0.8 1 (0.4
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RBEHEIRE Lt 2T« RABEFAERRISHBRDAZE]

[EIBEIE ) 55 AR ER AR (H2301 #BR) ([T DRIENI B —5

ZARVERHT R G HK 149 f31

RIVE R BUGIEL 24 131

I 1 38 BRLE 51 =8 16. 1%

Bl1EFA% SZERTT SZERTT L—H—EE

0. 2mg 0. 1mg & &
(N=73) (N=76) (N=69)
n (%) n (%) n (%)

BETRBGIH 11 (15.1) 13 (17.1) 6 8.7

REE

R o, 6 (8.2 6 (7.9 2 (2.9

HERE H i 2 (2.7 2 (2.6) 1 (1.9

14 50 Nl 1 (1.9 1 (1.3 1 (1.9

FINREE 1 (1.9 0 0

BRI 1 (1.4 0 0

i e 1 (1.4 0 0

V) AN i 0 1 (1.3 0

MR ERZE HNE 0 1 (1.3 0

AR A v R 0 1 (1.3 0

A NSREE 0 1 (13 0

14 IR 0 0 1 (1.9

IR 0 0 1 (1.4

B i, 0 0 1 (1.4

BEES S UVFERE

RPN % 0 1 (13

MR e e e 0 1 13

FEREE. MAERES & UNHE

fRiEE

I AR 4 0 1 (13 0

ERERIEE

IRE b5 0 1 13 0

SE. PESLUVLE

AHHE

AT H ifL 1 (1.4

HLiE A H if 1 (1.4

R ERARGRAZE (A1401) (BT SEIERFORBEE

(FAATHAR : 2009 4£ 3 A ~20184-3 H)

1EH HERFTERAETZDKR
MR RENE 3,431
BElERZEDRIEHIEK 98
BIEREDRIRE G 2.86%
= = EEAE ) BlERE DOFEFE R FHBEHI 5L
gEREDIESE (BIBE|SY)
BYYWER X OVF A BUE 4(0.12)
i LS 1(0.03)
AR N 2% 1(0.03)
Jiti g% 1(0.03)
P A kAT A )L ZPERAGHEIE S 1(0.03)
BYE, BB XOGHMARHO S AY (58 1(0.03)
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ks K ORY —F %5 ie)

BB 1(0.03)
s R bEE 2 (0.06)
T 7 4T % —kE 1(0.03)
IEBUE 1(0.03)
PR R R 7 (0.20)
fibiAsE ZE 5(0.15)
B PR 1(0.03)
HH I 25 1(0.03)
AR s 61 (1.78)
H P R 4(0.12)
FETFANE 2(0.06)
s B HH i 4(0.12)
FAIEOS A 2 (0.06)
14 I A 1(0.03)
TR P 1(0.03)
AT AR 3 (0.09)
IR ESE 3(0.09)
M 31 B 1(0.03)
MLz HY) 1(0.03)
AN H 1. 11 (0.32)
MR 1(0.03)
HAKT 11 (0.32)
filg 7 A HH i, 13 (0.38)
BEIE AL 3(0.09)
i MR A I 1(0.03)
AR BRI 1(0.03)
IS i, P 1(0.03)
iR D KIE 2 (0.06)
K bl AR BE 1(0.03)
L iR 11 (0.32)
LEIES 1(0.03)
14 TR 2 (0.06)
NS 3 (0.09)
REEAR 1(0.03)
2D AE 1(0.03)
IS 1(0.03)
MER R, MOEREs K OMiEbm b & 1(0.03)
Ik 1(0.03)
H Gk 1(0.03)
D 1(0.03)
R &R KO TRk E 3(0.09)
% 1(0.03)
% D FEIE 1(0.03)
RSB 1(0.03)
— % - BHEER L OB GO REE 5(0.15)
I IE 3 (0.09)
T 1(0.03)
L i bn 1(0.03)
f R AR AT 14 (0.41)
AR 5 14 (0.41)
EE Pk X OLE S OHE 4(0.12)
S A bR 1(0.03)
£ R 5 1(0.03)
i RS 2(0.06)

1) ICH [EFREHAFEE A AGE R (MedDRA/J)

version 21.0 (253 &
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VI-9.

FRRRRERBRICKIEF
ERZ

VI-10. BE®RES

VI-11.

BRAEDIE

BRI STV

13. BERE

13.1 fEIR
ERSMCBWTEER S SNEBHIC, —RIRIRE EA. SET. IR
TRENRD bT,

13.2 &

IRFE. A% ZHE L, REDPBD NG EICITEY R LAE 21T 2

&

(FRE)

13,1 AHAI O EH 56 T— R 22 IR E B5A. SR T, IRMEESEO LN T
W5,

13.2 EEHRG PRI LGEICIE, 17, SRl O mj & ORI % i
L. MR EF U TIERIE R, Sk ERRRE 2 & 54 2 72 Sy 2
B ZAT D,

Lt 2T 4 AW FERES R 10mg/mL

14. BHLEDIEE

141 EFIFEBFOIE

14.1.1 ARAFNX, HEHENCKRBHEEORETCERICET Z &, BRICKELE
REEAS 24 FER 2B 2 2 WX ICHEHAT5 2 &,

14.1.2 FEHENICWE] U 72 IR ISR 7 I E G 2B O 25 6120%
ERLARN &,

14.2 EFIRSHFOTE

14. 2.1 RFNIWHE T AENICOREGTDHZ L,

14.2.230 77—V OIRBIH#ZEHAT 5 Z &,

14.2. 3 % ORIEIIEMBROBZNNH DD T, 134 T/UE 1 ED

HOFHE L, LN &,

(figE%)

14.1.1, 14.1.2 $e 501 : RO GRTO — KR 2 EFEFHEE L Citd L
77,

14.2.1 ¥5&%  SAEOBRKRBRICB W T, AFIZ M RN G T
) IR E LTIERI N S TRBY . RN ESND
falR a8l T 572, wHEOEEE L CiedE L7,

14.2.2 5K - IGEOBRICVE YT 0 AT 4 VZ —fF SRS ZFRH L
NS, B30 ST ORBHE EEHT S LR L,

14.2.3 KH 131 T A0 5B OFKIGRE 21T o7\ 0 L 5 RN L,
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DER R 7 10— AERH (UT. i) £ 1mlEH
MR uhiTE.
R DR B R e e s
R T A o B AR TR L L
Wk,
SRR R, B LT RE. RURE N, ¥
EScRE Ero e REdBRAL &Ik,
Ttd TA0TARHGE T — LS THET .
. SR E Sagod i, B T Lo F
{ETELRD, B
TnLibps
TSt

Tl —

B 2 oA R i
i

[E1
At ThpENRET R F &, A TRREST S, &
FILAFe L ST, (B2

4

Teo¥ — 2 Tdb i Bt & RO L R L oD LR

T & (Ea)
l ﬂ*!ﬂ#‘—‘mm
Es

EiER L a3y — Yol RO F » » PRIV, (EA)

s

Ha

AR P ERRATE S S, 7 Ve — e id)

<. (E3)
j
H3

iAo e 4 . RO RN BT
LTIE0.02mL, +ORCHEIHLTE. oLz Es LD
. APy — @ (BT

‘ TS R ]

FE—

EEH?*EE]J'H ThizmLAdE BHfMtREd R A
. (B

@etd Tabbs I bR S R TR &,
SRR THEPTEE D 1 B L sk,
CIERYCRREQATHEN - BERALEC L,
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W71« RBEFERRGESAE Y k 10mg/mL
14, HHEDZEE
141 EFIREBFOEE
14.1.1 KHNE. ?ﬂ\iﬁﬁﬁﬁﬂiilgﬂ?f@lﬁi%“@%ﬁ&lﬁﬁ‘l Lo FBIRITHE LT-
BERIAS 24 BFRI 2B X WK S AT 5 Z &,

14.1. 2 SRR -, #0 UIEAETRO AR L2 &,
14.1.3 7'V A X —FRENITIRE ST DT80, ﬁﬁﬁif%ﬂbﬁw’&
14.1.4 7‘)7\57 BEENEE, BFELTWAEHE, RO IZHE., £F
HORFENBEDOOLNDEAITIIEA L2 &,

14,2 3 m&sﬁw&=

14. 2.1 RAFNIWHE T AENICOREGTHZ L,

14.2.230 7 — VOB RS ZHEHTHZ &,
142312V P 1BOARDERETSH L,

(FZER)

4.1  H5p10— &M EoFEEFHEE L Gid L,

14. 2.1 AAEOKRRBRICB W T, KA Z AN (BT IRk 5 L

THEBINEHE SN TEBY . WA ARNLIMCEREG S D ERzRET 5 7=

O, FHE LT,

BHFHZIZ 30 ' — VORI ASt 2T 5 2 & 2R L,

ZIKun0> 13U b EHEIOREZITOIRWE ) FAFET 5729
RIE LT,

-
EES

SN
wWw N
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VI-12. Z0fOEE

(1) BRRFERICEDSCE| | 15, z0itnxE
#H 15.1 BREREAICE D 1B

(BheELLE)

15. 1.1 AFF 512X v, VEGF BRLEICHE KT 5 BRI FEE BT 5
EHEG (ME, O, EmERay, HitEahs) NIEB4 25 A
REMEDN D B, Holafe T ARKS IR A A 2 £ © Il S5 BE A MEE s 2 xf 5 b
L7=AES AR - 6 10b FEERRBR O 3 MBS MITIZ VT, KAl S
REM O BRE™S IR 1) D ENR MAR R B E R ORI RICEITRO DI
RNoTe, —J5, AR ORBERIL, MIEEEY © 1.1% (5 fil/441 B) 12
e ARA|0.5mg BETIX 1.8% (8 f511/440 f5) & HUEAIZE D> T203,
MR EZIIRD bR o7, [9.1.2, 11.1.2 ]

) T AEH BRIV T RV T ¢ F TG R R R
¥) W TARRNEEORD Y ICEDRNT Y D& RFTRREE T CIRERICHR LA T
VER DM LB 24T 5 = &,

15.1.2 AFBEICL Y, IT7=EX~THENEIAT I LR H D,

(FLE THIREIESFEME &4 S5 MEER L HE)

15.1.3 AFIEI & ~LTF RV 7 ¢ N2 K D IR F 0 E O BER & bk L
RBITER SN TE T, AR ENVTHRLT 4 &2 LTESE0f
BN B OVZ2 B VE IS AH BB I N TR TV D L O RITE STV

U,

(GRIRESARBAZEE (4 S5 HHZE)

15. 1. 4 AN ERIRBA ZE0E 0O BEAE R A 9~ 5 [ K OV 1.8 oD #8 I Uk PA 2 i

T 5 BE T D ARF O HRBRIZ A 70,

(fFER)

15.1.1 AANLX VEGF BLEEAZAT A7, KA G112 XY VEGF FHEIC
K92 B IR MAR ZEAR I BT 5 B EF RN KB T LR H 5, H
O T RS T A M8 A £ 5 I in 35 BEZS PRI AR & b 4 & L 7 S E g
Kkt (FVF2598g. FVF2587g. FVF3192g) @ 3 RERfFGMEATICE
VT, ARHIE HBE R Ot BREE I 38 1) 2 Bh iR e ZE AR B H 5 D F Bl R
WCEITRD N oTc (F1) o —J7, WMETORBERIT, MNREED
1.1%IZ e, AA] 0.56mg BETIE 1.8% & HEMICEWFERTH - 7=
N, PR AEBREETRDO ORI oT- (F2) .

1. HEERKRERD 3 HERGISMEMICH T LBIRMIEERBEEZRORERE

i

T XwT
0.3mg

F=_ERXwT
0.5mg

3RBROMET — X

3.4% (15/441)

4.1% (18/434)

4.1% (18/440)

FVF2598¢g

3.8% (9/236)

4.6% (11/238)

4.6% (11/239)

FVF2587g

4.2% (6/143)

4.4% (6/137)

5.0% (7/140)

FVF3192g

0% (0/62)

1.7% (1/59)

0% (0/61)

®2 SERKAERD 3 HABRFEBITICE T HMEPORIFR

xR

VA= S=avi
0.3mg

TFJobE AT
0.5mg

3HBRDOHET —#

1.1% (5/441)

1.6% (7/434)

1.8% (8/440)

FVF2598g

1.3% (3/236)

1.3% (3/238)

3.3% (8/239)

FVF2587g

1.4% (2/143)

2.2% (3/137)

0% (0/140)

FVF3192¢g

0% (0/62)

1.7% (1/59)

0% (0/61)

15.1.2 FLE T CNV 25 AMD B % x4 & Lz ENERRBIZBW TS
SR TICKTAHUE Bl X~ T HK) D5 RE 6 v A
W 1B, Fe5-BE4E 12 » AIC 3 B TTIR® Hil, AEFERRERICIBVWT
AFI ERTI R OSBRI T = E X~ THEN R D LTV DH R, A
PURICBEET 2 B2 0N EFREOEORIHIFED STV
RV, —HPORBR ARV T, AFBEESREIIBWT, i = X<7H
EOFRBRPKBEEL LB LML G, i = X~ T7HIK
NHBLT A A[REMEN B D Z & ait#E LT,
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15.1.3 KAl & ~)VT RV T 4 N K DI I150EE (PDT) OffH &, X
NTHRNVT 2 PDT BB & Hole U 7= BRI i L 7= 2%, AH
Bl & AR E ~LT R VT ¢ v PDT ERIEGFH % i U 738 BR 13 3250 L
TV, ZOOARFIBEME G L, AFE~LTHLT > PDT
WL L DFANAIER L EETENL TV AR RIIE LN TV
AN

15.1. 4 AME S IARRGEARRER 2 3Bk K& OVE N AR G RRER T 2 E2301 A5k
BN T, BRRRBRICSIN U 7= MY oo #8 R 55 IR B 28 9E S B 5
B THoT=Z LITESEHRE LT,

(2) FEERRFBMERICEDC | BESHL TV
L
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ENERERAR

T REHER

Z Dith D FEIEEHAER

HEksEH

RERSEMN

X. JFERREAERICEII HIRE

(VI SRHEEICBE 9 2 THA | 2K

I =7 APk vz 48, 13 EE KO 26 M KAE M RN G- 3R
WCBW TR R, DME R, FERR 2 5E0 L7z fE 8, —A%IRAE, EABE.
DK O T — b A~7 (B faz) BE5OEEBIIRD Lo
7=,

t b VEGF-Ais. murine VEGF-As. &t + VEGF-Bir. t b PIGF-2
(short) . b F MOt~ % PIGF-2. t k VEGF-C 't + VEGF-D (259 %
T AT (Biarffiz) OGRBREZITV., 7= X~ 7 Of5E ke Rt
ERet Uz, ABWICERE LE 2 DD REOFHWHEAEER %2+ 12 Albe
TR E 9 DR GEIEE (ELISA) I2X->CT = X~ 7 Ok a Bt
FRESLERR, 7= X<~703, B PO~ T A0 VEGF-A ([ZH RIS
L7z, ZTOd VEGF/PDGFEIZ 7 7 2 U —IZIIEA L hoTz, ~ T AR
Ot b PIGF-2 1, @mWhErY—%2H3 5 (FREMEEEUET, =hth
65% &N 718%) ., 7= X~7X, ¥ A PIGF-2. t I PIGF-2 (short)
K OPIGF-2 (long) (Zxf LA Z RS, MAICLDENLRED BN
MmoTm,

T=ERAvT (BlEHHEELZR) OMFARNEGIC X D BEER G- EERBR T E
SN otiicd, = A LERNWTTI=EX~7% 2 AMMRET 4 B
F T IANE G U BB G- EMERERIC BT 29 5% O Rl 2 VT
[l % 52 & FEAm L 7=,

H=7 AP T =R~ T 2.0mg/fR% EAWAROM H-ANIZE G LI-RE, &
G OMRICKIEROS (RIEAMM, 8157 L7 KO AR HELD) 2338
DI, EHNITRO T, —REBICOEITA LR Do T,

1) 4 MR RN

N=I AP T =X~ T (BiaHHZ) 0.5mg Xt 2.0mg/iR% 2 ¥
MR T 48R, AABIROM - ARNICERS L TEEERF L, IR
T, 7= X~T7OHEIKIF LIZIRORIE (RIEMIE, 8iE 7 L7 KO
TSI D HEL) 23586 ST, TS DO RIEMZAVITIR T A £ R
T—BPEIZRD BT, 2.0mg/IREEG-BEO MM HFIZIZE (2 #) KO
MEIZR (1 F) BPEDOLNEN, ZNOIEFEHIT L0 TIERL, 4 8
MOREIM TIFIFRIE Lz, #5RIT (R (234 2 EEEEIE 0.5mg/
R CTH o Tz, EFIIHT HEmIEERD 5T, EHMEEIT 2.0me/iRT
HoT,

2) 13 WEEE M RS-

N=IAPNVCT =X~ (EfaT#Z) 0.5mg. 0.75mg Xi% 2.0mg/
iRz 2 @M T 13 HE (GFF 8D | AAMIROM FIANICRE L THE
MaEBE Lz, IRICBWT, 7= X~ 7 OHEIKE LIZIRORIE (FiFE
A R O - IAHII O HEBR) 3B B, £ ORIETFIEFER 5% 21 R biE< |
ZOHROBGITE VBRI L7z, F72. 0.76mg/IREL LB 5 TRl i A e b
D I & I AR S OJAEPERIIE DIZTE A, —ER O EYY) CHIARRFLIAD R w2 B
IR Y (& 8 P ~O KIEMHE IR ORI H 2 WIXAFERFZLE) 23805
N, T OREMEEIT 4 B OREIR CRE L 72, &5 BT
(IR) 1oxkt4 2 MmtEEiE 0.2omg/lRAN CTh - 70, 2HITKT 5 FHIHEITR
OHT, EEMEIT 2.0mg/lETH T,

3) 26 W HE RN
H=IAFMET = R~ GRIETHEEZ) 0.5mg. 1.0mg Xit 2.0mg/iR
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Q) EinEMsER
4) MARMEER

(5) EERAFMEHER

(6) RFTRIAESER

(1) ZDtn%ikE"

(1.0mg IR G-EETIE 0.5mg/iR (FI[E) —1.0mg/iR (2 [EIHLRE) | 2.0mg/
AREE G-RECIE 0.5mg/iR (FIA]) —1.0mg/lE (2[FH) —2.0mg/lE (3 [HHLL
M) & ERPEAOICHEE) % 2 ARG < 26 M (AFF14[E) . EAWHIROM
RN G- L CEEA R LT, T2 A~ 7O ANEGIC L HE
WARAF LT IROKIERS (RIBEMIR, 7R 7 L7 KO Mo HED) 2
RO B, 2.0mg/IREEGEED 5 F] TRy IAHIE & OVl OBz X 0 # 5
ZHIE Uz, RIESSE, HH5OFIEROKREIZL VR L7, F7o, HEE
FEEAZ I3\ C LA B PR s HH 1, e QN8 B B A B N A b 7=, Z D RF,
RIES S OEFEZ R~k (U o SRR S Y Bk, =27 n 7
7 — VRO PERORE, W TNCAZEMRIE) 284 7208, BT
RO e o T, %< OIRORIESISITRIEIC L 0 [B1HE 5 5 alifify 728
ftchsdtEZLN, 1. Omg/EEL/lJ:OD%E’%Lﬁi’C%E%‘LTﬁ%ﬁ PN 23 58
LI, THUTFRWRIENEBIRMRZ 2 & TR EB XS
iz, BHRT (R) ot b #mERT 05mg/HEﬂ%{?ET&>o7ZO El-diebo)
T HBMEITRO HNT, EEEEIL 2.0mg/IRTH 72,

UER R L
UERR L

1) ZIEEL OEIR £ TOMIIRRE A 555k
REER e L

2) - BRIEFAEICEE T 5B
IR = 74#» ToEAvT (B z) 0.125mg Xt 1.0mg/fR
Z 2 WEMERCHEE 20~62 B, AEAWROEH-ANICE S L TRELD
IR - BRI AE~DOEEBEKRF Lz, MEH 7 = X~ 7 RENEEZRL
ﬁJOmQﬁ&ﬁ#@le%Eﬁﬁ$ T AT SR, [
RFEEE, IR IREEME T A TEPEILER O S e o 7z 40

8) HVA IR U 4 00 36 3 ORI R DR B 5 5
B R L

¥ (Hra : NZW) 2V, 7=t X~7 (B {f##Hz) 2.0mg/liR% %
ARICHEI AN L, BEGRILEOSIRAE (&5 2. 4. 8 H) ([CIRBHMRA
K OVMR O F B R S R A 21TV )%F)Tﬂéu{%-ﬁlri%fﬁﬁbt S R<w L
7 HFE COIRBMBFZAHEE L TR %5%#@*;“&?7% LD B
oo Flo, HPENBEGICEVIBEET2RBO ONZN, ZT—@mME ok
REREERRICE#ET 2 L0 EE X LT,

1) ARG
vAF oAb LizaFe Mtk b VEGF €/ 7 e—FAbifkT, =X
~7 LR h—"7"%F> rhuMAB VEGF ® 0.01. 0.025. 0.4mg/mL
R IEE b MERRIS T 2 R ERUG & MR L FR A K0 mE
L7z, ZOf5%, rhuMAB VEGF (35 L2 W ROREICE N TS, IE
N AHAR RT3 D R A IR B E B R S o T,

2) WInE, mwﬁA%&Uﬁ%wLmrﬁ%
H=I AP NVEDRE hOERMIZBIT D7 = X~7 (BafHfz) 2.5,
7.5, 20mg/mL OREMMEEZRF LR, = XA~T 3 0= 4Lk
Ot boMigIck L, Wit Z2 rSR2notz, £, 1= A4 EDVE
k OIMTE L NG, WONS & MRS R L CEATEE R LT,
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X %)

B

BEIRETOITE
BN EDEE

BEMITEM

EfREEEA R

SLERSTAREAHE
RUARES. Eif
BEENHFFEAR. R
SRR E A B

MEER IR RENM,
RAZERUVHAEEEE
MENERBRUE
DAE

X. EHEIEICREYT H5IEH

BRI AL 2 K
(EE —EMFEOMLGEIC LV HENTDZ L)

Wt 2T 4 REEFRRNEST &R 10mg/mL
36 » A

Wt oT 4 RAEFARGES AL Y + 10mg/mL
36 » H

2~8CIRGFTH &
SR BHER I L CTIRIFET D 2 &y

BERERLTA R HY
<TOHDLEBY : HY

Rl—mksy : 72 L
FZhd . 77V~ ke 7 h, 7TalsX<w7
2006 -6 H (CK[H)
o . SRAM FE AR AR 7e B LA
KR4 FEics)
i ‘#ﬂ H /?( %77— ,IL_FH H ,IL_FH H
T 4R 2014 4 2014 4
TN 3H20H 11 A 28 H 2009 4
PER (sigze | 22600AMXO00565000 | s pwizx | 34130
10mg/mL Tizkb) %)
Nt T A
(RN 2014 4 2014 4£ 2014 4
HEHAxY b | 320 22600AMX00564000 5H 30 H 61 26 H
10mg/mL

<% . [HIRFE4 dh >

N T 4 AR TARNTESHE 2.8mg/0.23mL
AGRAEHH 200941 H 21 H
KR 1 22100AMX00399000
SRAMEEVENHAEA B - 200943 A 13 H

20134 8 4 20 H

[%hBE I3 %h 3R]

2. WANEERREAZEIE (21 © HEPE T E
3. TEHIITHRIZ I 1T B NIRA T A i 4%
[HEROHE]

MR ARPAZENE (2 5 SEBEFIE, AT 35 D RIS IR A=

TR (BaH#iz) L LT1HEIBEZY 0.5mg (0.05mL) Z i F1AN

BhHI 5, BEGHMRZ. 12 AUEDHITDHZ L,

2014 42 A 21 A
[%hre 32 R
4. WEIRIA BT
[RiE & O£ ]
B PRI BB

TR (BaH#z) L LT1REIBEY 0.5mg (0.05mL) Z i 1AN

BhHI 5, BEGHEMRZ. 12 AUEDHTDHZ L,

BT A ARSI O 2352 >
2019 4211 A 22 A
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X-10. BEEKR. B

X-11.

HBRAREABRY
ZTORE

BEEHE

X-12. BEHARFIRICEAT

EIEEREESIES

5. RIAVTHRIE

Ui R O ]

AN RRE

F=bvA~7 (Biaf#fiz) L LT1HE, 0.2mg (0.02mL) %M FANES
T 5, oB. BERGAEEIHKEGETE L0, 1 » HULEORKEZHIT S Z L,

b E FIREETEME %64 5 e BB LTS E

FEAMREMEN B - 2020 4F 12 H 24 A CRAIREIE 12245 1 =)

PR - EE, EEEREONE., AR OZEEORESEIZET S
B 1A LE2HE 3 BADOLADWNTIUTHIEY LAV,

MIEEARBAZIE I S BABLRIE. BEGERICH T2 REIEHFEME

FHEAMEEMES B 202146 H 30 B CHRASKESR 0630 5 1 5)

FRARSR . BN, EEESRSEOMNE. AR OLEEORREICET 5
B 1A LE2HE 3 BADOLADWTIICHIEY LAV,

FERFRENZIE

HRAEMREBEOFEHE 20214 6 H 30 B (GRAIFEI 0630 6 1 5)

FEAERGE . ERL, EREESEOME., AL O EEOMREIZET 5
EREEMELFE2HE S BFADNDLADOWNTIITHEY LA,

FOE TIREIRSAME %44 5 M EBE A

10 4F (2009 41 H 21 H~201941 H 20 H)

PIRFRARBAEE (T S EMIFE. RMERICHE T AIRBRIEHFELE

54510 » H (2013 4F 8 A 20 H~201946 H 19 A)

FERRENRIE

DA SR AR PR JERE S PE O SEPETEAE ) KOV TR AU AR 31T B IS 8 A2 1. 2 )
(A5 R ESIM OFESHIM (2014 42 A 21 H~20194 6 7 19 H)

RABRIRGE <Lk T 4 A FENTERR OS5 >
10 4E (2019 4 11 A 22 H~2029 4 11 H 21 H)

AANZ, HBFEWRICE I D HIRITED STV,

5 1ER
X-13. &#Ea—F
Wi, JEAE 5 (B A 2 UE LY ERESESHa— N HOT (13#7) L7 NEE
o WEELa—F (YJ=2—F) &5 AUE o — R
T4 A
BT 0men, 1319403A1036 1319403A1036 1189490010102 621894901
T4 A
T FAPNEESE > | 1319403G1020 1319403G1020 1235203010101 622352001
10mg/ml,

<% . [HIRFE4 dh >
T 4 AR TARNTESHE 2.8mg/0.23mL
JEAE S8 HEAM FE VRN S 5 = — 1 1319403A1028
L7 NEHRAE 2 — K 620009103
HOT %% : 1189490010101
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X-14. RIFEFLDERE

ABHN 2B LT BE1E, BGITRDFER L LT, 2R OREIED
—EBSGT ) CFRR 22 FEATGEIE SR SAVE 46 5) RIS 6 B 1 &
X5y [GO16) @ THFIRPNTESR ] ICX D RETE 2,

<Nt T 4 AR OB %Y >

AU O FE K O BICEET A6 EoEEIc, RAEMEBEDEBE THR
TR SRR C & 2 BEF] e OFMVEH T O s & 72 5 BAEFNIC I 1T D AR K| O #
HBEHENPFETIZRWVWZ LD, AANC L DIRELZBMGT HICEE L., HEDIR
RECHR R DALIE., . JRARUC X 2 EIEES 2 Z B L, AFIR G OB % 4
THZ L, | KO TRAIB % B ROGS DR WIGA X, thoih#E
~OUEZEEBETH L, | RSN TWDHOT, FHICY > TT+5
BETDHZ L,

(BFTE 11 H 22 B RER 11229 1 5)
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XO-1. EHNETOHES:
KR

XI. BF&H

Nl T 4 AR TRPNTESRE 10mg/mL 13, F0E FURKE IS A= i 2 8 © ks
FEBEZAMEIE ORI & LT 100 LLEDE & ik CHARB ST\ b, Fiz, MR
WREAZESE (ZfF O HEEEFIE ORI L LT 100 LA EOE & Hulsl, WA RICBIT 5
JURAS BEHT 26 45 OTRIRIR & LT 40 LA EOE & Huik, BRI B IE O # R &
LT 100 LA EOE & Hl THEFE SN TS (2019 4 11 A HITE)

B, T 4 AT ENERHF Y b 10mg/mL X, 40 DL EOE & Hisk T
WENTWD (2019 4 11 AR

AIZRT D [BRESUTR) . THIEROHE] ZUToLEBY THY | 4
ETORRBIRIL L 1TR2 D,

Wt T 4 RABFERRESR 10mg/mL

4. BHEEXIEI%HE

O L E TIRIEIEH £ ME 4 S5 ME BB L 4 E
OfAIEEFIRFEAZEAE 1 5 BBLZE
ORMERIZE T DRI IEFH EME
OMERRERZIE

OX B RMAIEAE

W T4 ABEFEHERNESAFX Y b 10mg/mL

4. FHEEX IR

O iLE FARMIEFEME 24 S5 e =D L 4 IE
OMIEEFARBAZAE (Z ¥ 5 BEBFE
OFBERRIZH (T A IRKIEFEME
OMRRENRZE

It T 4 RMEFERRAES & 10mg/mL

6. AERUVHEE

(FPIDBETHREIEFHEME &4 5 MEEMEMEE)

T AT (B z) &£ LT 05mg (0.05mL) % 1 » AfEIZHE
B3 AN CEAH) WMHARAKRET 5, ZOBOMEFIIZE VT, iE
WLV EEMREZEERE 528, 15 AU LEOBREEHITHZ &,
(HAIEERARPAZEE (T4 S BBLZE. BANERICE TS RKIEFEME . HER
FREDZIE)

SobX~7 (Einff#fz) L LT 1REHEY 0.5mg (0.06mL) Zfl
FHRNEEST D, BEMBIZ. 15 AUESHITDHZ &,

(CRR R BIEAE)

Fob A~ (Blar#fz) &L T1E. 0.2mg (0.02mL) %1 AHN
BET 5, B, RERGEIIHEREGTELN. 1 v AU LEOMWEEZ BT
HT L,

e oT 1« RBEFAERRGESAX Y k 10mg/mL

6. RiERURAE

(PILETIRBEFEME %44 5 MEEBIEMSE)

ToE AT (Efa#iz) & LT 0.5mg (0.06mL) % 1 » HfEITH
3 » Al CEAHD) T HEAKRET 5, ZO%OMEFICK N TIX, JE
WL v R G5MEE2EERE T 2528, 1 2 AL EORBEHITHZ L,
(RIESBIREAEEICHES EMZE. RIERICH T HIRBEFELE. ¥R
REBLEE)

TombE A~ (Bf#z) L LT 1 EHAEY 0.5mg (0.05mL) %6
THENEST 5, H5HERBIE. 1 AU ESLTHZ &,
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FEEIZE T HEZIKRER

KEKRG EU ORMCECET 2500 « Hikk. ke

FR L OCHIER O E

FUTOEEY THD,
BB, KETEY 23T 4 v 7HICEVEREENTEBY, TROFERIZY =
FT 4w 7 OWRM SCERE R A TR L,

KE (2018 4 3 H G

engd

LUCENTIS®

AT - KAk

T T ARPNTEES BT Z AL T AR OT L7 4V Ry v
- 10mg/mL &E#% (V&> T 4 A 0.5mg)
- 6mg/mL &R ULt 7 4 A 0.3mg)

R34 Genentech, Inc.
T HEA 2006 4 6 H &G
praneasy .

BAEMAEZHES BH) INimEEEAME (AMD)
- MEEEEREHZSE (RVO) (ZfF 5 BEBETIE
- BERIEBETAE (DME)
- FERAEEAE (DR)
AU O IRAS BB A (mCNV)

MIER O &

BrAEME 2D GBI N B A YR

- BT 4 20.5mg (10 mg/mL A& T 4 AR 0.05 mL)
31 2 AZE (K28 BHIL) ([CFANEST 5,

HERRE AR B ZENE (2 £ 5 SEBETR AR

YT 4 A0.5mg (10 mg/mL V2T ¢ AFHK0.05 mL)
31 pAZE (K28 HIL) I[CFANEST 5,

b PR JPR B B DR S B

VYT 4 A0.3mg (6 mg/mL LT 4 AYHK 0.05 mL)
1 v AZE (W28 HIL) TGS 5,

IR AR £ O IRAE B8 AF (i

- BT 4 20.5mg (10 mg/mL A& T 4 AFRKE0.05 mL)
X1 » AZE (W28 BZ L) 123 4 AMM T IANES L, &%
IS U CHEEET B,

EU (2022 4E 10 A &ED)

[ongd

Lucentis® 10mg/mL solution for injection

AT - Mtk

ImLH 7 =EA~7 10mg &5 HT %,
13 TOVHIZIIEREDS 0.23mL SN TEY, F=EX~7

2.3mg %ﬁl\ﬁjﬁéo
B {EE4 Novartis
FEAF 200741 H

NET 4 AL, ATOEBZETHRAOIERICHW NS,

SHAEMEZ S QBHEA) INEEBEZEMEE (AMD)

FERIREBEEIE (DME) 12 X 28

BT IR B REIRE  (PDR)

HEMERIRPAZESE [RVO. MEIEIRYEPAZERE (BRVO) XiXi@
PP L EIRBAZEE (CRVO) 1 ICRE D SEBVRIEIC L AR BEE

RS BEETAE M (CNV) IC X 1R ARE

N T 4 AE LT ORBEMEE (ROP) OIREICHN DS
nas,

Zonel (Stage 1+, 2+, 3 XiX 3+) . Zonell® (Stage3+) . &
5T aggressive posterior ROP (AP-ROP) #H 9 5

MEL G &

N T 4 AT, WTENTERORBRAEAE L, TORFFOH D
REHEN LT 2 Z &,

BRA
N T 4 AOHELEAEIX 1 B 0.5mg THY ., W ENEFHIC
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X055, ZHITEHEE 0.05 mL (24T 5, F—HIR~
OFERIMEIZ, 4 BBUEHITEZ L,

A1 EEREGICTRE L, ZEmEICET 28 L IPREFEHED
FTRAGERD b2 (kIR T H L, BRBOHT A Ok
DEALD RO AR IRIEE TH 1 G2k %,
B AMD, DME. PDR X U*RVO Tid, #&5-BALAFRHZ 3 BILL
EomAEREREPMBELRDZEND D,

Z D% DIGHIT, TITRME FHIR AT K DB ETEEMMEDFEAMNIC
HoE, BIEL ORI Z RO CRIES 2,

BRI FHIR A DORE R IR 2kl 2 A IED 80 bt
W EERAHIBT L2581, VT 4 A X BIEmEE T IET S
el

RETRBMEOBEZIZIE, BRRA, MiERE, BEEmE (Flx
. ETFBWEEC T LA LA CESRIRIRER) bEERD,

Treat and Extend &I & W IBIFET 2546, —HxmRcEEY
D0, ETFREBIEEMERTE D SN WEE ., ERIEEIMEOFI
FRIIREIME T OFEPHER SND E T, B2 BT
ET5ZEmMT&5, BHA AMD CiiipERBOERIL 1 B H
720 2 AMLLT & L, DME CTIREEMBEOLERIX 1 HH7-0 1
H# AU TFET25Z L, PDREORVO Cb, 1RERINEZ 2 (Z4E
F¥5 2 LFmraeiZn, WEMRBOE ZIZ oW TismfHiT 5+
T =2 LT e, RBTEEIENFHER D LG A .
TS U CIRERBR 2 EHET 5,

CNV I X 2R NEFEORKIT, BE T L OBEBIEHMEEZEE L
TRET D, %555 12 » AT 1 HOFES LB RV BEN
WAH—HT, ARG EEUHEEIR G N LERBE BFET S,
AT AR L 5 WRRSIEET AR 145 1 K 2 A BEE ORI TR, %<
DBETEAO 1 FHTRERFEGIT 1 BEXL 2 BOATH-
72

DME ¥} (' BRVO IZf£ 5 B EIC B A vy T A AL L—F
— YRR D BRI L

N T 4 AL, b=V —YEEE & OO X BBV <
ONFET D, L—Y—HEEEEZFEm L-FRCEICLEST ¢ A
BT LG, L —REED 30 L EORREEE VT
BT E, LV —StEEORNEREZ T BE v LT
4 ABBETHZ LITARETH D,

PM 125 CNV IZBITFA LB T 4 ZAE~ULTHRILT 4 VAR
HEHRE O RS
NEUT 4 ALV TRLT 4 DR G-ORBRIZI,

AR

N T 4 AOHELEAEIT 18] 0.2 mg TH Y. W RRNESIC
FoEET S, Zhid, EHERE 0.02 mL 2435, ROP ©
BT, FIRIC & 1 EOEFCRM% L, FBICHRICES S
DHEENH D, ERIFEEMEOBBENS H HHEEIL. 1BERBEND 6
PALANIZEI—IRSH 720 AEH TR 3 BIOVERNZ21TH Z &N TE
%, BRABRT, 1ZLALEDERE (718%) 1L, FIRIC>Z 1HO
HREZ T, 1IRH720 3 BILL EOERITMRFT ST,
A—HIR~DEHRFIX, 4 BRI EHITHZ &,
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R5e4 Lucentis 10 mg/ml solution for injection in pre-filled syringe

HITE - Hiks 1mL H7=EX~7 10 mg #8675, 1 L7 4L KV
CYUHITIE 0165 mL, S=EX~v7 & LT 165 mg aAT
é o

W34 Novartis

FETEAE 2007 %1 H

ZHEE I3 %h 5 N T 4 AR, LUFOREBERT DR AOIERICANORS,
SRR E LD GBI NEEBEZEME (AMD)

FERIE EBEEIE (DME) 12 & 28 ks

- SESEMERE IR FEREAE (PDR)
HENERIRPAZERE [RVO. #EMEEHIR>EPAZERE (BRVO) X(X#E
R D FIREIZEME (CRVO) 1 ICHE ) EEERIEIC L DA FEE
JIRES BT AE M (CNV) IC X DR REE

AEROHE N T 4 AR W TTRNESORBRER L, HoRamEobsh s
IRBHER LT 5 L,

Nl T 4 AOHESEAEIT 1 191 0.5 mg THY ., W ENEFIC
V5T, ZHEERNAFRE 0.05 mL (Y35, F—R~
O HMEIE, 4 BARUESHITHZ L,

H 1 EEREGICTHRM L, RERIICET 23 L AIRETEBIMED
ATRASERO B (Ml T H ), RO A o s
DAL RO B2 IREEE TH 1 BE-Ziflkie+ %,

B AMD, DME. PDR X U'RVO Tid, #&5B4aHT 3 [\ILL
Lo ERREPBEERD I END D,
ZDZOIEHRIE, BT AR AT & 2 B BIE B E D B (2
RO & BB Z E O TRIES S,

TR FMRAE ORE R, 1RIEE ST 2 A RMENFRD b
W EERIDSCHEIET LA, e T 4 R L AREE R IET S
NP

BWAESME OB, BIRMRE, Migkd, BEkA (Flx
1. BTHWEHS 7 VA LA R RIREER) bEEh 5,

Treat and Extend 152 X W IGET 256, — HEEHEINICBIET
B, EIEBIEEIENEE D b WA, REBEEIEO R
FITENE T OFERNHR S NS E T, BEMEZ BT
452 RN Tx5, BHEA AMD CIXERERRBOLREIT 1[5
720 2 HMELLTF & L, DME CIiEREMBOERIL 1 HH7-0 1
B ALLTFETSZ &, PDR HONRVO T, IGHHEIE %15 2 (24
Ed 2 Z L Emesn, EMROR S W Tt 2+
T =X 3N TV, ERIEHSENTHERD b -G4 .
AU U TR IR % B9 5,

CNV ([Z X B NEEDIRFRIL, BE Z L ORBIFIMELZE L
THRET D, BE5HE 12 » AT 1 HO®RE LLERWEEN
Wb 5T, HAEGEE0HERBIRENLERBELTET 5,
AT AL LE 9 IRAEIESET AR 1 3 12 L D B EE D RIR TlE, %<
DOBREFITRAIO 1 FMCHERFEEGIT 1 BT 2 BIORTH-
7=

XI-2. @I BIT5EEK| 1) ERADEEICET 15K
ZEER AFZB TS 195 w1 9.6 3w DEOTHIILL T LB TH
D, WA TOREE TR D,

9.5 1%
At SUTATNR LTV 5 ATREME D & 2 LetEICiE, 1RIE O R IRMEDNfERRE %
EED W ENDGERICOREET D, AFIX, ZOH VEGF EA
D> BIFTERIC AT AN QNI - TR LB E A B T 2 AREMER R E TE 2R
W, —, =7 A v E RO AREEAENERER (0.125 XX 1.0mg/iR
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ZHARICER B TR RN ) 128\ T, iFH 7 = B X~ 7 REN
FEER L7881 f T =t 277 DIRR~DBATHRHER S L7278,
RN, BBIEEE X ISR b o7, 7ok, $LVEGF E
%%ﬁf%%%(AﬂvX77)T 7YX - B (10~
100mg/kg % 3B EAHARIRNEES) I8\ T, IRIBEREORAD, WIR
DM, NE - BEBEEEEFTHIRIEOEMNBO LN EDREND
%,

9.6 RELIF
1B EOFRMER ORFLREBOARMEAZZE L, RILOME T IE 2 iR
MToZ L, B MR ABITT DL OWMERDH D, RALINTZARL~D
B REHEA R ODWA~DOZBIITHTH D,

s AN A

P NESER'E 8.1 Pregnancy

(20184 3 AXET) | Risk Summary

There are no adequate and well-controlled studies of
LUCENTIS administration in pregnant women. Ad-
ministration of ranibizumab to pregnant monkeys
throughout the period of organogenesis resulted in a
low incidence of skeletal abnormalities at intravi-
treal doses 13-times the predicted human exposure
(based on maximal serum trough levels [Cmax]) after
a single eye treatment at the recommended clinical
dose. No skeletal abnormalities were observed at se-
rum trough levels equivalent to the predicted human
exposure after a single eye treatment at the recom-
mended clinical dose [see Animal Datal.

Animal reproduction studies are not always predic-
tive of human response, and it is not known whether
ranibizumab can cause fetal harm when adminis-
tered to a pregnant woman. Based on the anti-VEGF
mechanism of action for ranibizumab [see Clinical
Pharmacology (12.1)), treatment with LUCENTIS
may pose a risk to human embryofetal development.
LUCENTIS should be given to a pregnant woman
only if clearly needed.

Data

Animal Data

An embryo-fetal developmental toxicity study was
performed on pregnant cynomolgus monkeys. Preg-
nant animals received intravitreal injections of
ranibizumab every 14 days starting on Day 20 of ges-
tation, until Day 62 at doses of 0, 0.125, and 1
mg/eye. Skeletal abnormalities including incomplete
and/or irregular ossification of bones in the skull,
vertebral column, and hindlimbs and shortened su-
pernumerary ribs were seen at a low incidence in fe-
tuses from animals treated with 1 mg/eye of ranibi-
zumab. The 1 mg/eye dose resulted in trough serum
ranibizumab levels up to 13 times higher than pre-
dicted Cmax levels with single eye treatment in hu-
mans. No skeletal abnormalities were seen at the
lower dose of 0.125 mg/eye, a dose which resulted in
trough exposures equivalent to single eye treatment
in humans. No effect on the weight or structure of
the placenta, maternal toxicity, or embryotoxicity
was observed.

8.2 Lactation
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Risk Summary

There are no data available on the presence of ranibi-
zumab 1n human milk, the effects of ranibizumab on
the breastfed infant or the effects of ranibizumab 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, caution
should be exercised when LUCENTIS is adminis-
tered to a nursing woman.

The developmental and health benefits of breast-
feeding should be considered along with the mother’s
clinical need for LUCENTIS and any potential ad-
verse effects on the breastfed child from ranibi-
zumab.

8.3 Females and Males of Reproductive Potential
Infertility

No studies on the effects of ranibizumab on fertility
have been conducted and it is not known whether
ranibizumab can affect reproduction capacity. Based
on the anti-VEGF mechanism of action for ranibi-
zumab, treatment with LUCENTIS may pose a risk
to reproductive capacity.

S
A=A T U T O4FE
( Australian categorization system for D (201843 H)
prescribing medicines in pregnancy)
<BEB>EOME

F—Z ~Z U T D4% An Australian categorization of risk of drug use in
pregnancy D : Drugs which have caused, are suspected to have caused or
may be expected to cause, an increased incidence of human fetal malfor-
mations or irreversible damage. These drugs may also have adverse pharma-
cological effects. Accompanying texts should be consulted for further details.

2) INREADEEICEY H1FH
AIZBT DA KO 19.7 /NRE] OEOFLBIILLTO LB TH Y, KEH
MXEFELTRRD,

It 2T 4 R FIARRNES & 10mg/mL
9.7 NR
RASTHBEIES O/NRE 250G & U7 R RBRIT E R L T 720,

W T4 ABEFEHERNESAFX Y b 10mg/mL
9.7 INRZ
RATHEBIED DS D/NR S 255 & U AR ARBRIT M L T,
) ASA T VRRAIOAGENEETH D . AREATIIARAGERIEE

Hih AL
KEGAT SCE 8.4 Pediatric Use
(201843 HL7T) | The safety and effectiveness of LUCENTIS in pedi-
atric patients have not been established.
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TS5 Te—
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