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2FRRV

578
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XIFEE
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s, 58S

0. 4#ICEAd 5IEE

AN 2o ANESHF Y b 120mg/mL
BEOVU® kit for intravitreal injection 120mg/mL

[Beautiful] (L) + [Vision] {R7), R¥, =) oMb L,

TuanvA<7 (GEia L) (JAN)

Brolucizumab (Genetical Recombination) (JAN)
brolucizumab (INN)

t MbE /7 v—F ik : —zumab

VA ]

50

MEIVMTQSPS TLSASVGDRV IITCQASEIT HSWLAWYQQK PGKAPKLLIY
' | 100
LASTLASGVP SRESGSGSGA EFTLTISSLQ PDDFATYYCQ NVYLASTNGA
150

NFGQGTKLTV LGGGGGSGGG GSGGGGSGGG GSEVQLVESG GGLVQPGGSL
200

RLSCTASGFS LTDYYYMTWYV RQAPGKGLEW VGFIDPDDDP Y YATWAKGRF
' | 250

TISRDNSKNT LYLQMNSLRA EDTAVYYCAG GDHNSGWGLD IWGQGTLVTV
252

SS

4373 Cr164H1768N310037288
K 26,300 (BERGRTH)

RKYE : 7uanr X< 1L, BB —AREFER (scFv) THY ., 2-111 %
HiZb Mepie MENEBEGER T (VEGF) €/ 7 a—F L Hiko L
SHO PR, 133-252 &% HiLXt Mbste kN VEGF €/ 7 o —F bk
O HSEOREEEN S5, Taiy Av 7 id, 252 MO T 2 Bk
MERABENRIBETHD,

%5 : BRO
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F =] =)

‘ TSI —RAbyIN— ‘
W7—0v7o FS5UVv—0OvR

PefR - A~ A OB T D TNCIRE LR TH 5,
B L7a

2% E © 240~340 mOsm/kg
pH:7.1~74
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ke 4 A 2 i FANESHF >~ B 120mg/mL
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V-1, BEEXIEHR

V-2, BEEXRIIZRICEE
THEE

V-3. RERUHEE=E
(1) BERUVAEDMER

V. BEICEAT 5IEH

4. hREN TR
OHILE TARMIRE A ME % 4 5 iR L

OMRAREMZE

(fiRL)

<HPIDETIREIEREME %45 MBRERLEE>

EREILFEE IAERRER (C001 #RER) K OMEAFEIAERER (C002 #ER) Ickw
T, 7 anAy X7 OHE FIREERTAEIME (CNV) Z £ 5 Il sg B 2812
KT DANER NEEVENHER SN2 06, RRE TR %2 [0 TR
KT A A A E O INEREEBEZEMEE ] &R L=, CO01 #BR & Y C002 7klk &
HiZ, TTOH CNV J{EY 7 X A TaRHRE LT HICEBWTHAEIINED
BEINZ Enn, CNVIREEY T X A4 FITHIRRIZER T 72 o T,

< WEPRTREDLIEIE>

PR B IE (DME) (CpE S AR EEZ BT BB E 5L L EEEERSF 1T AFR
B (B2301 #RBR) K OWMESME III AH3ABR (B2302 #BR) I2BW T, 7 rL v A<= T DA
IER OZEENHERINTZZ LD, EEXIERE THERFHEBZE) % EL
7=,

5. DEERIIMRICEES HFE
AANZ L DGR EBIRT DICE L, f@OFEOTHREZBE L. AFKREG DS
ZHIl 52 L,

(f#5)

<PDLETIRKERFEME Z 4 5 MEEME S, RRFABFE>

KENT X DIRHEPDBEDIRNEF I L TARADN L G &GS nnwk 5. B
L FRRICERWE 21T O N& EBEXRE LT,

<PIDETIREEREME %45 MEBELEE>

TuanyA~v7 (EiaTHEEz) &L Temg (0.06mL) %482 &2 18],
Hifgt 3 B GEAHD) T ARNEET 5, TO®ROKMERICB W TIX, @,
12T &2 1B ARG T 2, ek, JERIC X #5408 B
50, SHELUEBLITHZ L,

| ﬂ | \8 | | | | | 2\0 | | | | | 3\2 | | | | | 4\4 \(LEJ&)
] ] ] ] ]

* AL, EHIE e ERICKYRSHREEERET 545, SAULHTHZ &

1T JoLo X< T6émg (0.05mL) FEFARIRS



(2) RERUVAEDRTE
A - IR

<HERREBLZE>

Tuny A<7 (B z) &L T6émg (0.06mL) %687 &2 1A],
W R 5 B CEAHD AN ET 52, FERIC K D &G REE EE
WL D, TO®ROMEFICIW I, @, 12T &2 1E, A ENERS
T2, B, ERICE W ERGHELZEERT T2, SHEU EHITDLZ &,

EAH (68 &, EHEbE) *

6 12 18 24 36 4‘8 (Bt)

Tt t+ t 1 1 ] ]

* ERICKR VIRERBEERRLC 5
o ERICKE VIRERMRZERRE T 545 SEULEHITEH &

T JoLy X< J6mg (0.05mL) REFANIES

<HPDETIREEHFEME Z 4S5 MEBEBILEHE>

BHADNE BT (nAMD) B3 2 550340 U723 T AERER (C-10-083 3
B) <. 1y HBOHLYT 74—V RE (CSFT) ORX—A T A b OEAL
BORERZE (KA — 7 = X~7 0.5mg #) 2BV TAAl 6mg BE. 4.5mg
D7 =t X~7 0.5mg FEZxIT 2I AN RS, KFIOWTNOHETH
BEEOBRERIIHA LN N7 LD, LIBEOEERRER CIIAK 6mg Z Hqt
TAHZEE LT

5 IAHER (C-12-006 #BR) TIEX. AHl 6mg (41 T &I 3 EIFKLG%, 8
&m3@%5\mﬁitK1E%5)@779Nwt7kmm(4ﬁ M
[ G%, 8 & 5@&@)’ﬂ¢é#*$mféht K%Gmyﬁt
sﬁ_&&5#%1m_ CERBICEREEZ S AEROBE N BINGEEET D
Sl BEELIBNEHER Lz, CHOORRLEY | KA 4 BT L ORS
Z 3EAEAS G Lcte, MERFIIL 1238 Z L OB G2 HARL L7z BT, RETED
P (DA) OFBURPBUTIS LT 8 D k&ﬁ%T%&&%v/%/kbto
FIAHFER (C001 3B K O C002 #ER) T, A4l 6mg #EIZHBWT, 48 HH
ifDA%%ﬁﬁ#ﬁzH‘&&%ﬁT ECHoTRFEDOEIRIIH T THD
8 T L EHEA~DYERZNMEL R HBEEDL LT, 12 T L O GHR OF)
6] DA FFli©% QMBS HIE S v, TREBIAAFHIZ DA A 52V EAIC
T, ECH0 12 EOREGNAHETH D Z ENRENTZ, DA FETLRD
X, 77Ut~ b 2mg Ei&l:[:f\fﬂiﬁ' 6mg HETA7 <, BEORIUTIG
CCEGMEEZ 12 0 2 & XL 8l Z L IS 5 AA] 6mg #EDIE 5 25, HekF
HIcBWTEWKEBRBCERERAZ I ba—/LA[fETH D Z L VRB S iz,
PLEX 0 AHI O i T RIS IEET AL M55 A £ © DN 85 BEZEPE kT4 5 TR K
OCHEEZ, [TarvX~7 (B z) £ LT émg (0.06mL) % 4
PRt IR iﬁ3@(%k%)%%%ﬁ&5#éo%@%@%%ﬁﬂﬁnf
X, EE, 12T LIS 1E T ERNERES TS, ) 2 s L, E, MERRIC
8 WARIEDEIE TORGERBRN 2N DL B/ L, (725, JERICLY
BHMREEZEERET 528, S EHITHZ &, | ERELT,

<FBERFEBLZE>

A DME (Zx3 2 HiEk O H&EIZ, DME B#E %25 L L-5 11 fHRR
(B2301 &8 & O B2302 #tlk) OFEHRICHKSEFRE LT,

B2301 AR & O B2302 #BRICIH VT, KAl 6mg % 6 2 L2 5 [FREEARE
B, MERRG L L CI2Z B2 EARLE LDAIKISE T8I LG 4 AlfE
ETDHMETHRE LcRER, FEFHMIEE Th D 52 KO BCVA OX—R 7
AU NHDELEIZOWT, DME i3 L L TENATAMEHEIRL TV
77Uk 2mg (4 W LT 5 R G%, 8 I LIckE) 1Tk 59k
HUEDFRGE S VT2, F 72 B2301 3B CAKI 3mg #F & 6 mg B D H &5 BIfR %
RET L7-AE R, emg BECHI OUE, 128 Z & & 503 ket rl e 72 g O Fl &
iR AT oo CSFT, Ml Tk (SRF) oM@ ik (IRF) O %D
BRI E T, mﬁﬁifmﬁﬁ%%uf\%gﬁ&m&f;@%wﬁ%@
RS, HERICBERIAFED bitTe,

FEHRIFRIZ OV TIE, B2301 3R & O B2302 3Bk TAAl 6mg # 6 2 &£12 5
ERE ARG LR, BABNICES i) O dE %J%m%ﬁ®&%
(CSFT. SRF < IRF OAME) 23380 b, 228 ARG5E 10 28 MR
WREIIHERF SN2 e h . 6 BT LIC 5 HOEAHKRGIX ﬁ@]f&)é&%z
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72. B2301 7R & O B2302 R TOAHA 6mg FEOHERE 1T, 6 T &1Z 5 [
BABE L=, TNFH 55.1%. 50.3%D#ERF /N 52 #HE T 12 H T L &5
TRk PTRE S HEE STz, MERIREG L L C 12 T LR EA2HAL L, DA DS
CC8BIEEELAEE T2 LT, HAnWE, MHFNFTROSET 52
I E THERF STz,

T, L0 FMREAMOREEZRE T 5 alietEZ2 et 5729, B2301 #&
B O B2302 sBRD 52 HEFE TOT — & & VW CEHEEMMNT 2 i L 7= fE 5=,
BCVA 2 27 Of BAEAERK T 5 F TOHIE, BCVA XiE CSFT O ENLE
THETOHENS, —HOBETITEARGITER 5 FILY R0 EHHT
HAEMENRD BTz,

PLEX Y, AFIO DME (x4 2 HELOCHER, ol X~7 (EisT
MR Z) &L Teémg (0.06mL) % 6T L2 11A], ., HiE 5 MR GEAR)
WM RNEE G T 208, ERICK Y BRI EZEERC 5, ZO%OMEICE
WL, EE, 12T L 1B T ERARET S, 2k, ERICE D5 M
WA EREE T 528, SHUEHITHZ L, | ERIELR,

1 RERUVHAEICEET 58

(BhEe$E)

1.1 BRRERBRIZ BV TiE, MR AT O T2, mIRICTRENR & 7
DI o D% Ed, WIRFEIRHEER O A M & fapRrt 2 EH IR L7
ETARAERET D2 L, ek, MIEARIZIS T 5 WIARIE B #5130k
. AR ToOZ e 2+ 25 L7 E TR IIRORRZ1T 5 2 &,

(DB TIRKIEHRFEME 4455 MEERLE )

7.2 HEFFIC B W TR, EMMICREIEEINE 2 R L, REIEENME 2 R
LATANRBD ONZHEIE. B5MBEEZ S B T2 LE2EETH
Lo [17.1.1, 17.1.2 ]

(HERREDZE)

7.3 EAHICB T B EEEEICOWTE, RFERSMEIZI T b B &9
HZELEBETDHIE, o, MEREICBO T, EMOICEBITEINE
R L, EEIEEIMEZ RS ST AR O b G a . R ERREE
BHETHILHEEBETHZ L, [17.1.3, 17. 1. 4 ]

(FEER)

7.1 ERREREBRIZ B W TR ICARK] Z [FRF 3 G- U 72 B O 20 e OV PRI R at
ENTWRWNWZ LAEE 2, BEELFRICERREZIT ) NE LB 2R
L7

7.2 nAMD & Z x5 & Lz C001 iR & OY C002 7k 238\ TAKIP 5.4 96
BT 12 ABMER G CHEEF CE R E 1T CTh o2 L B
Z. HMERFHIC W TR, EMIIICHE R LT 7 0 — v RIE, OB
Hik (RN T, MR B T) &2 & a2t Ao 2bic k&
DSEXREIEEMEZFHMEO L, EEIEEMZ RE T 5T ARRD b =GE
X, BE5HRZSEETHI LELZBETIHIROERLZRE LT,

7.3 DME B3 %2 x4 & L7z B2301 kB O B2302 RBRIZ IV T, AR 5%
52 M E TOT —F ZHWTHEEMNT 2 e L2 fE R, —HoBE TIHEA
B 3ERE 5 LD 072V EETHLEMENRED b2 &R E .
TR SOGMEIZIG U 502 BB T 2 5 OHELOHEICEET 2 ER

FE LT, F72. B2301 #BR A Y B2302 iBRICEBW T, KA 5% 52
W E T 12 HFRRE G CHERF CEX o EBRF 1R Ch o7 2 L B E x|
MEFFIN B W CiX, BRI LY 7 7 ¢ — L RIE, M OB R
GREME N /R T ) 2 2 de i) i T FL D 2812 F6 5 & 8 BBYE B % % 3R AT
L. FREREEMEZ2/RIRT DT ANRO bN-HAiE. BERREEZ 8 H L4
HTEEEBETHEORREZRE LT,
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V-b.

i PR RHE

() BRRT—R/\0r—o
<P DOETAREESEMmE &4 5 M BREE>

RIS | HBRE R x4 I KRBTV | HE B RN
i i ) i (B 5-19R) X5y
HEF- C-10-083 |nAMD ¥ 194 |ZfEsk LA 22t [RAI0.5, 3, 4.5, 6mg |FFM
% 1 FBR A 0.56mg:10 IR, o | XiET7 = X<~ 0.5mg
AF| 3mg:35 VAN SRENRE | & H R G
AKHl 4.5mg:48 BA[A] i RS- 0% JEUE
AF| 6mg:40 WATRER L 7 =
St Xv761 B X< 7%t R
st C-12-006 |nAMD #£% 89 f % gk 4L [H, HEhE [ ARHIEE 6mg/4 WL (G
%5 1 AHGBR AFH| 6mg:44 R e [3EI+8E L 3|+
AFL2mg:45 VAN 12 L 1 E#E
AEATHER] Hig AFL B - 2mg/4 W e
/AFL st 3[E+8 i & 5 mlEE
(56 FHH)
HEF- C-13-001 |[nAMD 52 4 % Jiti a3 H: [ Bk [ AKEE : Day0 ., 1.2mg (%
%5 1 AR % ak—h B Z4eMt |(1opl (=h—1F 1) . X3
AF:10 AL NI 0.6mg/10pL, (=7F—h 3)
S RT3 2 AF— 4 Ak EW RN ES., XX
— KTt RS 1mg/8.3uL (=Ah—h 2) |
X HR Xi30. 5mg/8 3uL (=dF—h
4) % 16 ST CRE K
WIEA, D%, Day28 (2
6mg/50pL (£ FR— k)
% 1 [N
T =X~ 78 : Day0 KLY
Day28 |2 0.5mg/50ul %
% 1 [EESANES (2o
A— 1)
[E] B 3 [ E003 nAMD #E#& 50 {5 2% 3L SRENRE | AH 3mg X/ 6mg O 1]
5 1 FERRBR (AAA 26 1) — R etk (48 3 ks
AHKl 8mg : 25 (18) |7 Ak R | (12 M)
Al 6mg : 25 (13) |WATHER] Huig
[ B A () Co01 nAMD B 1,078 5l | & ik AL HE | A%l 3mg, 6mg #f : FEAMm
B A FABR (HAAN 154 ) | " EERK ZeEt (4L 3 IEI+12 1_ s
AKl 3mg:358 (41) |7 v & 2k HEHE | (DA 23D 7=
AF| 6mg:360 (60) |MATHER bk RN (8 E L) 5
AFL2mg:360 (53) |/AFL st AFL #f - 2mg B Naps
3[E+8iH - L5
(96 F#)
A C002 nAMD BE 7394 | ShEsRILH BHhiE | ARHIEE 6mg % 43 = & FFAm
B A FABR AFl 6mg:370 i etk 3 ]+ 12 ﬂ & (DA %
AFL2mg:369 AL N9 IyERE FRD 725 k)
AT ] bR G R &Ef
/AFL xR AFL #f - 2mg AW L
3E+8EI LIS
(96 )
sk A2301E1 [C001 Bk (96 W) |ZhEs% It Btk [ AHIEE - 6mg & 8 W 2 & RN
FBIAHRE | (CO01 D|%5ET L7z nAMD B3 | —FH ik et |2 lil&“'aiﬂz "L (DA
Afeatin) 150 4 A ATRER b PK EROI-GAIIISE I L)
AF 6mg:107 /AFL %18 G E e |1 [E$ s
AFL2mg:43 AFL % : 2mg #8 # = &
3 B f 5.
(24 )
HEsh A2309 nAMD H£E 14 %l i) etk |ARKl 6mg & Hnlik s 5%
H1b HHRER FEME (LX)

AFL: 77 U~k
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<WREERZE>

w3
RIS | HBE W% B N @ﬁ;ﬁﬁ) ?)‘j
[E] B 3 [ B2301 DME 2% 566 % Jiti e (7] B |[AK 3mg. 6mg A : 6 1 | AL
5T B (AANG6LE) |~ EiEfi geaepe  |TEBEFIZMT
AH 3mgi190 (20) |5 4 ok s | (DA ZROTLEIL
Zfiﬁu 6mg:189 (19) jﬁﬁtﬁﬁﬁﬁttﬁz SHEIT L) ﬁ#]%ﬁ-‘?ﬂ/}ﬁﬁ
AFL2mg187 (22) e Aﬂjizmgﬂﬁ“k
mg IAFL %1 5 [F+8 il = & fiST-HAP
Fest
(96 )
HES B2302 DME #3360 % Jiti % $[7] Bt |ARHFIEE wg%6L_ S
5 TAR R A 6mgi179 —EERR bt |5 l%l; 1238 2 o § F;Di &
AFL2mg:181 AN B |7 -
e e S e
" n»ubf)ﬁi/ﬁ{:\liull%@&'@
/AFL X fit RIfE % 4 BREE) RS T
PRINTES

AFL 7 : 2mg%4L
5[]+ 8 i am%mw
G

(96 #H )

AFL: 77 U~ &7 |

(2) ERPRZFEHAER

<HPDETIREEFENE #1445 MBERLEE>

HEHEFANESRER (C-10-083 HER. SEADT—4) "

SMEIN nAMD BF 133 #2512, AHl 0.5mg. 3mg. 4.5mg. 6mg Hi[A[#
HREDOR RV L DEMEEZ R LR, AAlE oBEH Ll snicfEF
EIEN 4Mgﬁf4Tw¢1m<2wn’ TR MO A%, 6.0mg BE T 44
Bl 1 ] (2.83%) ICHERZRBD 572, 0.5mg B (11 #1) %O 3.0mg Af
(81 #) TOFRIBUI LN oTo, RAEFH L OBEL Y Ll Sz fEF
GOFRBARIL, 0.5mg # 0% (0/11 #) . 3.0mg #f 16.1% (5/31 f5]) . 4.5mg
£ 12.8% (6/47#1) . 6.0mg #f 15.9% (7/44 %) T, ERFEL (Throk
BT 2 BILL BicsE) 1, #EFEHM (3.0mg # 3 . 4.5mg #f 2 5], 6.0mg
BEep) . IRJA (4.5mg BE 2 6, 6.0mg BE 1 61) Tholz, AKIEOREHES D
Y SNT-EERAEFRII R, AFREGFEEOMEDH Y LB Iz
HERAEFEFRIT, 6.0mg #£T 1 FHUHIVER TR bz, £DI1ED, R
AL, N LAY A (IE, IR/REED) . ROIRBH AR A TR - e 2t b
DR m@%ﬂ@ﬂotoui@#%ﬁg AHNOBEMEIZRIFTHD L E
%_Ehto

TE) AREN O L T ARAS ST 2B L 2 £ 5 N o B 28 1 xfbfﬁ\.{’é:h‘ﬂ\é)ﬂ/i&mﬂi [Zanry
x«7(Lh+mm4)&bf6mgmomm)%4ﬁ “LAC LI 3 EL GEAM) RS
b, ZTOBROHERIICBONTIE, @, 1288121 B, EHAANEST 5, 28, ERICL 0 B5HE
ZEEMETHR, SHEU EHITFHZ L, | THD,
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(3) RERNERFER

<HFIDETIREIEHFEME #4455 M EREE>

1) 5 E [ HER (C-10-083 HER. HNEADT—4) "

13 HBDCSFTOR—AT A IO EOHNE (K- =t X~7
0.5mg ) 1BV T, KKl 6mg B, 4.5mg HED T = X~7 0.5mg FHIZxT
DLIELHENRTREIN, WTHOAFOHETHLEREOBRARITALONREN-T22
Ens, LBOREKRRER CORAOHAEIT 6mg THRHFT 22 & EIREINT,

HiY

nAMD BH 25 RIT, AFIO BRI AR G% O e, 2R
P, AR T = A~ 7 LT %,

REBRT A v

Zhiax R, “HEL, 7 X Ak, BRI RS, AT R
AR

PSES

nAMD £ 194
AAl0.5mg:10, AAl 3mg:35, AAl 4.5mg:48, KAl 6mg:40, 7=
B X<7161

EEVASN S 00

® it 50 kL b
® HERARASLL T DGl 27
C RIBECIEEIMEO RGBT A MmE (CNV) 2632
< JHEY 7 Z 47 (predominantly classic !, minimally classic
M oceult BY) OFAHEFED 30mm?2 & F[EID
* CNV SIS 2R A HE O 50% % LA %
+ CNV 7% minimally classic 2 31 occult ZL D4 HRIGHE UL
IHEETH D
« CSFT 7% 340pm % LRIV | 2> oM Tk (SRF) OffEsd, U
HEMEFE R LN GR O H AL D
- EEMBIERL) (BCVA) 28 Al Hi 74K 78~384 U7

BRI 1k

A#l0.5mg, 3.0mg. 4.5mg. 6.0mg, XiXT7 =t X~7 0.5mg &
HAEE TR S L,

T ZEH I H

AFH| 4.5mg BE, 6.0mg #E, LT =X~ THTD, AT FT )L
RAA T HMEEH LD, 1 5 HEBD CSFT DRX—R2F A U
5O &

Rl RREATIZE B

DERFHIM (T & 2ME D TRBRIENFHEE (JED TR AR AR
B ORI AR O SV EEHEIEIR 2 PRAR % F TO M)

S

(H%hE)

EEFMER

1 » HE® CSET OR—2 5 A »inbDEE (/Y o
HEWZE (RFIH-7 =Y X~7 0.5mg #f) 1T, A%l 6mg BT 19.40
(90% (54X M (CI) :-9.00, 47.80) pm. AHK| 4.5mg # Tix
22.86 (90%CI : —9.28, 54.99) pm TH V., \WTHD 90%CI D FER
B IELERIYED-40um % EFIY | KK 6mg #EK O 4.5mg #ED
T =X~ 7 0.5mg FECx§ B FEEGMIEN R E T,

(K HIfETX last observation carried forward (LOCF) %2 HWTHISE L72)
YR AT 5 H

Kaplan-Meier {E(23-5 < S5 FreHIM [HHfE (90% CD ] X, K
#13.0mg #:C 75.0 (60.0, 75.0) H. 4.5mg#HET67.5 (60.0, 75.0)
A. 6.0mg #T 75.0 (60.0, 120.0) A, J=E X~ 7#T 45.0
(45.0, 60.0) HTHV, AKl sSmg U ELOABH TI=LX~7
0.5mg BE & L TREM -7,

(Ze&it)

BB L OB S 0 LW SN A EESEHRIT, AH| 4.5mg B
T2.1% (1/4741) . 6mg #ET 2.3% (1/44 ) KT = X~ 7R
T 3.3% (2/61 %)) THYH., KAl 0.5mg FEM O 3.0mg FETOFRIIL
Teinole, R G FHE L OBEH D LHIEr I A EFLREL
Rix, AHI3.0mg BT 16.1% (5/31#1) . 4.5mg BT 12.8% (6/47
) . 6mg #ET 15.9% (7/44 fl) . F=ERX~THET 6.6% (4/61
) THY., KA 0.5mg FETORBUI N7,

TARIWERNE, I [AK] Smg B 361 (9.7%) . 4.5mg #E 2 {7
(4.3%) . 6mg 66 (13.6%) . 7= X~7H 16 (1.6%) .
AR (K 4.5mg # 2 B (4.3%) . 6mg # 1 5l (2.3%) ] T, =
FERBWENIZAR] 6mg B 1 PR K T AR Sz,

) ARHI O L T RAE T AR 8 2 £ O I BE A MR IS ) L TR SN TV A HIEROHEIR, [Tary
RX~7 (EaTH#z) & LT 6mg (0.05mL) % 4 W& 1 B, e 3 B CEAYD) M ARNES T
Do TOHOHEFHICEBONTIE, @F, 128812 1 [, T ARRNRET 5, 2B, RIS X0 5
U EFAEGT A8, SEL EHITAHAZ L, | THD,
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2) dEHOE T HMRER (C-12-006 HEE. SAEIADT—4) 99

12 D BCVA OR—Z T A B OB L RICB W T, A#Hl 6mg (4 @&
W23 EEREH, SHEITLIIC 3, 12@ILIIC 1 FEE) o7 7Yk b
2mg (4 WLz 3 IEI%E’%»?& 8 L 5 [EIE) IThT DIELMENTRER
Too AAlZ 4 BT LI 3 IEI%MQ%L L7, 12 B LG EIEARL Lz 1
T. DA JEHLRPL mbfsﬁ T OBE L AR 12T 8E T L 0L
LA U DFIMER NZEMEN RSN,

HE 12 W% EAFLERKRT 4 81%) OAK 6mg DHIM: & LaMITH
W, 77U~ b 2mg LTS

BTV A v | ZhEsk R, CEER. T X o b, WATRER R

x5 nAMD -%E-% 89 il

Al 6mgiad, 77 U~k 7 | 2mgidb
F/RBERIEUE | @ 4F( 50 FRLL L
® PERIR LA T DS 2723

« RIGETIEEMED CNV 2H 15

- HOBIREMRE CIREASHER T &, JeTHkERF < SRF. N

B (IRF) XM LR TSGR TE D

< FLLE T X3 LE FICRAEE BT S

- CNV pﬁfﬁﬁxifﬁfz{ﬁﬁa@ 50%7% kA%

« BCVA 7% ETDRS™ 7] 3t L 74k 73~23 XF

* : ETDRS : early treatment diabetic retinopathy study

B TIE AHl 6mg XUET 7 U~k 7 b 2mg Z, BARELL T4 LTS
[l - Lf:?’ﬁ AFEHT 8 AT LIz 3|, 12T &2 1 ERE Gk
PEHERFOTZDIC T ¥ LVESE 40 BOV48 HIFFIZE ) L, 77 UL
t7bﬁ18ﬁ LT 5 Al T ERNES (RO =Dl vy
LR % 44 BERCSERD) Lz,
TEMBIERH | 12 #FD BCVA DRX—ZA 74 U b OE{kE
fiﬁﬁgm”ﬁw 16 #iED BCVA DN—R T A 2 b DI L
BIKEEHIER | @ 23HfliF D BCVA O_—2AF A b O L E
@ ZAHERES TOD CSFT &K CSFT O_—R T A b OB LR
A EEMEE
CHzhi) 12 HHED BCVA DR_X—2 5 A e OBV ED R/ N et L, AH
BETH75 T, 77 VLt 7 MET 6.89 XFThHoT-, FEHZE OR
FIfE—7 7 U~ 7 MEE) 13-1.13 (80%CI : —4.19, 1.93) XFTH
). T 7Yt MR D ARBEOIESHA T S (GEHTER
FUHE : 80%CI O FR-5 X7

EIlEEnE B

16 BHFD BCVA DOX—RZ T A N6 OELEDR/N"FTIFHT, A
FIFET 6.04 3LF, T 7 U~ULET MET 6.62 LFETH Y . BEE=E
(80%CI) 1X—0.58 (—3.72, 2.56) XF T, 77 U~ybt7 MIkT
DB OIS LD ST,

8§ W Lo GHIM (16~40 #) 2B\ T, FFEHMFA T BCVA
DR—A T A D DB IR T A L N> 7253, CSET
W, 77V T ML AR TARABCT—E L TRELBO L, &
NI OB ZE1E-16.09nm. (20 ) 725-33.63pm (32 ) T
HERB LT,

(BCVA @ KM LOCF ¥4 AV THlisE L)

(22 4=fk) IBORWEH® > B, 1RBRIK L ORED D L HW S NT-FHROIEIR
X, RAIFET 9.1% (4/44 B1) . 77V~ L7 FET 2.2%
(1/45 B) THY, IFHREEGETHLEOBEEL Y LM Sn-FH5
1. AHFIBET 25.0% (11744 1) . 77V~ & 7 FET 24.4%
(11/45 §) Th o7z, ERBIEM X, RABECHREBEH M 5 #)
(11.4%) . W7 EHMm 2 6] (4.5%) %<, 77V~ MNETH
fEH i 7 B (15.6%) . RO B, IRE &K ORE EFS 2 4
(4.4%) Thol-, Flo. RHWLOET 7 V&7 MEICHBIT S
RIS DOBIERR B RIL, 2.3% (1/44 ) KO 2.2% (1/45 #l) T
bolz, EBEREWEH GETHIZET) 1L, AFBECIRTE LA 1 4
KOWMBEm 16 BE) THhotz,

1) ARH O oL T URMS T AL ML 2 £F 5 MR EEEAME ISR LR EN TV D AELOCHEIZ, [T ey
A=7 (BT z) & LT 6mg (0.05mL) sz 4T L 1 a3 [\l CEAM) T IARNES T
b, TOBOMERIIZBNTIE, @, 12 8IL1C1 B, A ANEST S, 2B, ERICEL Y ESHER
ZHMHRET 58, SHU EHITDHZ L, | ThD,
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(4) 1REERIEAER
1) AREREEEAER

<HDETIREESEME &4 5 MR L >

OEKARFE MAAEHER (C001 &8R) ©9-%

HAY

48 KD BCVA D_X—A T A b DAL EICE L T, AFIDT 7 U~ bt 7 M1 2
FELEERFET D,

RERT YA

ZhagkILm, R, T2 & AMb, WATRER LEREER

PSES

nAMD £ 1,078 il (5 5. BARAN 154 i)

AAl 3mg:358 (41) . Al 6mg:360 (60) . 77 V-t | 2mg:360 (53)

e B G L UE

® Eiin 50 Ll L
©® YRR ANLLT Ot i 7=
< RIBECTIHEEMED CNV 24672
« CNV fEIR S R A D 50%% LR
* RPN SR T OB T T o — L RIZKRA TN D
- BCVA 7% ETDRS [ #t LF¥ 78~23 XF

R IT 1k

AHl 3mg, 6mg X7 7Vt b 2mg &, BAHLELT4BET
fﬁﬁﬁﬁéz LCAARET 12T & (DAM;M LM SN BA I, 8
) . 77U MR 8 T LT 96 I F THFHIARNE S LT,

3 IEI%EE- L7c1%,
TR

1) DA (REJEEME) 13, HARHh LY T 7 40— FE, WEOBHTR (REBERN/mERE
T, MEAFE ERT) & e T o2kl ﬁ:o%pﬂﬁﬁéhto

B TalEYEl

48 D BCVA D_X—2 5 A b DB E

b EE R
EIEHEE R

36~48 M H D BCVA ODR_X— AT A b DB &

Z DD
I IR

® 48 AN TN96 W E T 12 B = L o Efkpi v e/ BEE S

® FEFLMIE A D BCVA D_— 25 A b DAL &

® HZiLME A D CSFT D R—R2 T 1 b DO LE

® 16K DA Z%BlL., 8 I & DG~ DU BE RS

® FHAEDOIEFHIFN [CNV JHZL Y4 X, CNV, IRF X% SRF,
DB D B 5 BB E 55

® HHRMHEIZ DV T DT v — bk (VFQ-25) BRFAIT DOR—RAT A b0 LR

MR L2 (RPE) F

FEAT

Tyl

RO SREER (FAS) 13, T FMMEENT-BED Y B, RN 1 RIS Sn-/R
#C. Intention-to-treat (ITT) DJEANIFEV, T v & MMUFHIEI Y (11T Sz 5 E S
THEAT L 7=,

FEFMIE B & OFEIKEETIE B 1% FAS 2 fifr st G4Ef & L, & 58, X—2F 1> ® BCVA
X5y (55 JLFLLF, 56~70 X7, 71 XTI L) | HF#pXsy (75 B, 75 il b) & [H
EZhE L L=t (ANOVA) %47\, &G (RFIEE-7 7 U ~ULt 7 M) Ol
il 95% CI & FRRAENIELPERFUED—4 XLF LD REWEAIZ, 77 U~ v 7 FEECxd
HAFIBEDIEL M RENDS DL L=, BCVA OXHIEIL LOCF EZ2 W THisE LT,
NR—=2 T A HOPEMBIRNEZE TIL, XI—2A T fEEHWDZ &L L, IRRERE T
1R7% 3Bk 2 Al L= B TlE, 1RBREELISN O VEGF FLESK A L 7= 5 CHEBRIR T A
R FT Y)Y & L, $TUIV ERTOT — % 2 iz,

ZEMIMIILT v X 2L ENTZHRED I B, BN 1 EUM&@éﬂt%%‘f&bézxi@
AT R REEM 2 X RICE L=, F8—, 2 FEU EOBRBRENR RS SN-HAICiE, 4438

HE Tl b HE SN 1553 CRM L7z,

fig | Ak

EEFHMER

48 HFFD BCVA D=2 T A inbOZEbRE (R 3RV HIRAERRE) 13, &K Smg F¥
T6.1+0.69 X5, 77Vt 7 MET 6.810.69 XLFET., HMZE (KRARE-7 7V~ Lt
7 hEE) —0.6 (95%CI : —2.5, 1.3) . AAl 6mg #ET 6.6+0.71 307, 77V ~ULt7 Mt
T 6.8£0.71 JLF T, FEMZE KEFE-7T 7V~ L7 R 13-0.2 (95%CI : —2.1, 1.8)
XET, 95%CI O FIREIZ—4 SCF% LBV, 77 U~k Maxhd 244 3mg XY 6mg

DIELHERHRGFE S = (KA 3mg # p=0.0003, A%l 6mg #f p<0.0001, ANOVA) .

48 BEFD BOVA DR—RXSA VA LDELENHEBE FABF-—TI7UNLETE)
AH 3mg #f (n=358) AH 6mg #E (n=360)
—0.6 3¢5 (0.98) —0.2 3¢5 (1.00)
—2.5,1.3 —92.1,1.8
0.0003 <0.0001

hv bR (RERE)
95%CI

Sl p fE (ANOVA)

X Bl LOCF % Al CHlise L
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b EE AR FEIREEGE H

36~48 #HEH D BCVA OD_—AZ A b O bE (R/h R FH) 13, KA 3mg BT 6.2
LT, KA 6mg BET 6.7 XF, T 7 VUL T T 6.7 T T, BERIZEIE. KA Smg BE-
77U T FET-0.5 30F (95%CI : —2.4, 1.3) . AAl6mglt—7 7V ~Ltv 7 M
0.0 (95%CI : 1.9, 1.9) XFT. 95%CI ® FRRMEIZ—4 XF% LRIY, 77V ~L&7 T
%9 BHAHK 3mg KX 6mg DIELMENBIES L7z (KAl 3mg p=0.0001. A#| 6mg &
p<0.0001. ANOVA) ,

36~48 BE D BOVA DR—R 5 A UL DELEDHEE KBTI ULt T +ED)

AH| 3mg Bf (n=358) AFl 6mg B (n=360)
BN (YRS —0.5 X% (0.95) 0.0 3¢5 (0.96)
95%CI —2.4,1.3 —1.9,1.9
Jrffl p il (ANOVA) 0.0001 <0.0001

K BEE LOCF 2 W CTHlisE L 7=

Z OO EREEmEE H

® A8 AN N 96 ¥ F T 12 = & o F Hfikiet rlRE /e B EI S
AK| 3mg BEIZIWT, 48 HIFFT 49.4%, 96 WEFT 39.7%. AH| 6mg BEIZI\WT, 48
FFC 55.6%. 96 KT 45.4%DHEE D 12 8 Z L OEEHEFFT 5 720> TH BB =R
ENndz, BAMEZIZI12BE T LORENEY & SNZEEDOI L, 48 HBEETI12BI L
O E 2 MR L7285, AAl 3mg BET 80.9%. AK| 6mg #E T 85.4%., 48 HEF ST 12
BOFREMRBEZHERFL CW=BED Y B, 96 B £ THREMRZHMR L=B&0X. AH
3mg £ T 80.5%. AA| 6mg BT 81.5% & #HEE S 7z,

@ ZELAMI S D BCVA DR— R 5 A b DL BEOHER
WTNOBREGEIZBWTE, 4 BRFCREWER AL, 12 HE E THhAIZHEL, 48
BHE T CICHERB L, 48~96 H B Tixb T 0l nabiiz,
BCVA B _—RA T A 2ind 15 CF LA BN T 84 305 LA LD BE OFIG L, AFK| 3mg B
IZBWT, 48 FFT 25.2%. 96 FFT 32.6%. AA 6mg ALV T, 48 IS T 33.6%.
96 AKFT 34.2% ThH 7=,

B EBEETDBVADAR—RS A N DELEDHF (FAS)

& 10 10
i BN SR EHLRE
s 8 ki
ol 6 -6
SN
£ 44 -4
.\}
-glg 2 -2
S0 0
=
8 _2_ T T T T T T T T T T T T T T T T T T T T T T T T T A 2
BL 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
5 1R GB)
—o— A HI3mgaf (n=358) —e— AFl6mgs¥(n=360) --o0-- 77~V 7rE¥ (n=360)
BCVA DHERUELNDEE
i AH| 3mg B AH| 6mg B TVt R
(n=358) (n=360) (n=360)
BCVA15 IC5-LL B | 48 25.2% 33.6% 25.4%
0% 48 XFLL Ed
B A 96 32.6% 34.2% 27.0%
BCVA15 CFLL B 48 5.9% 6.4% 5.5%
1 2|
DL REHS 96 8.6% 8.1% 7.4%

KAMEIE LOCF % v CHlise L

16




@ Z M S D CSFT D_—RZ T A b D&

WINOEEREZBOTH, CSFT O_—R T A b O LRI, 4 BRFCRE B sR
b, 0% 96 I H F THERF ST,
96 BEETHCSFT DR—RXSA4 UHh 6L DEILEDHTE (FAS)

£ 254 25
S 0 2
= 254 BRI EERISE | o5
B 50 --50
8 75 75
] -100- --100
~ -125- L.125
" 150 --150
& 1754 175
T 200 L-200
& 225 - -225

T T T T T T T T T T T T T T T T T T T T T T T T

BL 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

5 1A (B)
—o— AH|3mg#f (n=358) —e— AHK|6mghf (n=360) --o-- 77UNIL£ 78 (n=360)

KBS LOCF % VTS L 7=

® 16 HFHZ DA* 238 L, 8 = & OG- A~YIEZ DS E 72 B EE
AFl 6mg B 24.0% T, 77 VULt 7 MED 34 5% IR THEIEWZ LaVRrEz
(il p=0.0013, Logistic [El)f) . F7=. &K 3mg # 28.1% T, 77V~ &7 MEIC
HARTEDN 272N, BEEITA Bﬂfﬁﬁ‘oto

* : BCVA @ 5 LFEL EDIKT (R—R2F A L D#k) | BCVA @ 3 0L EOK F KO CSFT ® 75um LA Eo
s (12 8 & okelg) | MEEEEEA Y (AMD) OIEEHIER L7z BCVA @ 5 XFLLEOIRT (12 & dlk
), MEEENZER/RPE O%EE L <IEE L (1208 & Olg) T DA Z 3l L7,

® JEZE DI HE A
BRI (12, 48 K ON96 #IF) 1281 B CNVIRZAY A Xid, WINOKRERETHN— 2
FA B L, CNV 26795 $%¥l X, 77V MREL Bl U CARKIRE T 7
MoTz,
F7, LTy, 48 CT7 7 U~k 7 ME L Heli U CARFIRE CTIRZ O e EH 6] A3 A
bz,
SERE R U 48 sBBFIZ 175 IRF, SRF X (X RPE FOBHEN HZHEEEE
A 3mg s
\ (n=358) 77y BERIZE (95%CI)
Bl | - v N
(n=360)
—10.2 (—17.3, —2.8)
41.8 52.0 £=0.0030
IRF /% SRF| 16 250 s 182 (—25.3.-10.9)
T : : p<0.0001?
BEEE —10.5 (—17.4, —3.3)
(%) 48 34.1 441 p=0.0020 2
—13.5 (—20.7, —6.1)
31.2 44.6 =0.00017
—6.5 (—11.8, —1.1)
19.8 26.3 p=0.0271Y
RPE Fooiih| 16 Lo Vr g 86 (—14.4, —29)
Y XA : : p=0.0030"
BEEE —4.0 (—9.4,1.4)
(%) 48 16.9 20.9 p=0.1538Y
—8.1 (—13.6, —2.7)
13.5 21.6 =0.0035Y

BB E %2 Al p A @ Logistic [A1)f
DR E L k3 2 Wi p fiE : Logistic [l

® VFQ-25 BEt A a7 DR—2F A Lt DL &
VFQ-25 %ﬂ%u\f_%%ﬁfe&iT YR BBIZONT . AFEETIR— 2T A AT WP RO
PRI BN T HEEN R SN, 12HAO FMIRE SEAITIL, X=X 71 V»
6@%1t%&:§¥ﬁaﬁfk% IREVT AR Do T,

* o R, A, RO, mITHROMEE,
iR, (5L, RN

FERAURRE, REMROIERE, BHRIOREES | KRR,

]
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Eﬁ

Zliﬁﬂ 3mg B, AA 6mg HEROT 7Vt 7 MBI DIROBIEARETFEIL, 22.3%
(80/358 i) . 22.2% (80/360 f5) K&TX 17.8% (64/360 #l) TH o7z, BEBENKLEN-
T-EIERE, DRBRIELBEH V] & LT, RAFETIES E O BER (R4 3mg B : 1.1%.
6mg Af : 17%\ TV T N 0%, LFEIE) . 77 Uk 7 MEETIER, BIRA
F LRI (0.8%. 1.4%. 0.8%) Th-ol-, [EHRELGTHLIBEHEHV] L L THKLE
Mo TeBWERIX, WINoORE LR M (7.5%, 5.6%., 4.4%) ThH-o7-, KAl 3mg B, K
#l 6mg BER T 7 ULt 7 MEEIZEIT B IR ORIERIX 0.6% (2/358 #1) . 0.3%
(1/360 ) KO 1.1% (4/360 #) TH-o7lz, EEZBIERAZ. [EBRELEEHV] &L
T, SEHME 1, 2 6. 0 F) | MEEEIRMRE (0 F. 161, 0 F) | BEFEMEREEYE
(o, 14, ofl) . ETEE (ofl, 14, of) . MEFEEIIREAZE (161, ofl, ofl) . %
BEFHFL (ofl, o, 141) . IBHN% @61, ofl, 0fl) ThHotz, [HEBRIRZEETH L O
HHY | L LT, MEEREE (L. ofl, o) . EHBEMAL (0. 0Bl 140 . BN (2
B, 241, 0Bl TH-oT=,

96 i

KK 3mg B, AH| 6mg BEROT 7V~ 7 MEICET S IROBWEARERIL, 27.1%
(97/358 ) . 26.9% (97/360 f5) KX 21.4% (77/360 #l) TH-o7=, REBNEKLEI-
FFEIWEA., [HEBREREBEEDH V] L LT, AFBHETESEIER (1.4%. 1.7%. 0%) .
T 7V NEETIE, AR B (0.8%. 1.4%. 0.8%) K OVMEMEH ML (0%,
0.6%. 0.8%) ThH -7, [Mﬁ%&ﬁ%ﬁzéz b0 ] L LTibEDLSTEEIERIZ. WT
NOBELFEEEHIM (10.1%, 7.2%. 6.7%) Th-o7-, KAl 3mg B, KKl 6mg BHELOT 7V
~L T MBI DIRUAOEIERIE 1.7% (6/358 1) . 0.8% (3/360 1) MO 2.5%
(9/360 B) Th-o7-, HEZRWEMIX, ORBRIELE#EDHV] L LT, SEIER (1, 2
B, 06 | MEBEEIRMARAE (0 4, Mﬂ ol . HEEEMEERDE (06, 141, ofl) | AT
w2 (0 #l, 1 %1, o f) . MEMEELAREAZE (1 1. o . o f) . FHBEMIL (0 #1. o #i, 1
F) . IR QB 0Bl ofl) THY., [HRBRIEEGFHLOMEHY] & LT, MR
BE (L. ofl, 140 . EBEMFL (0B, ofl. 141 . RN (261, 3H1. 0Bl THo
7=,

) ARHN O L FURKERCHT A L 2 £ 5 NIRRT L TR SN TV D MIEROCARIE, [7uLry X7 (EETHRZ) L LT
6mg (0.06mL) % 4 #1121 [8], i 3 [0 CGEAM) ARSI 5, %@fﬁ@f&%ﬁﬁ IRV, @, 12 BILIC 1 [, M
EANEET 5, ek, ERICE Y EL5MELZEEHRT T2, SHELUESITLZE, | THD,

Qis/VE ML (002 HER. SHEADT—%) 9909

H 7 48 #HEFD BCVA D_R—RA T A4 U NH DL EIZBE LT, AFOT 7 )~k 7 M35
FEHMERREET D,
WEBRT A v | Zisk kR, CEiERk, 7 & Ak, WATRER iR
x5 nAMD 35 739
AFl 6mg:370, 77 UYLt b 2mg:369
FRBERIEUE | @ 4R 50 R LA L
L] %&%EE#HT@*#%@E#
KRIGWETIEIIMED CNV 2 HT 5
CNV FHIE S 2IH A mfE D 50%% L[E5
FENEPN ST R OBHE ALY 7 7 4 —L RIZKRATWD
BCVA %% ETDRS 75 SCF% 78~23 X+
ARG AFHl 6mg XIXT 7 V-~ 7 b 2mg &, BAH L LT 4 L Zrizs IEH&@ L7ct%. MeRr
ELTARARET 128 & (DA‘EI%D LU SN EITIE, ST LICETERRE) L T 7
VULt 7 ML 8T &I iﬂﬁ%ﬁsm&ﬁbt
£ 1) DA GEBIGENME) 1, 1oLy 77 0 —L RE, OB K RPNk
T, MEARE EET) &0 ET RO ZIZ K-S EFI S iz,
FEHEAIIE H 48 #HFD BCVA D_X— R T A b D&
b EER - N \ 75
S (A H 36~48 il H ™ BCVA @ AT A D DI B
At 48 K TN 96 £ T 12 W = & Okt rTRE 72 BE B A
RIGHmE RBEEATE S D BCVA DR— R T A b DT &

[ ]

[ ]

® KEHIIFA D CSFT D_R—2 5 4 b DLV &

® 16 M DA 23 L., 8 & DFREA~YEZ NV EREEES

® JKZEDIZHEEHIFEM [CNV JEZE YA X, CNV. IRF Xii SRF. RPE FTOBHEDH 5
BB EIA %]

° VFQ-25 BHAATOR—=RT 4 b DOELE
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fib 75k

FAS X, v F MEENTEBFED S B, IBBRIEN 1 BILLEEE S EE T, ITT OFANC
BEN, T H DERRITEI D AT BT B BRI IE S W TR L 7=,

A oD T BEEEANIE B M OVFI K EIGIE B 1% FAS 2R REM & L, HGRE, N—2F 1
@ BCVA X743 (55 XFLLT, 56~70 305, 71 3CFLLE) | FHiXKsy (75 AR, 75 %
b)) ZEESREE LZ ANOVA 2170, BEHEMZE (REIE-T 7V ~Lt 7 M) O
il 95% CI O FRRMENDSFHELHERFMED -4 LT LD KREWEAIL, 77U~k 7 MK
HAFIBEDIEL M RENS DL Lz, BCVA OXEIEIL LOCF % AW THisE L=,
NR—=R T A EOWPEMMNR2NBE T, X—ATA UMHEEAVBZ L& L, BB S
1% B BR A ikl L7238 Tk, IRBREELISN O VEGE BLE 2/ L -8 THBRIE TR
PRI G & L, $TUIV ERTOT — % & AWz,

il R

A

F AT TE H

48 HEFD BCVA OR—A T A4 b O bE (/3P FERE8) 13, AFIEEL 6.9
+0.61 XF, 77V~ 7 MEE 7.620.61 XFTT, N—AT7A 5O BEORERZE
13-0.7 (95%CI : =2.4, 1.0) XFT. 95%CI O FIREIZFELMRFMETH 5-4 XF% LA
0. 77V MR 2 KK OIS BREES L7z (p<0.0001, ANOVA)

48 BEED BOVA DR—RXSA UL DEILEDEHBE (RFFE-—TFTI7UXRLET D)

AHKIEE (n=370)
/N Y] (FEAERAZE) —0.7 3¢5 (0.86)
95%CI —24, 1.0
Jrfil p fE (ANOVA) <0.0001

KB IE LOCF % AV CHfisE L7z

b EE AR RIR AL E H

36~48 # H D BCVA DR_R— 2T A b OVHEE (/"R OREEZEIZ-1.2
(95%CI : —2.8, 0.5) ILFT. 95%CI O FRfEIE—4 3XF% LRIY, 77 U&7 Mkt
TBARFNOIELHENHAES = (p=0.0003. ANOVA) .

36~48 HEH®D BOVA DR—RX S A4 UL DECEDEHBZE (KFFE—T7 7 UNILET RED)

AAIFRE (n=370)
/N TR (BEYERR ) —1.2 3% (0.82)
95%CI —2.8,0.5
Jrifl p i (ANOVA) 0.0003

KBS LOCF % IV CTHfisE L7z

Z O OFEREEmE B

® 48 I } (N 96 £ T 12 I Z & O ki AT e 2 R EEI S
AFIBEZIBWNT, 48 IR T 51.0%. 96 T 38. 6%@%%7}» 12 T OB EEHERFT 5
RIS ENER SN, EAMERZIC12BI L oRG08EE SNTEED I b,
48 WH E T 12 WL OB G ZHRE L7-51E1T 81.7%. 48 HI T 12 A5 % #E
HLTWEEEDS L, 96 A if&“%ﬁrﬁm%#&% L7=E513 75.4% Th o 7=,

® ZELAMIE S D BCVA D_— 25 A b DL BEOHER
WTFNOBGHICBWTH, BCVA OR_X—2 T A b0 LEIL, 4 BEFCRE <8
L. 12 BBEEThOTRMaERL, 48 BEH £ T—TICHRE., 48~96 B THhT 272
DI BHBLNTZ, 728, ARNFEZBWT BCVA N_X—RZA T A b 15 CFELLERINIL 84
CFLLEDOBE OESIX, 48 BT 29.3%. 96 #FT 29.1% TH - 7=,

96 EBEETHBVADAR—RS A4 UohbDEILEDHTE (FAS)

¥ 10 10
"

24 BN_REHELATESRE -2

BCVADA—ZF1 > p5NTITAL (X
S
1

0 0
27 O O A IO SO O O L S OO L 300 OO WL N, SO -2
BL 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
5 GE)

—e— FHB¥ (n=370) --0-- 77Nt T (n=369)
XKBfiEIE LOCF & v THisE L 7c
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® F S D CSFT DR_R— R T A b DEEV &
WTHOBERICBWNTH, CSFTDOR—Z T A UnbDE bR, 4 B TRKE B RN
W BHiL, 96 #H F CHEFF S L,

B EBEETHDCSFTDAR—RF A v DELEDHT (FAS)

E 25 25
=

s 0 0
& 25 B EEEHELSE [ o
B -50 --50
S 751 [
< -100- --100
Q

I~ -125- r-125
" 150+ = A /’ﬁ‘f’ﬁfﬁ\ A B _E B B _E _§ [-150
5_175_ ¥ v 7 % ¥ % L1175
i -200- --200
8 225 --225

T T T T T T T T T T T T T T T T T T T T T T T T T

BL 4 8 12162024 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
BE5 R GB)
—e— KH|# (n=370) --o-- 77)NILtETHEF (n=369)

KB IE LOCF % AV CHfisE L7z

® 16 B DA*Z 3B L, 8T & oG~ NN E/RBEEIS
AFIFET 22.7% T, 77 U ~Ybt 7 hED 32.2% & H~NTERWZ LR anz (FH p=
0.0021. Logistic [Al)f%) .

% : BCVA D 5 LFLLEDIKT (R—=AF 1 &D#k) . BCVA @ 3 CFLL EOMK T KO CSFT @ 75um B E o
m (123 & okklg) | AMD OIEBNTEER L7z BCVA @ 5 XFLL EOMRTT (128 & obbfg) | #MIEANEI/RPE
OFBLL L <IFEML (128 & Dkefk) T DA Z5Fli L7z,

® Jii X DO RE RN

BAHMmE . (12, 48 RON96 ) (2B D CNVIEE Y A XX, WINnoEEHFTHR—
X74/ﬁ6ﬁwL,CNv%ﬁ¢é$%% . 77 UL MREL B U CARKIRET
WIpino T,

Fm, DT, WFENOFMERATT 7 U~k 7 ML Hil U TAFIRETIRE DS
BN BT,

16 BEF R U 48 BBFIZH 15 IRF, SRF XL RPE FTOBHBED HLHEEHEIE

i AFRE [ 77V eT R HERZE (95%CI)
(n=370) #_ (n=369) p i

IRF /X SRF | 16 29.4 45.1 "157pi}ﬁifﬁ;’90)
%Miii 0 —181 (—24.9, —11.8)
BaEEE (%) 48 25.8 43.9 £<0.00019
RPE FO#%iti| 16 16.0 23.8 778;;3&&ﬂj2”
(Dbgzx 0 —9.1 (—13.8, —3.9)
BEEE (%) 48 12.9 22.0 £=0.0007"

)RR E 269D Al p fE - Logistic [F17
DR E L k3 % i p AT : Logistic [l

® VFQ-25 B3 2 a7 D_R—Z T A L b DL
VFQ-25 Z AW BERET 7 b ARV T, AFERHIS— R T A AR TOT O
ﬁﬁ BOWTHUEIRSNTZ, 12HAO FURE SEAaTIL, =2 T4 U HOEL
BB TR BTSN ST,

ko RAZRELTE, IR, EROMER, mIHROMERE,  tERAOKRE, Rt ERIOREES, KERE, &
5, (5L, RN

Ea

ﬁﬁﬁ&077)mwt7bﬁ BIFAIRORIMERBIERIL, 13.5% (50/370 #l) L
16.0% (59/369 fil) THo7-, WEENRRLEML - FRIL,. [HRBRIELEELHV] &L
T, AFIBEETITMEBEAE R (KRB 0.8%, 77V~ 7 M 1.1%. UL THE
JIEg) . ﬁ%mﬁﬁ%&omrkﬁ(% 0.8%. 0.5%) . SEIEE (0.8%., 0%) . 77V
Nwtf%ﬁf I H ER AL (0.8%. 1.1%) KOHET (0.5%. 1.1%) Th-o
72o [EBRIEZBGFHLOMEDH V] & LT, AARETIIRE (2.2%. 2.4%) RUIRE L
Fo(2.2%., 1.9%) . 77UV~ MEECIEERH (1.4%. 3.3%) THholz, IRUSND
BIERIIARFIBEDO I H BI, 1.6% (6/370 #l) THo7-, EEZBERIZL. [HRBAIK LR
HHV] LT, AFBETIESE DR 3 H], s FREL 2 . ﬁﬁ@%mﬁﬁ\ﬁ
TETF, MEEIRERIE, BIEORE, —BEMEMLRIES 1 flchby, 77U~k 7 k
FECHAEIE R AN 1 Bl CTh o7z, [NRBRIEHRGTHLEOMEH V] L LTI, RARET
HRPNZS . FMEME B NS R OSEBUES 1 Bl CTH -7z,
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96 i

RHEFER T 7 UL 7 MEICB T AIROBIEAFEERIZ, 19.5% (72/370 #]) KO
23.0% (85/369 f5]) T o7, ABIBECI T 2 E2BERIZMEEHIM 13 4] (3.5%) . HRJE 9
Bl (2.4%) . ASTIREREED) & O T AHIBES 7 61 (1.9%) Z&T, 77 VL7 MNEZRET
5 ERRIWERIIAER M 18 B (4.9%) . IRFE 1241 (3.3%) ETHo7z, AFELRT 7V
~)Lt 7 MEEZEB T AR ORITERIE 1.6% (6/370 #l) MY 0.5% (2/369 %) TH -7,
HEZRWEMIL., [HEBREELEEH V] L LT, SEIEE 36, 0f) . MEGHE LA
L@ Bl of) | EIVRT (LBl 16 . MEREIAL, MElRIEE, KB R AR, KEEEE)
WREARAE, KORIEORE (%, 16, 06l | s (o fl. 160 | —EHmMN
FEMFEME (16, 06 ROREMmMAERzES (0 #l, 14) Thbv, [EEBREEREFHLEOHE
o] LT, MR 2, 0 ) . IRANEK Q#. 16) . ROSMERANRE (1 6],
o) ThHot,

Qs EMMHER (A2301E1 &, HEADT—%) °

HAY

EFRILFGIARRER (Co01 7R, =7 #R) Z5%E T L7 nAMD & 252, AH| 6 mg
(HHEA) OFRMER O ZEMT —2 Z2IIE L, C001 iBR THM L7 fH & ik d %,

BT YA v

St dtlr, —EERGARR (C001 BBk DMkive & 5-3R)

PSES

96 D a7 RER A58 T L7z nAMD B3 150 #1)
AHl 6mg:107, 77 ULt T b 2mgi43

R IT 1k

AHl 6mg XIET 7 VULt 7 b 2mg EX—RAT A > 8K, 16 #HIF (AHKIT DA A8
LA, DA DRD LR Do 125 1E 20 BFFICEES) TR TR S LT,

FEAE

- AU A TO BCVA OR— R 5 A4 U ink OELE
© RN—=2F A5 BCVA 215 LFLLHET L8

- 24 B FTo 12 T & DGR

- BRI A T CSFT DR—Z 5 A )b D&

AT T 1%

AR CIRBRIE A 1 ML ER G SN @BE T, a7 RBRCE Y i b -RBRiRic kS
f#HT L7z Extension safety set T. AAFIFEZ DOV TDHDH MK OV LM ZfiffT LT,
BCVA KO CSFT OX—A T A b OELEIZ DWW TREBRHEZEZ AW TEH L, BCVA
&Y CSFT @ RHAMEIL LOCF &% W CHlise Lz, #BRIRICIREAIELIZL O VEGF HEH %
R L3546, AR CAMRMETHW Y & L, FTHUY EROT —% 2 i, 24 #
ET12H T & OG- & T & 5 BH OEIE % Kaplan-Meier 5% W THEIE L7z, 16, 20
BT DA BNRBD LN h-T-HE, Mk 24 BT 12 BT LRGN SN bD L
L7z, fkGeakit 24 OB EN CTE R BE, ROFEEXITZEEO KN L v A2
FHIC RN D D LB X DN BE T, FERIL 8 BB GREmTH-oTH, 8 I L
OEGEZLTEbDE LTRY -7, iz, iHMIATHEZ: DA OFERNBRWVEE TIE, X—X
FA L THEIEFMEZ T bY o= b 0 L LT,

A

BCVA DX—Z 5 A b DBV ER N—2F A )25 BCVA 78 15 SCEU KT LB
BCVA ORX—2F A U h b 0OEEDOFHME (EHERAE) 1L, 24%IFETIE-1.0 (0.7) XF
T, 27RO 3mg #TIE-2.0 (1.0) XF, =2 7HRRO 6mg HTIX 0.3 (1.0) XFT, =
T RO 6mg B TITREEFH 2N RD e holodizxt L, 2 7RO 3mg #£ T 16
BETHROLREWOL, R=RAF7 A4 U DELOE{LEIT-3.9 XFTh-o7-, 24 D BCVA
N—=2F A4 L0 153CFLL BD LT B IIARAIRES B (2.8%) T, X Ta 7 HRBRD 3mg
FEOBRETH T,

BOVADR—ZRS A o DEILEDHTF (Extension Safety set)
6_

BCVAOA=ZF1 S DT T (X FH)

b1 T T T T T T T
J7HBRIGE ~N-271> 4 8 12 16 20 24
5 1R (8)
—e—O73mgRf(N=62) —o— 276mghf(N=45) --e-- £TOILIXYTE(N=107)

K HMEIE LOCF 4 v Cifise Lz
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24 HH £ TO 12 Z L DSk
20 A FETI2WMI & O A rRERBEEOEISIX, =2 7HO 3mg #ET 63.3%, =7
HERD 6mg #E T 63.1% L HEE Ih, BMEITRO b oTz,

£ RS TD CSFT DR—ZX T A4 U b DELE

a7 ERERK TR (96 W E) 1ICE® bz CSFT o iz, ARG E 5i2hd )
RO REED BTz, 24 D CSFT OR_R—R T A )b DL EIT-21.8uym TH o
2o 2T RERD 3mg BEL N2 7TRERO 6mg #E & ORI KZRETRD LN -T2,

CSFTDOR—X S A4 UL DEILEDHF (Extension Safety set)
40+

FE IR E

N
o
1

o

CSFTOA=ZF1 > HSNDFHIZAE (um)
0
o
1

-40+— T T T T T T T

A7RRIGE ~X-271~ 4 8 12 16 20 24
#5 4 GA)

—e— O73mg8#¥ (N=62) —o— J76mgh¥(N=45) --e-- 2TOILIXTTE#H(N=107)

KHIEE LOCF % AV CHfige L7z

AFNFEDOIRIZHBL L - BIER BB RIT 2.8% (3/107 #) THH, Wihd 2 FILLERB L
BIERIE 22 < fElsEm, IROKGE, IRHF, MEkEE, FH, ErEg, KOIRE EA%
161 (0.9%) Thote, AFFEOIRLSMIFEI L-RITERZBLERIT 0.9% (1/107 i) ThHo
77
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| <HERFEHTE>

OEE£FESE mMERER (B2301 X&) 0

H &Y 52 D BCVA DR—A T A B OB EICE LT, AFIOT 7 )~k 7 M1 5
FELEERFET D,
HBRT A v | SRR ER. TEERR. T o b, WATRER iR
x5 DME #£# 566 6] (95, HAAN 61 4)
AH 3mg : 190 (20) . AHl6mg: 189 (19) . 77 U~ |k 2mg : 187 (22)
ER R UE - HbAlc 723 10%LLF > 1 AT 2 RUBE R 5
- £l 18 LA b
- DME |[Z X 2 AEEZE L, RIS T O A IZEENS T 5
BCVA 7% ETDRS Al 5t 3053 78~23 XX°F
DME 23 85BEFF.0ERIC R A TR Y . CSET 25 320um LA E
ARk R REE EARAK 3meg B, 6mg BE, KT 7 U~ R 2mg D 3HEC1:1: 1 DTS
vEZMMEL, WTFD LB EE LT,
A 3mg B, 6mg BF - FAM L LT 6 LT 5 AN FIRNERE Lictk, HERFEIE LT
12 &1 96 BE CFARNELS L=, 7277 L. PESN-FERSTDAT? Hy &
M S -HAIciE, SBEILHEICEF L,
T7VLE7 h omg B BAMIE L C4BILIC 5 mIEE Lizth, MRS LT8HE
T LI 96 M E TR AN LT,
7 2) DA GREBFEENE) 12, AT LY T 7 0 —v FIE, MIEOB IR (RPN /A5
T) ZETMEHFENET ROZ IS T S iz,
EEFHHEE | 52 HIFO BCVA ON—2 T A »ip b OZ Lk
e EE R . X S e A
ECTTEE 40~52 i BCVA © AT A U DR E
TOMOEET: | 12 Z L EE ORI REIREOA)  [12 B G ZikE alRERBE OIS (52 B F
G B T) . 36 WETIC S EHEGE~DYRZNARETH - ZBEITBIT D 12 B G 2 kst il fE7R
BEOHE (52HET) ]
ZOAthD - BCVA [BCVA ODR_R—Z2F A b DELEOHER (52 MET) . 4~52 1, 20~52 #H X%
BIEHTE N 28~52 D BCVA DR_X—RA T A b D2 LR, BCVA INR—Z T A b 15 XF
DLESEINE 84 SCF L Lo BEDOEIS (52 #EF) | X=X T A4 vk 15 KT BN
L 84 XXFLL EowlalER E TOHIM 52MET) | N—AT A D 15 XFLL R
D LTBEOES (52K ]
- DA BRI [32 Hig (DA #IEFEMEE) (2 DA H Y LIS 8 Z & Fe 5~ 2.
DL IR B DEIA]
R HIFTR, [CSEFT OR—2 T A U inbDEEOHRE (52 ET) . CSFT O~_—2
FTA IS DOEYENE (40~52 ) . SRF UL IRF 249 2 HEDEE (52 MR, 52
HECTOHR) | MEREEZET2EEOHE (52 HFF) ]
- ETDRS FRFHEBEEAERE (DRSS) [RN—RA T A inb 2 BpEL i, 3 ERELL Fik
E=O2 BRELL FEEAE, 3 BeELL (LK BE OEIS (28 WFE, 52 KE) . DRSS X7
61 DL E O HEFENE JRIF HEIE |2 61T L 72 B 0B S (52 k) ]
cBFREBEEICOWTOT r— bk (VFQ-25) [GBRtAaTOR—2T 4 b DOE{LE
(28 i MF, 52 iAKF) ]
FEAT 715 F—%Jy hAT7H 2020411 H 11 A

T BEAI A H K OV & B2 7R BRI

T MEESNIZRED D bR Y 1 [P ERE ST ToBE (RKOMIEEN
FAS) ZfRATSRE L. T2 & IMERHTENY 1T SN G RHCEE SO TR L7,
AT TN, #GRE, N—2F 4 D BCVA X4 (65 XFLLTF, 65 UF#) | FiX sy
(65 mAm ., 65 bh F) ZEENFE Lot (ANOVA) %47V, #EfZE (RAIEE-T
Z UL M) ORIl 95%CI O FRRMENR IS~ —2 0 D—4 LFE LY KREWVBAIT,
77V MRS AARIREDOIELMENFES N A D & L-, XHEMEIX LOCF %%
WHL., RBEFTOEIECHE LT, X—R2 T4 Y HZORE[NR L VEBEETIEN—2F 1
MEE Az,
FELMERET, FENCHE LZBEHTIE (CLTO 1~4 OIR) 1236V, 7T 27HMEE B IS
DOWTIELTENRRFE SN2 ISR OFHMEH OIS A RIE T 5L & Lim, 42 DI
LHEREDOHBAMEI M 0.025 & L, REBREEROSE 1 MRFERIT A 0.025 2717,
1. 52 EFD BCVA DRX—RF A U InHOEALREIZOWNWT, 77 Vbt 7 MR DA
%l 6mg BED IS
2. 40~52 H D BCVA OX—RF A B DEHEEIZHOWT, 77U~k M
W2k D AH] 6mg BEDOIEL
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3.52 D BCVA DX—A T A U E DL EIZHOWT, 77 U~k MR 5K
%l 3mg DO IELPE
4. 40~52 HH®D BCVA DX—R2F A LB DEHELREIZHONWT, 77 U~k 7 M
W2k D AH] 3mg BEDOIEL
T AHIE B R O b BEEARBIRIMEER IOV T, BAN BARANUS ZE TRy ER
LT B AT o T2,

Z OO EREEmEE H
FAS, N O'FAS @) byja] 12 Z & &5 (36 ET) 128 I L HEG~DUE 203K
B2 S - RKFIRED B AR5 52 WFFIC 12 2 L TRGAkS TRER B E OEIE %, DA O
FHHICHESE 8 W EHEIIBIT T COYMEIIEIE L LT, Kaplan-Meier JETHEE L
7=
ZOMIT FAS Tt REM & L, Kl S BCVA UL CSFT O_—AF A4 Vb0
A&, WK FTMBIM O BCVA Xt CSFT O_—Z T A U b OB, TET
T H & R U ANOVA TN L7z, SRF XIZIRF ZA T HHEEEEDHT IV —EBHIT.
0 YAT 4 v 7 BIRET N E VTN LT,
FHEFMEA RO BEARRRIMIER T 4 SOFELUERHRIFSNTHEI2IE, DLTOR
WEHME B 22N T T 7 U~ bt 7 MRS KT 2 A4 6mg BEOEBMEREEZFEHTHZ & &
L7=., Bretz OZRRFEHBEFIEIC LY ZLEMEEZREL., RBREEKOE —FMBERE F Al
0.025 (ZF%E LT,

5. 40~52 D CSFT DR—RF A b DLl &

6. 52 KD SRF XX IRF #4925 HBEDOEE

7. 4 D CSFT OD_— 2T A b Db E

8. 40~52 D BCVA D=— R F A B O FEHIEAl &

p
e

P

A

AT H

52 HIEFD BCVA O_X—R T A b OB bR (/b FEY) OfERZE OREIRE-T 7 U~
N7 NEE) X, AHKl 6mg BET-1.3 [95%CI : —2.9, 0.3] X7 . A%l 3mg AET-3.3
[95%CI : =5.1, —1.4] 3CF T, 95%CI @ FIRMEIIAK 6mg T4 XF4x% R, 77 UL
7 M T B IELHENREES L7 (KAl 6mg B p<0.001., ANOVA) ., A#| 3mg TiX
95%CI @ FIREIZ-4 XFAZFEY ., 77V~ 7 MIHT DIELMEITHME SR h -7
(KAl 3mg B p = 0.227, ANOVA)

52 BEFD BOVA DR—RX S U LDELERVEHHE (KFFE—T77URLET ) @
(FAS, LOGF)

AHAl 3mg Bf AFH| 6mg HE 77Uk R
(n=190) (n=189) (n=187)
/N Ee AR R A 7.3+0.66 3XF - 10.6+0.67 U5
- 9.2+0.57 XF 10.5+0.57 XF
g?ﬁgiﬁ@@ﬁﬁﬂ%ﬁ 3.3+0.94 XF 134081
95%CI [-5.1,-1.4] [-2.9, 0.3] -
J Al p fiE 0.227 <0.001

a) N—AZA O BCVA X4y (65 LFLLTF, 65 LFH) | FlKs (65 A, 656l L) | BEHABEDR L
L7 ANOVA &7 /L% FCfight L7z

ftLo> DME iGHE~ DU 2 D7 — 21 34TEID & i U, IR~ 8 2 AT SZHIE CHliss L7z

b EE AR FEIREHGE B

40~52 B D BCVA DX—AZ A UL ONEECE G/ 3 FH) OREMZE RAIRE-
77 Ve M) 1E, AHKl 6mg BET-1.5 [95%CI : 3.0, —0.0] XF. AFK| 3mg HET
-3.5 [95%CI : 5.2, —1.7] XF T, AHl 6mg Tix 95%CI ® FIRMEIF-4 XF% LAY 77
Y~k MR DL MEES L (p<0.001, ANOVA) , A%l 3mg Ti&, FE
MEETT 7 Ut MIRT 2IEEERRIAESI N o T2 7e . FRIOBEITHE, R
FRE & FEE L 7R Dy o 72,

40~52 BB D BCVA DR—RS A UHh LD FHELERVEMBZE (RFBH-—T7I7URNLETH
#£) @ (FAS. LOCF)

AHl 3mg B KAl 6mg FE VAR A i<
(n=190) (n=189) (n=187)
fe/N IR HERR S 7.0£0.63 3CF - 10.5+0.64 XF
- 9.0+0.53 3T 10.5+0.53 X7
ggﬁ\%g;%;?i@@?ﬁ'aﬂ%i 3.510.90 XXF 154075 8
95%CI [-5.2, -1.7] [-3.0, -0.0] -
Frifl p fiE - <0.001 -

a) N—AZA O BCVA X4y (65 LFLLF, 65 CFH#) | FlinKs (65 A, 656 ML) | HEHEZFEEDRL
L7z ANOVA &7 /L% FCTHghT L7z
ff.0> DME 1R~ DU 2 5 DT — X 134TEI0 & i Lo IAFR~ 0808 2 ELAT o> EfE CHliss L7z
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Z Dth. o> BB A2 Bl VR EFAIE H

® 12 Z L FH ORIk (RAIRED A)

«FAS IZBW T, 52 E T 128 I LG &k r]
55.1%. ANAl 3mg IHET 47.4% L HEE ézmto

< WA 12 W 2 L REHIR (36 ET) I8 WL EA~DUEZNAETHTZHED )
He 52EETIZETD t&Ey%ﬁu}ﬂﬁmﬁé%‘@%ué\*ai\ AH| 6mg BET 87.6%. AHl
3mg BT 87.0% L HEE SN,

BEZR R OB IR, KK 6mg BET

* DA OFHI™ICESE 8 I LG ITBATT 2 £ COMIM ZHEE & LT, Kaplan-Meier 1 CHEE L7z

DA OFFliIE, 28 HMMFOEBOKELZBEL L, REMEL ST L ICT 2 08H 0 | Xt [E5HRE 8
WL DMER L] OWFRICEYT 502 B L7-

Z OO FENKREENE B

«BCVA

* BCVA OXR—2F A »inbDEE 5/ VY 1%, 52 lHE TOTXTOFMRET
77 VLt 7 SRR HAARFIRE CEUEAII /N & <, AK) 3mg BEICH N TAH] 6mg BET
FAEMIZKED T2 b OO, BHREM CTERRIIZERDO H D2ENTFRD bR -z,

* BCVA OR—2 T A b O BT, 4~52 I CTAAI 6mg #f 7.8 3UF . AFK| 3mg Bf
6.7 XF., 20~52 B TENFI 8.7 XF, 7.3 XF. 28~52 TR LT, 7.2 LFTh-
72o WINOFHEIF G 7 7 U bt 7 SRR ARFRE CEENIZ N E Do T2 b DD
FEERAICBIR D & 2 EWITFERO e ino Tz,

« 52 FED BCVA B3_—A F A LD 15 CFLL RN IT 84 XFLL EOBEOEHEEGIZ, K
#l 6mg BT 36.0%. AH| 3mg BT 33.5% TH -7z,

« BCVA B _—RZ T A4 b 15 LT EBINYIE 84 XFLL EA WIEIER 5 £ TOHB O
B, AHl 6mg BT 31.1 B [95%CI : 23.7, 41.1] . A#| 3mg BT 40.1 &
[95%CI : 24.4, NA] TH -7z,

*% .

52 BEHETHBOVADAR—RS A4 UhoDEILEDHTFE (FAS, LOCF)

g . S S 8 S E'{h_{
£ L = 2k Qb b SR B
B oo A1 _311_-_’_% R I
2 A e e
ﬁ - jL_’ R
b 0
P 7
g f.,..
g o
/ B/ RIS R
al
,\_15%,/ 4 B B 1z 1B1@Z0 94 A a2 s 40 44 48 @
5 AR GA)

“o KK 3mg B (n=190)
FIUNVET N (1=187)

— XKl 6mg FE (n=189)

/N IO BRHERRZEIE, N—A T A O BCVA X4y (65 LFLAT, 65 CFHE) | ISy (65 miAklii. 65 mill
L) | BERAEESHR L LIz ANOVA 7 /MCRSE R L

Pﬂ@DMEZ"‘Jﬁ/\O)@J*"K&@T SUTATENY & Hdg U, MIRFR A~ DU 2 E AT O FEHME CHiSE L 72

52 BEFICE 15 BOVA DHERUVEILDEIE (FAS, LOCF)

AHl 3mg BE Al 6mg BE 77V~ MR
BCVA 7% 15 350 E 33.5% - 39.8%
BEINS 1L 84 XFLL ED
B DEL D - 36.0% 40.1%
BCVA15 X5 L B 1.6% - 0.5%
L7- & DEIE - 0.0% 0.7%

ffi> DME IG5~ DU 2 5 O 7 — 2 (3810 & H 72 U, RS~ U1 2 BRI 0O FERME Thlize L 7-

a) R—2 74 ®BCVA K4 (65 TFLUTF, 65 L7#) | EHKS (65 mA, 658 | BGRE% [EEmE L
Lima Y RF ¢ v 2 [BRET A% TR L 7=

® DA FEBLIRIL
32 B DA H Y LFHME S 8 3 Z & G~ DU 2 DB BE DOEISIE, AFH 6mg B

20.1% (32/159) . 77Uk ]\Ei 27.8%

(45/162) Th -7z,

AH| 3mg B 22.6% (35/155) |

*: DA OFFHlIE, 28 HFORBOREELSEL L, HKEMFEZ 8E I LICT24EDHY | T [HLMFEL 812

T D0ER L) OWTIITHEST D02 HIT L7
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® fiEH| AT AL
« CSFT X, WGBS BH/hbE L, F0% 52l B £ TWENA SN,

© 40~52 D CSFT OX—R T A b OV EbRE (/) OfEfZE (KA
77 UL ) 1%, KA 6mg BT -1.4pm [95%CI : -17.9, 15.0] . Al 3mg B
T 4.9pm [95%CI : -12.3, 22.1] TH-o7=,

c WEBRIRO LY 7 7 4 —)L FIZ SRF XL IRF 2 H T 5 BEOEIEIL, WTFhoORSREL R
BEOICIR R L. 40 BLLEIZT 7 U~ 7 MR TARFIRE CIRE Th - 7=,

« 52 I IZHBRIR O 077 ¢ —/L RIZ SRF XX IRF #H 9 2 BEFOEI AL, AH| 6mg
BT 60.8%. AH 3mg BET 59.5%., 77 VULt METT73.3% ThH V. FERIZE (CRHIFE
=77 VLT M) OHEEMIL, AK 6mg BET -13.2% [95%CI : -23.2, -3.8] . AHl
3mg FET -14.1% [95%CI : -23.3, -4.6] ThH o7,

- 52 WIRFICMAE IR 2 H T 2 BF OFIE X, AH 6mg BT 57.4%, AA| 3 mg #ET
60.3%., 77U LET METE3%TH Y, BEMZE (RABE-T 7V~ &7 M) OHfE
fE1X, AHK| 6mg #ET -18.2% [95%CI : -27.0, -8.1] . AH| 3mg HET -15.2% [95%CI :
-24.0, -5.6] TH-o7=,

B2 BEHETHCSFT DR—RS A4 UhoDEILEDHFE (FAS, LOCF)

a— cﬁ —
€ . BN RN
= \'\'\\
s Y
b LY
B+ LY
X i’-—% ﬁ
D
k= \i%i‘:i«“g,} H/%i
<
£ =
n
)

=l .
/{-Xﬁ,f:/ -:l |I3 é 1-2 1’5 1'8 ZI] 24 2‘3 3'2 3'5 4I|:| 4‘4 4’8 5'2
5 1AM )
— o —KFIdmg B (n=190) ——~—— KFl6mgH (n=189)

=TT 7IUNIVET NE 0=18])
fth> DME {6~ OEEE X O T — 2 1 34TH10 & Zde U, {IRFR~OEEE 2 B FRME CHise L7z

52 BEETCHORIERSIZHITS SRF XIX IRF 253 2E2EDEE (FAS, LOCF)

EBEDEE (%)

o d ! i EIN ¢ ] | |
ARS5M4Y 4 & & 12 16 18 20 MM 2 T I A M 48 52
5 HR (GA)

CooAHI 3mg B (n=190) mmmm AFK| 6mg B (n=189)
EER77)NET M 0=18])

> DME i85~ O 2 5 O 7 — 2 13O0 & B2 L, s~ O 8 2 BAT O ERE THlise L7

® DRSS

DRSS BR_N—A T A Uhnb 2 Bl E#E LIZBEOEIS, KO3 Bl btk L-8F
DOFEIEIE, 28 WKL 52 KD WT NG, 77V~ ML Y AK 6mg #THRET
ot

* DRSS R—R T A Lt 2BEMELL BEA L U= B3 OE[ &1L, 28 I CAH| 6mg £ 3.2%.
AFH| 3mg #E 3.2%., 77 U~Ubt 7 M 0.5%., 52 BIFTENZEN 2.7%. 3.8%. 0.5%.
3 Bl REEAL U 72 BRI 28 I L N 52 RO W T L b AK 6mg BEO 161 (0.5%) DF
Thol=, 52 E TIZ DRSS 227 61 LA Lo PDR (C#E1T L= #E 1%, DRSS 7% 3 B
DL EEAL L=AH 6mg B0 161 ([F—EF) OHrTH-T-,
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® VFQ-25

- VFQ-25 &3k A = 7%, 28 B M Y 52 IO W OFHlRSICB W T LT _T ok h
BECTHEN RSN, N—RAT A b0 b G/ V) ICTHEBTRE &N 37
Mol

B ANICR T D 50 LR

- BARANZERM 61 6 (KAl 6mg B 19 i, &Kl 3mg B 20 #il, 77 U ~L&>7 Rt 22 fi) 12
BT BB AT o 1245 R, 52 WIKFD BCVA OX—R T A U b O s (/b
FH)) OREEIZE (RERE-T 7 U~ 7 M) 13, BARANTIEAS 6mg #T -0.9 XF
[95%CI : -5.0, 3.2] . A#| 3mg BET -2.2 37 [95%CI: -5.9, 1.5] , BARALSTI
AHK 6mg BET -1.3 37 [95%CI : -3.1, 0.4] . AHK|3mg#ET -3.5 XF [95%CI : -5.5,
-1.4] THY, WIRD 4 XFE EEY . BAANE BARALSMNZEBT 2HMMEO—B RN
R an,

52 i

IRBRE L B U LRI S EBRIR OB EFHGRBIRIL, KA 3mg B, 6mg BELX VT 7
VL7 MEECENEI 5.3% (10/190 fl) . 3.2% (6/189 f5i) KON 1.1% (2/187 #i)
Thol, ERFR (WTHHIORET 2 FILLEIZHEIB) 13, MEMER 5 3mg B :
1.6% [3%1] . 6mg#E: 0.5% [1H1] . 77V ~ULv7 M EE: 0%, LATREIE) . S5k
% (11% [2 611 . 05% [1#1] . 0%) . ICEEAEEL (1.1% [2 F1] . 0%. 0%) . &
O R% (1.1% [261] . 0%, 0%) ThH-olz,

RIS 5T L BE D O LI SRR O EFRRBLERIL, Al Smg B, 6mg Bf
KOT 7V~ METENTI 17.4% (33/190 1) . 12.7% (24/189 f)) KO 17.1%
(32/187 Hl) ThHoT=, ELEL (WTHNHLORET 2 FILIEICHEI) X, fFEHL ORA
3mg # 6.8% [13 ] . 6mg #E 5.3% [106]] . 77U~ FEE: 8.6% [16 f1] . LA
TIRNE) . Ry (2.6% [5 11 . 1.6% [3 #I] . 1.6% [3 BI] ) . ASFAFIHE
(1.6% [3 #I] . 1.6% [3 #l] . 0.5% [1 #I] ) . BBJE (1.6% [3 fl] . 1.1% [2 il .
0.5% [1 #l] ) . sURABEE (1.6% [3 ] . 1.1% [2 #l] . 0%) . IRELES (0.5% [1
BI1 . 2.1% [4 B1] . 0%) . FEMESEM (1.6% [3 BI] . 0%. 0.5% [1 %11 ) . IR EMRL
(1.6% [3 1] . 0%, 1.1% [2 BI] ) | STEEEEAEK (1.6% [3 ] . 0%, 0%) . FfH
(1.6% [3 %] . 0%. 0%) . IR (0.5% [1 f1] . 1.1% [2 #I] . 0.5% [1 fI] ) . £
s (0.5% [1 B1] . 0%, 1.6% [3 #1] ) . AREURLA (0.5% [1 ] . 0%, 1.1%
(2611 ) . AN (0%, 0%. 1.1% [2#]] ) TH-o7=,

R UTIEBRIRBE E T, HDVEFOm T EBEED O &I S BRIR O A AT
EREDIT, AK 3mg FECTHEBIME R (3 #) . BBRAK (2 F) . SEHFEE, N, =®
BEVRAE, AR, MEEEFIRMARIE X O T-RK (% 1 6 . 77Ut METIE
BN (2 6)) ROEIRAN%E (1) THhotz,

IRBRZE L B U LI SRS OB ERHGRIIERIL, KK 3mg BETHOOE & OV
FEZE (1 ], [M—HE5) | mEES 1 f#l) . AHF 6mg BEClERR 1 #) . 77IUX
NET NEETT 7 T HzEd (1)) Thotz, 2055, IRBRIEEBEEL Y LRk
RUANDOEERAEERIT. KA 3mg FETHOVER OLHIFZE (1 #, F—8E) . 77
Vb7 WEECTT 7 iMzES (16 THhotz,

c AFIBCR T DIRNRIE (M2, 58I BEE%) ORBRT, AARANEN TAAl 3mg £
5.0% (1/20 f5l) K& OAH] 6mg # 5.3% (1/19 1) | SHE AR TAK| Smg # 4.7% (8/170
F) K OAKHA 6mg B 3.5% (6/170 ) ThH -7,

< JRERIKIC B E T 2 IR O e o T,

TE) AHOPERFEIZEIC S L KRB SN TW 2L AEROARIT, [Tars X7 (@IaTHRL) & LTomg (0.05nL) % 6082121
[m], adife 5 [ CHEAM) A ERNERE T2, ZOROMFIICEW T, @, 128 I8 1B, MrENRET 5, s, ERICEY
BehHRAZEETRE T 228, SHUEH T &, | ThHD,

Qi EMAERER (B2302 HER. NEADT—%) ')

HA 52 KD BCVA O_X—ZA T A b OV EICBE LT, RFOT 7 U~ bt 7 MIxT 2
LM ERGRET D,
HEBRT A v | SRR ER. ZEiERR. T & ok, WA TR kR
x5 DME £ 360 1]
KAl 6mg : 179, 77 VL7 b 2mg : 181
R ILYE - HbAlc 25 10%LLF D 1 BUSUE 2 BB R 95
- FES 18 UL 1
*DME IZ L 2 ABEEZE L, #BRIRSLLTOmGFIZEEN T 5
BCVA » ETDRS 530548 78~23 305
DME N EBEH ORI XA TE Y . CSFT 2% 320um 2L -
ARG RGRE EARH 6mg BEXILT 7 VUL 7 F 2mg BED 2 /EIC 1 : 1 DHETT A LB L,

UTFDEBo#FE L,
AF| 6mg B : HAM L LT 63 &I 5 EIRY RPN G L2k, MEFRlE LC 1288
(2 96 W E THTEPNIE LT-, 7277 L., TESH-FTMEESTDAY? Ho LrEh-

BRI SHE I L HGIIEFT L, £7-. T2 BFICEELZEED D LB Sh=5GE1c

27




X, TO%OFERELZ 4 HERE 128 I HR50HEAIX16 AT, 8 AT LEED
AT 12T #E) 52L& LT,

T7VLE7 h oamg B AL L T4 LIC 5 mIEE Lizth, MRS LT8HE
T L2 96 M E TR HANERE LT,

£ 2) DA (REGEEME) 13, HAh LY 7 7 0 — NE, HEIROB R (RPN
T) ZE TR PR RO ZMICES & s hz,

TRl A

52 D BCVA OD_R— 25 A b O &

RO
il PR

40~52 D BCVA DR—2Z T A it OB

ZOANDESLR
RIVE R

12 Z L B EOfkRIRTL (AR D Z)  [12 WEE- 2kt vl fER BE OEES (52 B %
T) . 36 HETIZ 8 EHEE~DIEZNRETH - - BEICBIT D 12 WG 2kt 7T HE7R
BEOEE B2#HET) ]

ZDMD
BREHmEE

* BCVA [BCVA OR_R—Z T A4 b OB EDOHR (52 £ T) . 4~52 ., 20~52 # ;M
N 28~52 D BCVA DX—R T A b D2 bE, BCVA BRN—R T A UMb 15 LF
PLEROINS I 84 XF L LD BEOEE (52 #Ef) | X—Z T4 b 15 CFLL BN
L 84 XFLL Lo wlElER O B2MET) | N—=RT A b 15 LTFLLER
DLz BEOEE (52K ]

- DA BRI [32 G (DA MIEIZEAMR) (1 DA H Y LIS 8 L W5~ 2
DEL 7 B OEIE ]

 fEEVFIFT R, [CSFT DR—Z 5 A b OB EOHR (52 MET) . CSFT d_—=
FTA IS DY E (40~52 ) . SRF XUZIRF 249 2 HEDEE (52 MR, 52
HE o) | MEREEZAET2EEOEE (52 HEE) ]

- ETDRS BERIBRABYEEEE (DRSS) [RN—RTF A b 2 BRELL BokiE, 3 BEFELL Edk
EO2 B FEEAR, 3 BefELL EELO K BE OEIS (28 WFE, 52 KE) . DRSS X a7
61 DLk > B FEE JRIE HEIE (1T L - BB 0 EE (52 HEg) ]
cRREMBEEICOWTOT r— bk (VFQ-25) [BRAaTOR—2T 4 b DOE{LE
(28 i FF, 52 K ]

AT T 15

F—4Jy AT H 202086 H 29 A

TR IE B B O b B 2 BVREEMTE H
T A MEENTZRED D BiREEE 1 [P ERE ST ToBE KOS EN -
FAS) ZMRATHRE L, T 0 & MURHZEIY (T STz B GRRTEE SO THIT L7,
AT 7 i1%, BERE, N—AF 4 D BCVA X4 (65 XFLLF. 65 UF#) | FEliiX5y
(65 AT, 65 meLh ) ZEEHMEL Lot (ANOVA) 217\, BERIZE CRAIRE-T
7 VUL M) Ol 95%CI @ FIRENHELE~— 0 D—4 LF LY REWVIEAIT,
T 7V MRS T AARBIREOIEL MR BEE SN D D L Lz, KHEMEIX LOCF k%
WAL, XHERTOERE CHiTE Lz, XR—ZA T4 VHEOREMEN2WVEE TIER—RAT A
MEE W,
FELMEMRET, FANCHE LZBEERFIE (LITO 1~2 ONE) IZ/EV, 7T 25HEEE IS
DN TIELENRAE S NG A ICROFME R O ELEERIETE D & L Lz, K4 DIE
LHEREDOH BRI M 0.025 & L, RBREEOSE 1 FiEiERIT T 0.025 2R 7= 7,
1. 52 EFD BCVA D R_X—RF A U InDOEALREIZOWNT, 77V ~Ubt 7 MRk DA
%l 6mg BEDOIELME
2. 40~52 HH D BCVA D= T A L inbDEHELRIZHONWT, T7 ULt Rt
2% D AH] 6mg BEDOIEL

£ OO EIREEANLTE H
FAS, X O'FAS @5 byllal 128 7 L &% 58 (36 8 E T) 12 8B I LHHG~DUIEZ AR
BIPE S - AKIREDBE A XRIC 52 HFFC 12 2 & TR GG rTRER BE OEIG %, DA ®
FHEIC S E 8 WD EHGIIBITT D COWIMZIEME L LT, Kaplan-Meier ECHEE L
72
Z Dfthix FAS 2 M SEM & L, &Rl S0 BCVA ik CSFT OR—Z T A inb D
2 B, WO KRB o BCVA Xt CSFT OR_R—Z2 T A U6 OFHEbEIL, FEE
fiYE B & R U ANOVA TfiE#r L7z, SRF XIZIRF 2 AT 2BEHNEED T Y —EHIT,
0 YAT 4y 7 EUFET IV E AT L=,
FHIME A L O b BEARRBIREMMIER T 2 2OFELMERBIFENT-HEICIE. UTOR
WEHBIE B 12O\ T T 7 U bt 7 MEECxT 2 AK] 6mg BEOEEMERE L 4 o2 & &
L7z, BT D 3~5 DNEIZ, 64T 2 3HIHE B TEEMERSKGE S - BE12. ROWE % i
B L L L, Hx OBEBIERTEOHEEKEITIRM 0.025 & L, RREKROE —FLEFRER
VAR 0.025 (272,

3. 40~52 D CSFT D_X—2A T A b DB &

4. 40~52 WD BCVA D_— R T A L E DL &

5. 52 i SRF XX IRF A7 5 BEDEE
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EEC S IECYE|

52 HIFD BCVA ODR—RA A b O bE (/.
AT BB 1E. AHl 6me BT 1.2 [95%CI :

FY)) OftEzZE (RERE-7 7 U~
-0.6, 3.1] CF T, 95%CI © FRMEIT -4 X

FEEEY, 77U T MIHT DIELERREES N7 (p<0.001, ANOVA)

2 SBED BOVA DR—RSA UNLDECERVEEE (RAFBH-T7I7UNLETLE) 2

(FAS, LOCF)
A 6meg BE 77U T N
(n=179) (n=181)
fe/ > IR R 10.6+0.66 305 9.4+0.66 X7
/N IR E) O REE AT AE R 1.2+0.94 XF -
95%CI [-0.6, 3.1] -
Jrifl p fE <0.001 -

a) N—RAZA O BCVA X4y (65 LFLLF, 65 XFH#) | FlpKs (65 M, 656 mll L) | BLGHEEZFEDRL
L7z ANOVA &7 /L& FCTHHT L7z
fth> DME {6~ DU 2 % D7 — 2 13HTEI0 L Bdp U, fiGHR~ D GIER 2 AT O = RIE THlie L7z

b BEEREKEHGEE

40~52 HH D BCVA ODX—RA T A U bOYEEvE (R 3 V) OREMZE (KAIR-
77 VLT M) 1E. AF] 6mg BET 0.9 XF [95%CI : -0.9, 2.6] T, 95%CI @ F[R
Mik-4 X5F% EEY ., 777 NI 2ELERRIES T (p<0.001,
ANOVA) . 728, FEHMEEEB L O b EELRIKIHMEEE T7 7 U~k 7 MR
HIEEPENT RTHIES N, TOMOBIRFHEEE (40~52 8 H O CSFT D=—AF A )
DOVHENE) TT 7 U7 MIxtT A4 6mg OFMMESERINZZ 0D, F
BIOBEIZHE, 40~52 1 H D BCVA D_X— 2T A S DT EDT 7 ) ~ )bt
\Z%F9 2 K] 6mg OBEBUE L RREE L7223, EEEIREN R0 572 (p=0.164) |

40~52 BB D BCVA DR—RX S A UHh LD FHELERUVEHMZE (RFFH-—T7I7URNLETH
B%) » (FAS, LOCF)

AH| 6mg HE VAR A A
(n=179) (n=181)
I/ IR HE R 10.3+0.62 XF 9.4+0.62 XF
/N IR ORI T e 0.9+0.88 ¥ -
95%CI [-0.9, 2.6] -
Friilp & GE%THE) <0.001 -
Jr p fiE (k) 0.164

a) N—AZA O BCVA X4y (65 LFLLTF, 65 LFH) | FliKs (65 A, 65 mll L) | BEHABEDRL
L 7= ANOVA &7 /L% fIVChRfT L 7=
ftLo> DME iGHE~ DU 2 D7 — 2 134TEID & Znde U, IR~ 88 2 AT O SZHE CHliss L7z

Z DD EE AR RIREHLE B

e 12AZ k#ﬁff@ﬁu}umﬂ (RAIFED )

- FASIZBWT, 52 F T 128 Z L &5 2/ rlhe 72 BF OFIE X, &K 6mg # T
50.3% & HEE Iz,

cHIE 12 B L HEHR (86 HET) IC8HEI LT E~DYERZNRETH-T-HBEDH
H, B2 HETI2HEZ <E&5%#L@Jﬁ%f;%%@%ﬂé\*m AFH| 6mg BET 95.1% & #EE &
ni-.
* DA OFHEICHSE S I LB GICBITT 2 TOMRM ZIEIE & L <., Kaplan-Meier 15 CHEE L7z
**'DA@.:T—fﬁi 28 WIFOREBORMEEBE L L, [H5HIRE 8 M LITa0ESHY | UL MHEERIEE 8

\ZT BB L OWTHUTEE YT B0 & ik L7

%@ﬂﬁma R EFTTE B

® BCVA

* BCVA ORX—RF A »inb O E (/b3 FY)) 1%, 52 HETOITE A EOFHIFRE A
TT7 7V~ MEHZHARARH 6mg BECEMEMICRE Nolzb D0, & 5HEM TR
ICEWROH DENTRD N7,

* BCVA OR—2 7 A U 6O b EIX, AAl 6mg BT 4~52 # 9.1 305, 20~52
10.1 35, 28~52 # 10.1 XFTH->7, WTNOFHLHF S 7 7 )«/wm“ MEEIZ R
RHECHMEAINCKRE o7 b DD, BB THEMICERDOH 2B WTBD SRR o
to

HRED BCVA 3_X— AT A )b 15 P BN IE 84 XFLL EOBE OEISIT, K
%iﬂJ 6mg HET 46.8%, 77 U~k 7 MET 37.2% TH o172,
* BCVA 3 _X—R T A )6 15 SUFLL RN 84 305 L& FIEIERK 3 5 £ TOHM O
FoLfiEiX, &K 6mg BET 24.1 # [95%CI : 18.1, 31.4] . 77 U-~YLk& 7 MEET 20.1 8
[95%CI : 18.1, 25.1] Th o7z,
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B2 BEHETHBIVADAR—RS A UhoDEILEDHF (FAS, LOCF)

1
=4
|-1-le
o
v
.J \
9—J:—|I- :.‘- |
' /
i
il
=
(B
»-qu7—|
] |'II
i B
I \\
|-;—-1—\'—|

& ‘}/ g
A ; A
4

s
{r
¥

BCVADA=-Z71 5N THEL(XFH)

J,*':' BN TS S

a

&‘—;(5'*/ a6 8 12 szl w4 98 32 3 40 44 48 82
SR GA)

e kfFl6mg B (n=179) ——=— FIUNLET M (=180)

FoNZRVE), MR EIL, R—A T4 D BCVA X4y (65 SUFLLF, 65 UFH) | FlXsy (65 ki, 65 ikl
b)) . BHREEEER L Lz ANOVA T LIRS EHH Lz
10> DME 155~ U182 #6007 — 2 1XHTEI 0 & 27z L, M1~ GVEE 2 [ Ao FEi Gl L7z

52 BRFIZH T 5 BOVA DRERUEILDEIE (FAS, LOCF)
&Kl 6mg BE 77N~ R

46.8% 37.2%

BCVA 7% 15 3CLL BN
84 LU LD BEDEIE 2
BCVA15 3L B Lz
BEOEL 2 1.1% 1.8%
10> DME 156~ D U 2507 — 2 T 0 & Zie L, iGHe~ o 9V 2 B o F A Cifizs L7z

a) R—2 7 ®BCVA RS (65 TFUT, 65 LT4#8) | (EKSY (65 meAili, 655l | B GRE% [H R &
LIenr P AT v 7 BURET A2 AV TR L7

o i SR L
« CSFT X, WThoRGHLRHNOHEL, £01% 52l B £ TWENA LI,

© 40~52 D CSFT DX—R T A b O bR (B3 FH)) ORERZE ORAIRE
T 7V M) 13-29.4pm [95%CI : -48.6, -10.2] TH V., 77 U~k Mkt
T HAH] 6mg OEBMEHRFE SN (p=0.001., ANOVA) ,

- 52 WEFHZHERIR DO Y77 ¢ —)L R SRF XX IRF %ﬁa‘é BEOEIAIT, AHK 6mg
BETBH4.2%, 77U ULB 7 FEETT29%TH Y, BEMZE KEIRE-7 7 )~ vt 7 b
DOHEEE X, -18.4% [95%CI : -28.5, -8.3] TH-o7=,

- 52 WM ERE 2 A9 2 BEOFE X, AF 6mg BT 54.7%., 77 U ~ULtv 7 Mt
79.4%. Eﬁ%F‘ﬁ% (RARE-T 7V~ Lt 7 M) HEEMEIT -25.4% [95%CI : -34.4, -16.3]
ThoT-,

2BEBFETHOCFTDR—RS A UhbDEILEDHTE (FAS, LOCF)

0
T:: B/ RIS AR R E

CSFTON—-254 > H5NDF9%AE (um)
g

3.
150 ] g {"‘E‘IE"/L' L B
o il o I/K\k\ -3
_onn \/ I/ \I
-] -
AZS4y + 6 8 12 wswm = 0m = F 40 4d 48 52
5 1R )

AFl6mg B (n=179) —=-~ 77UNETRE (=181
1> DME {6~ DYV 2 %O 7 — 2 134T0 L Brde U, i~ Uk 2 Ei o FERME CHlize L 7=
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52 BB F THOREMERFRICH TS SRF X IRF 2H T 52 BEDEIE (FAS, LOCF)

QTR
60
50

40

BHEDEE (%)

20

&‘n—_xﬁz( 4 E El 12 1 1H a0 24 =B 32
5 AR (GE)
A#| 6mg B (n=179) T 7 INVET MNE (=181)

> DME i6E~ O 2 % O 7 — 2 1380 & Z7a L, s~ O 8 2 Bal O ERE THlise L7

® DA EHURIL
32 HMHZ DA H Y LFHI S A 8 3 Z & B G A~DOYE 2 DSLE B OEISIL, A 6mg B
24.2% (401165 %1) . 77 U~k 7 M 39.8% (66/166 il) TH -7,

* . DA OFHliE, 28 MRFORBEOREAZS B L L, HLHHEZ SHEILICT20EHY ) Xk THELMEZ 8 H T

LT HRER L] OWTIITHEE T 5054l L7

® DRSS

* DRSS I3 R_R—RA T A i 2 BPELL FiGE LB OEIE, KON 3 BEFELL FokGE L= s oF|
AliE, 28 HFER V52 ROV G, AKl6mg LT 7 U~ MECHRRE TH -7,
* DRSS N—R T A b QBRI EBAL LI BE OEIA L, 28 HEF TAK| 6mg ¥ 2.3%,
77U T MEE0.6%, 52 HIFTEINEI 1.7%, 1.1%, 3 Bl ik U7- B 1L 28
IR O 52 HIRFO W I b AA] 6mg BED 161 (0.6%) DA TH o7, 52 E TIZ DRSS
Z a7 61 LA Lo PDRICHEST L7 831X, DRSS 28 3 EXBE L EFEAL L7=AH| 6mg B> 1 41
([Fl—JER) DI TH o7,

® VFQ-25

« VFQ-25 BaF A a7 1%, 28 #K KON 52 O W TN OFHER SIZB N THT_To#s
FECHED R EN, 28 BIFCIER—RA T4 b OELE (/DY) B TR
TRENIR Do T2 A, B2 RFCIIN—A T A U E OB E (BN 3 FH) ORER=E
(KAl 6mg #—7 7 VL& 7 MEE) X, 2.5 (95%CI: 0.2, 4.8) THYH, 77U~k
7" MR A TARA] 6mg BE TR S T2,

etk | 528

- TRBRIE L BB U LOHIE S IV HEBRIR O HF G HLRIL, AA] 6mg BET 2.2% (4/179
B) . 77U ET MEET 1.7% (3/181 %) Th o7z, WiRlL, Al 6mg #E TR E
BRiAZe, BRI, RFe, RIE EH, S BEREORNEL 1 6 (F—8%) | IIEEHK
WREROSE S FERD 1 H (F—EBE) | WA REED R OEIREEN 1 41 (F-—~&
) AR 1 Fl. 77 UL T M EETIESE S, R K O E)
IREAZEN % 1 il TH - T2,

IRBREERE G T L BED D LR S N HBRIR OB EERIHRIT, A 6mg BET 11.2%
(201179 %81) . 77 VULt T MEET 7.7% (14/181 61) TH o7, T2ESR (W Thro
T2 Bl EIZRE) X, AEED RA 6mg B 3.9%., 77 ULt MEE2.2%, LT
FNE) . IR¥E (2.2%. 1.7%) . IEEHEEX (1.7%. 0%) . AEC®L A (1.1%.
0.6%) . REEH (0.6%. 1.1%) . FEH (0%. 1.1%) TH-oiz,

ARBEEUTIERIRER ST, HDA VIO T EBEDS O LM SN RIBOEE A
EHELT, AK 6mg BETHEE D R KON 161 (F—HBE) ThoTo,

IRBRZE L B U LI SN2 RIS OB EFGUL, AAH 6mg FETIHRERO LT, 77V
ALt NETBMMELREE 1 flThoTz, 77Vt 7 MNETIRD B 1 Hill
TR EBH S » L SRS O EE LR FER S THHo T,

BB BT AR TITRD bR o T,

2) REMHER REEER L

(5) BE - WERIFER REEER L
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(6)

1)

2)

(7N

SAERHIE A

ERABERE (—#
ERARERAE. BE
ERAREAE. £/
RIRLEEGRE) &
ERFERT —2~N—
ARAE. BERTR
RARABROAR

ABEHELTER
FEDOABXIEE
L=ERZE - BB
=7

Z Db

O HEdAksEH4E (CRTH258A1401) : fA& X T L7272y, FHHEAM 8@
HEZMEACTH D (2025 4= 3 A REA)

HULEE FARKS I AR 1L & £F o B AN SR AR E 2 xR & L, EH %Rk

T CORBNOLENMEE BT 5,

@ ¥rEffARETE (CRTH258B1401) : FAEILIE T L7=2Y, FHEAR EiE
HESZMEATCH D (2025 4F 3 AREA)

PERR R BOZIE R 23t & L, SEHERE T COARFOLZEMNEERTFT 5,

HAEE L

AR L
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EEZMICEEH D
LEHRIFLEYEE

KIEEA

YERERML - fERBEFF

KOEEICEAT SEE

Ebkﬁm%W&%%E%(Vﬂm)%/7m~+wﬁw
EE  BEDH DM OMESUIZNREFZ, BIOETHRLESRT D5 2
&

TNy Av7 (BIAFHEZ) X 5T ESK 26kDa Ot MEb—AREHTE
7 Ak (scFv) T, HE@WE’JE[L“&:%JTE%HH B e % E 2 R+
VEGF-A %#PHET 22 LT, BHAMEBEEEZEM (nAMD) K ORI 55 B
JEIZ L CIRERI R 24T 5, VEGF-A BREED > 7 /LT IR O 95 ) 1L 4
BRI B M T 2/ U CRBREIEOFRGE B L TW\b, 7 rLy A<
7 (Bl z) 1. VEGF-A o714 Y 7 —2A (VEGF110. VEGF121 X
VEGFies) 12X L CEWHEEH ML R L. VEGF-A & VEGF = &K
(VEGFR1 X O VEGFR2)DFEE ZHET 5 Z L2k » T, &N HE OB 5iE
ZEHI L, & OISR Fr A L QN E ZRE O TLHEZ ST 5 B2 6T
W5,

JOLP X IDEE
Bk FMEscFv RELLE VEGF-AICK RN
2L—=L7—% scFvZL—L7—2 BRAEERIVYYT
PR T fER U3 %ERIR
9-2-al. /A ? A
W W @
i LT T @ A"
-] 1L EWREEEREIC ! BRERERR N
- ESVTHRR NOR
2 MNEAERBA %
7EIJL/2"-?7
a2
CH : constant domain, heavy-chain FE#%8i. = (H ) VH : variable domain, heavy-chain AIZ:$Ei. =88 (HEH)
CL : constant domain, light-chain E#%Ei. #8#H (L) VL :variable domain, light-chain ATZE$EiE. #¥48H (L #H)
scFv : single chain antibody fragment —A$EHIKTSH A2 b
VEGF 1A JOLL AT IDERKF
VEGF ZJanyxz7

\»U “‘@ éJJ @.x .
% a
VEGF \ ' J\% \9 "?@VEGF

sam . X X zmt

CNVOFRL- m!ﬁﬂﬁﬂ:ﬁwlﬂlﬁl

\ @

 CNVOREEE  MEEAELE
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(2) BEHNERMNITDHHER
5%

1) VEGF 2% oA 8t (in vitro) 12

Bb%LfFET S VEGF 74 Y 74 —5Th5 VEGFiss T, 7Ly A<7
X, TV I RO ) 3ot LT RSB E2 R LT,
25CHOEMET T (Ko fi) 1&. 77V ~bt 7 b 45pM, 7Ly X
<~ 70 21pM, T =E X~ 7R <250pM, RN X< 78 1660pM T - 77,
3TCOEMTTIE, 7uryX<=7, 77Vt 7 RO X< 7D Kp
EIZ ES U, BENEMMEICET S Z L RENRE, 25CKD 3TCOWTH
DEBETIZBWTS, 7L X7 L7 71~ bt 7 NOWEEH (kon fIH)

HRAST, 72 EXvTROASYAvTOONFRED blifl%R L,

VEGF 65 %49~ % VEGF FEE R D &R

mE RN VEGF [BE % kon(1/Ms) koti(1/s) Kp(pM)
A=Y S=avi 2.0x10¢ 4.2X10% 21
95°% 77V /\/1/“12 7? k 1.3%X106 7.3X103 45
VA= A=avi 4.0x104 <1.0x105 <250
RN X< 3.7x104 6.1x10% 1660
A=V e 2.5x106 2.5x10* 101
o VA Re Y%A 3.9x108 1.5x10°3 457
37C = e S -
TJmEART 5.8x104 <1x10° <171
NN AT 5.9x104 1.9x10* 3300

kon, kot - FEEREEHR. Ko - HEHEMME

(P8R 77 14]

25C KN 3T COLEM T T, VEGF6s IZK T 2FEATRICOWVWT, FH T 7 AT 4Lg
(SPR) #ETHMT LT,

2) VEGF 7 A ¥ 7 4 — kT DG S E e (in vitro) 19

Tu ) A< 7%, VEGF6s 12%F LT 2.84X101M, VEGF110 2% LT 2.52X
101M RO VEGF121 1% LT 8.41 X 101M @ KpfETHES L. 3 fEHD VEGF-
A DOTAY 77— LT, BERZEOBMEZ R L, —F TRV A
7 1%, VEGF-A US04 7% 47 (VEGF-B~D) KO PIGF ([ZoWTHEA B
FEE RS2 ho T,

ERVEGF 74V I+ —ALIZHT 2 TOINLL AT TOEEHENME

VEGF 7 A ¥ 7 #— A kon(1/Ms) kot(1/s) Kp(M)

hVEGFis5 1.68x108 4.78x105 2.84x10°11
hVEGFi10 1.45x%108 3.66x10° 2.52x1011
hVEGFi21 1.66%x106 5.67x10% 3.41x10°11

fon, Jo - EEREEM. Ko BEERANE
(BT IE]

3 o> VEGF-A ©7 A V7 +—2 (VEGFi65. VEGF110 %0 VEGF121) (232711
N A= T DFEEBFIMEE SPRIE T/ L7,
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3) VEGFR1 kO VEGFR2 IZ%f3 % VEGF #EAFEIER (in vitro) 19

VEGFRIZHTH 7 ATV AwT RN T = AXA~7 D ICsofEiX. VEGFR1 C
4.03nM K.Y 4.29nM, VEGFR2 T 0.86nM & *0.75nM TH Y, 7L X
v T RORT = X2 TICBIT D%/ 5 VEGE FEEMEIIFRETH D Z
LRI NI,

E k VEGF ST 2 TAILC AT IRUVSZEXT JDOEEER

VEGFR1 VEGFR2

1.57 " JONSRTT 1.27 =

127 ATZEXVT 1 ATZEXVT
i TR %0‘9'_ TR
% 097 # 0o
N B N 06_
2 06 -
2 B I g

03] 0.3

'Y o P 0.0

0.1 1 10 100 0.1 1 10 100
nM nM

[FRBR 7 14]

0.1~100nM O7 Ny X< T NTT = X7 & E4AF Aufiliaz b b i N R HEsH
K (rhVEGF) & 24 WA > F2~N— g Liz#%. IRAW % VEGFR1 XiZ
VEGFR2 EfH~7 L — FMZ7EL, stAv-HRP (Streptavidin-poly horseradish peroxi-
dase) YefhlZ Lo CTREMITHES L7- thVEGFE ZHIE L7z,

4) i AE PN R G A K O RsE A= 4mdE R (dn vitro) 19

Tualy A< TiE, T2 X~ 7 LERRIC, Y a2 NAVEGFes &7V 2
Y IVAEVEGF6s D W T 2L DO VEGF T2 I 7= v b W & Ik N M ba
(HUVEC) DH45H % 2 FEARA R0 L 7=,

728, HUVECO 2%+ 5 7 r v X< 7 @O ICs 1L 0.19nM
(5.0ng/mL) . 7= A~7DICs 1% 0.20nM (9.6ng/mL) ThH -7z,

F7o. b MEBELENEMI (HREC) 2\ T, MliEEICkT 57 mLy

A~ 7 OMEMER ZRFT LR, 7 =X~ 7 LRSICMEl45 2 L3RS

nic,

E k VEGF165 %H D HUVEC OEFEIZXT 27O X ITRY
SZEXT D& ER

[ 35932 EVEGF s | | JY3IAEVEGFes |
A 0.8 - JOLIR<T B 0.8 - JOLS X< T
i -A-FZEXTT | A-TZEXTT
0.6+ wifarmuse 067 T 7 Tl
w7 % "
3¢ 0.45 St 0.4
I - I3z - i
0.2+ 024  Wgmeeae ;
A
4 n 1 -
0.0+ — 0.0+—— Frmrrrmerrmrmrrmr
pos.ctr  0.010.1 1 10100 neg.ctrl pos.ctr  0.010.1 1 10100 neg. ctrl
nM nM

[RRBR k]
VEGFR1 } ! VEGFR2 %38 L. VEGF-A 2l % = LT & 0 NECHIRE O BATE AN TR
&% HUVEC # HC, VEGF IZi5% S lassiiic x4 2 7 a v v X< 7o)
HIVER 2 i Lz,
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5) MAMIZ 1T 5 MAEFEIETTEMHIER (F > ~) 19

TNy A 7 EREIZEY | N FE R O TUHE AT E 0 H BRI
Ml 4 (P 49.9~93.8%. 48f p<0.05. t M £ 721X Mann-Whitney rank sum
tests) . 50% A ZNEE (EDso) (% 0.85ug (32.4pmol) TH-o7-, £/, 7=
EXv T HEEICL T, MEZEEOTTERFEICHME S (88.7%.
p<0.001. t ¥ & % 7= 1T Mann-Whitney rank sum tests) . EDso I£ 2.59ug
(53.9pmol) T, 7Ly A~xT7 LIZERI%ETH T,

Ty A T RN G4 24 FEE T VEGF 24L& L7355, IBERE & g
LC, MM ZEEDOTTHEX 95.9% (p=0.02) &ABICHHI S22, KE5%
3~14 HIZHB 5 VEGF LEDOHEIZIEL, 7 e v XA~ T OERITEG L, &5
% 14 HIZBWTERIZIHEA LT, 7= X~7 THE AR STz,

J v b VEGF FHMERMEBBETEETILICE TS T OIS XTI THFHRRAERS
1. 3, 7RV 14 BE O MEFEE M4 TTHE NG E A

*P<0.05 (VEGF vs. BSA) _—
*P<0.05 (5 vs. VEGF)

120 | Zauimnnn il
HRTE $/-iEMann-Whitney rank sum tests gt
. 55 1487%
100 A
*k *k
*k
80 l l
"
3 604
B
40 + -
*k
*
209 ___ [ 1L | ] L,
0
WRIME BSA BSA Fanyxe7 SZEXZT
EES VEGF BSA VEGF VEGF
N(ER) 42 46 12/24/23/12 12/22/24/12
[RRBR 7 14]

Sprague Dawley RifZ v hOEIRIZT m/L T X<7 (0.35~10.3ug : thVEGF165 O 1
~30 fEE/LYRE) | T=E X~ (6.28ug : thVEGF165 ® 10 5T/ 4 8) IAEE S
- ER&ES (1oul) L., =0 24 FEHZICE 7 > FOWMIRIZ thVEGFes (500ng) %
HFIENES Lz, & 51T 24 REFIHE IS MR S OB 2 8RB U 7, i S OVHE SRt
HFIZB T BWOCE 245 EF TRIE L, 7 a /by X~ 7 O @i oS /E o
EDso Z3RH7-, B, 7Ny A~7 34b5ug K NT =¥ X~ 7 6.28ug & il 1K
H 171, 3. 7 XX 14 B#IC VEGF A&4E %247, M S TTEMSIEH O ek
LT,
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(3) EFRRBBRE-HFix
R

6) W RT o mEHESHIEN (T v b)) 0

TaNY AT 15ug Xid 46pg O 2 R G LY | S IR & i LT, iR
AL BT AR &2 B AR B Hfl L7 (15pg #F @ 82.3%. 46pg #F :
100%. Kruskal-Wallis oneway ANOVA test) ., —Ji. 7 1/l X~ 7 HEGEFK
NGO, HORIERNRD L2 ho T2,

v FMERBREMBETTICE TS T 0L X7 JOMRRTIME FHEINH R

*P<0.05 vs. 81  Kruskal-Wallis oneway ANOVA test . R {E
V:0.01% BSA in PBS O FHEHEMERE
10

@ o

ok

i

&

ol

%

5 4 *

24

2_ *
O fi %
Py B B Py
(n=7) (n=8) (n=8) (n=7)
15u8 46ug 15u8 46ug
(n=8) (n=8) (n=8) (n=7)
148§ 148# R U1 78#G
HENFARES 2EEFHAES

[RABR 1k

Sprague Dawley 527 v F &% 0 B2 5 14 B E T 10~50% D i FEfE R B Cfi
HL. £0D% 14~20 Bifis E TENRKKERE A~ L CHERIE A2 Bk S, FiRIC
TaNv A7 15ug it 46ug, FOMUDIRIZEEA sul &, HEl (14 H#p) SUT 2 H
(14 AKX 17 Hil) fFENRE L, £, Fffic7rLryX~7 (5~300ug)
% 18 B CHIEIRE HARNEE L, A% 20 B X 21 HEIZ T > MEARD bR
ERML, 77 /Yy VAR 7y X —BRE LEMERNRMIRO Y 7 v b~ D v MEK
EERL, 20 a—Z —2X 57 VX VT CRENLE it s ek LT,

7) WRAIZIS T S E S AERHIER (D R) 18

V=P =ML o T vy 7IRZ CERET 5 2 & T, MR T SUZARE 5
WEFELZFHERT D~ AL —F—FRIEIE I EF4E (CNV) E7 L% H
WC, T aLy A~ 7 OMEFTEMGIVER 2 FEm L7,

L—F—WBEEE (F0H) ROBE 7H%ZICT LY X~7 (15ug. 45ug X
I% 130pg) ZSFANEE LR, HEKRFIASOGE7R CNV B O
(15ug : 21.3%. 45pg : 27.6%. 130ug : 31.3%) N D 57z (Oneway
ANOVA test (Student-Newman-Keuls Method, P <0.001)) ,

RUER R L
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VI. ZEMEREICET 51EE
V-1 RO

(1) BB EEME SRR L
e

(2) e THER I | 1) HEERE [EELES THERER (BE003 #ER) . HARAKUINEANT—4#] 19

f-mEE
AAlemg X 1E3mg % H AN KOS E A B RN BEZAYE (nAMD) B 2%}
L CHEIYFARNEE L7-% D280 £ TOMET 7 a /Ly X~ 7 REZHE L
7o B I P Cmax O % 0] - ¥ i 12 K Al 6mg CT49.0ng/mL., A #|3mg T
976ng/mL“C§) V) N &ﬁ?ﬁlﬁy\mﬂlﬁﬁ&) %ﬂf:o Tmaxo)qjy%fﬁkij:§U6mgT
21.7 (F/ME5.05, A KRME73.0) KEfHl, AAI8mgT5h.70 (fF/ME5.02, i KiE
749) H%‘:Faﬁfg?)/)ff_o 73?:1;5\ Cmax&UAUC&i&E‘%(Ek%)a:i‘%bu[/\ Gmgfli
3mglZ R T Crmax D FRAEILTHEITEEIN L. AUCinr @ I RABIT A5 ISHIN L
7.

%@Eﬁ?%lﬂéﬁfﬂﬁd)miﬁqﬂ TALS A TREDHT

M9+ FIgRERE
&
E
210
o
o
X
»
X
"4\
N
g8
01 T T T T T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 528 576 624 672
15 AR (R5R)
—eo— AEI3mgh¥
—o— KHI6meH
HEAWEFARNBRSEOMBFR IO AT TOEYEIE/NS A —4
Cmax (ng/mL) . AUCinf t1e
e n=25 (ng * h/mL) ﬁ;hq):i/j
Eu D\/ }
Ao L E B | 2 E H e
AEEIE | PofE | SfTESE | PE (Y 22)
. 1710 1330 108 (40.7)
3mg Ff 9.76 8.33 (n=17) (n=17) (n=18)
. 6000 5580 103 (52.5)
6mg ¥ 49.0 59.2 (n=24) (n=24) (n=24)

Cumax 1 B MLTE TP IR

AUC - i Fp e - e i b

AUCint = JEWHEE-H> 5 MERRIFRH] & C 0D ML i B - INEf] bR e A
tuz @ IR
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)

(4)

M

(2)

)

(4)

)

(6)

BE - fRAROEE

FEYIRE SRR
INSGA—AH

R A&
MR U0 328 5 0

HREEEH

2) b [EREEES TSR (E003:ER) . AARAKROSMNEANT —#] 20

AHl 6mg XL 3mg & HAAN K USME A nAMD BE 2k L TG L, migH~
o)Ly A TREIZOWT, 3 IHDO®ENG 24 Rk (57 HE) & 1A
OFHMNE 24 FE#E (1 HE) THEELZEZ A, 57 HH/L H H ORI
DT 1R TH -T2,

F72, 5T HEBEE 1 HEOREMEE OFBIX, y=x OEMRLITITHAM L Tz,
PlbXy, AEBIEGFEET, 1 BIELWN 3 BEHOESETT ey AT O
BEFEIC BREMENR 2N &R ST,

VEZkE®% 2468 (1 BE) RU3IEBHKS®% 248/ (G7THRB) ICBELT:
mEFEP IO XT T EREOHHAH
1000

1004

57ABMMEF TS X< T B E (ng/mL)

T T
1 10 100 1000
1BEOME+R TS X< T (ng/mL)

o KHl6mghf
o  AHI3mgh¥

AN L

<HBE>
BB EIZES T A EGNTEHRE STV R,
[VII-10. W@&EHS] OIS

B RBrANA

MR L

B R L

B R L

<BE > FEEALEE TR (E003 #RER) . HAAKOSMNEAT —F 19.20
HiaI Y RN 55 . MiE PlEE 7 m L R~ T A O R A R L,
HIEEAOFRFTEHIL 4.4 HThH -T2,

B R L

MU ER e L

AR L
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BEH (REaL—
v ay) @i

(1) A&
(2) NI A2 ZEBHERA

4R

VI-5. %%
(1) Mm% — X ES P @ad

(2) 1%k — B B8 B P @ ad
3

(3) HA~DBTH
(4) BERA~DBITH

(5) ZDfthnfEiE~D%
7%

(6) MEBEMHEE
e

(1) BB K UM HHER
e

(2) REIZEE5I HEER
(CYPFE) OFF
B, FE5®

(3) #PEEENRDF HE
RUZDEIE

(4) RFMOFLEDHR
RUGEM I, FHEL
Lﬁ

LR L
LR L

MR L

<BE>HYT —

MR = 7 A YL, 2melkg DT LS K~ T A IR G 0 4 ST

ROSYBRE T 0 7 7 A VERET LIZfER, 7 u iy X~ 7 O =T
0.4831-0.047 W[, &R LEIIL 5.64E1.50 Kl TH - 72,

REER R L

TR L

TR L
TR L
BH TR L

<HBE>ET — X 2122

ARG %, 7 r Ay X~ 7 IE3ME L2 T X CORNRE L O Mg+ 716
WAT L TR L, AT OKFM LRI Y ¥ T 59~82 K], =271V
LT 50~78 Bl CH o7z, Met L7 T X TOMBENSWITL T rAry A~
TRMELIZZ END, T aby X< F IR R0 S 2 IR AR & O
BRI THIENRBENT, TS X~ TR B~ L
oo TNV AT OMBEREZH T RBE KR LEEE, I=7 4L T
RIFRE, 4TI 1/3 Thote, T ERNEREREOT e L AT D2l
BREE R (MEFRED AUC) 1%, 7 ¥ X TIXa Ko 1/20000 Kiifi, 1= 1
L TIE 1/7000 Kiifi T - 72,

UERR L

EEER L

<HBE>

TN AT TIEE ) 7 a—FAHK TS 7 A FTHY . REHRRIZAEERN
TOXRTF RRT IV BA~DOPRTHH N THEND 20, Lo T,
RN BIT DB I E M L TV R0y,

AR L

FAZRPSA

RUER L
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VI-9.

VI-10.

VI-11.

Bttt

S U RKR—4—IC
B9 5 1E%R

BRFICLHBRER

BRENDEREHTD
BE

Z D

Bair LTt 2 8B b5,

<HE>

Tany X7 OPEI BT 3 BRIIEN L TRy, X L7 ThD IgG
IR L, O THFEIVNSW—KREEGIUL T 7 7 A b (seFv) 1TE D AERIC
Lo THRtE D 20,

MU ER e L

AR L

<Al (Rl - /b)) >

nAMD IE#E (65 il L) TOWREALHIE LTWAD72H, nAMD (230
TEHEBRE L EHBEOEERIIER L TV, DME BE 258 LI
FRFRER (B2301 R K O B2302 #kBR) (23T 65 kbl & 65 miAm D5y
HEMHT 52 HIFD BCVA DR_X—RA T A NSO bE B/ 5 F1)) ORER
72 (KA 6mg -7 7V ~Ltv 7 M) (F2EME RE2EWT -T2, £
o, AEFRLOEELRAEFEFZORBRIT 65 bl L L 65 Akl D4
Bl C—EDMERILA DN, Fio, NERBEEZNG E L-BRITEmE L
TR,

< HRERE RE >

MEF 7TV AT RBER NI VT F= I VT T AT — AR AFAHET
HoT-HBEENRIZ, RKFNOEH 7 VT 70 A& Uiz, BEOREEZAH
T 5 HRE REMAIEEE (GFR) : 50~79mL/%y] M OVIER 72 BHERE D B
(GFR : 8S0mL/53 Pl L) D27 VT 7 ADET 15%UNTH -7, H
HEOBREELZHTHHEE (GFR : 30~49mL/%y) 13X, IEH 72 BHERED B X
D HARFNOFEHEE 7 )T T ABNMED-T208, BEEN DR RO
pinote, BEOEEEZAT HHE (GFR : 30mL//rAm) 1X5Hm L 2o -
oo B2HEORZEWMEROEIMET -2 52EBETHE, BEELFATLIHEETOL
BURGE EIIERMICEROH 5E N E RS T, AR OHEFHEIINE W EE
Z BTz,

FEDEHI VTS VR IHT S EHERE~DEZE

B RE R 7 U752 (mL/h)

SEIE (FEE R ) P (B, FOR)
EH (1360) ( )
GFR : 80mL/ bl |- (n=25) 1910 (1360 1620 (102, 4730
e 1690 (1300) 1230 (99.3, 4220)
GFR : 50~79mL/%y (n=13) "
Hp 5 i
GFR : 30~49mI/% (n=3) 1320 (149) 1270 (1200, 1480)

<JTHERE R e H >

TRV AL TE, A S AA WHERF RO OKSFER (&
69kDa Afiti) & FERIC, HERYZ ST L7 RNEIRE K OV Rt 2 L C okt & 4
EEND720, FEE2 AT 5BEEZGGE LY EREHARII A ETH
LHEEZDBNI,

Mz L
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VII-1.

VI. ®£1% (FRLOIEF) [CBATHEE

Z2ERNREZTDOER

BRRAREZDER

MEER (IR ICEE
THIEEELEDER

RZERUVREICHEE
THIEEELEEDER

EEGEXRMIREE
ZDEH

RESN TV

2. £ (ROBHIZEFHRELLGNI L)

2.1 REDEA I LBBEDCREEDNH S EBE

2.2 BRIFBEABFICEREDOHDHEEH. HHAIVWIBREORLOHLHEE [R
RAFOQEELEMERANRE T SEETNNH S, ]

2.3 FHMORARENHSEE [RENBLT HAREMENH D, ]

(fRER)

2.1 WBUEDRBLERET D72, AKFNDORLZ % UiBUE OBEF RN &H 5 BE
~OEHEBE L LT,

2.2 WA IANTESHIREMENE VEEETH Y . IRD 5 WO IXIRE P YYE O
B D HBE. ITBEIMEN GO D BE~OARKE 51%., BYMEDOFH KO
BACERI-TRREMENDH Y . TNERETHT-DEELE LT,

2.3 IEEMEDIRNRIED ® 5 BE Tk, AFIBEGIC X DT ERNEF ORI
Ko TRIENBALT D AREMENE Z B, T DU AT ZHET D T2 OARA| D
BEE#DE LTz,

(V-2 RESUIBNRICBE S H1EE] 22T 52 L,

V-4, MIEAOCHRICEES SRR 22052 L,

8 EELERNEER

8.1 MIYEBICET A2HMmMikE A L, M ENEHOBRSFHICET S
+o3 7k - RO H HWRBHEDOLBAFN ZEGTHZ L,

8.2 fHT-IANTESHCES LA S 2341 (HEZE, MELEE, DU SR &
O SRSE) ~OImBUE DB EEIC O\ CEHBNIC M2 421795 =
L,

8.3 MW T RNERNOEIZIX, TROMTERELRNLITY 2 L,

8.3. 1 RN ESRIX, BMESLMFTTITY 2 &, (FINHFEHFEEZIT
VR T, 3 U BEREIREEA. WE N L— 7 KON B e
SmEAERATLZ L, )

8.3.2 ARFF LRI, WY ek & RSB PR O R, RIS & OVHR 2 i % 19
BT DHIODINERTEE ARG T 52 &,

8.3.3 MRNZ., MAMEHIBE, ARNRIE, MMM E I M OE NG . 2 PH ZE 5 A3
HKETDHZENHDLDOT, ZNDHDOHEGERET DIERNFED 5
NELEICE, ELICEET 2L )BEICEET L L,
[11.1.1 &)

8.4 T ANEFHIC L VIREN —BMEIC LRI 2208385, £, Fie
HOIRE EF bHE SN TVD, AFIEG%, IRIE &K O FLEH I
MEBEUNCBELOERT L, [9.1.1 K]

8.5 AHNOW T ANIEF#., —FMICREEENL DN Z N DT
O, TEEE + 22 BIE 3 2 & THME O ERESC B Bh 315 O IR 12 1T
WHHERSFRWEIEETDLZ L,

8.6 EMIIZAHNMELARM L, RO THROUENFFTCERVWERITITE
MG/ Lianz &,

(FEER)

8.1 M ERBIZET 2 HMAFRAE A L, - EANEROREFHICET 5+
TR BRBROBHDMBHED IR L » TARANIERG SOV ERDH D A
HEEMLE L7,

8.2 WWBUE DFBUZ SN T, AAITZ T TR, ARBIOR RPN ES B LA
SN HEH GHFEE, FRFEIE, PUEIRIE R O IESE) 12 X 2\ BUE D
AW T BT, el LT,

8.3.1 M THENEHIZEE L CO—EAEREFHIZ OV TR LT,

8.3.2 MIATDOALE 2>V CRidy L7z,
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VI-6. RHEDNDERZHT S
BEICEHT IER

(1) B6HE - BEEFD

)

SEE

8.3.3 IRINZ. MAREHIEE, ARINZIE, MMM & & ORI 2 PH2E 2 23l S
NTWBET7D, SZERFEH O FREMEICOWCEMMABEICHA L, A
ELLDOREFICLVEEFLO R ALLNEEIMTOND L D EEMH®)
L7,

8.4 AFIDHEIZLY | IRIELANKBETHZERMESNTNDLI LD,
AHIBEEZITRE R OB ILFEO MG 2R L, BERRD ON-HE
WITIRE R 0B HE% . WY 0E AT ) XD EEME LT,

8.5 AKID nAMD ABFE Z x4 L LB MAHRE (C001 Bk K& N C002 #RER)
& ODME B & %5 & U= B IR (B2301 iR & Of B2302 #klk) (2
BWT, KADOH - AENERZICEREDOHRTEENBDO LN TNDZ &
DD, PR REE O T2 M HEE O B /EC B B 55 O SR |2 &
B o EEME L7,

8.6 AFINEHH G SNLEFNTH L L OBANS, EMIITH IHEITHESN
TARAN DA M2 R EEIZEEN L. AANZ X 2165 B IR O#kE D 7 %)
Wrd 22 ENBEELEZ, HAOTHEOUENIHTEXRVIEAICIZER L
BELRWZ & AEEE LT,

. BEDEREETHIEBEICET HFE
1 GHHE - BERZEOHLEE

1.1 #AE, SREEDESE

[8.4 &M

9.1.2 BNZEHRIT—BMENENREOBRERFOMNEFDEREFDH S
[11.1.2. 15.1.1 BH]

9.1.3 BAREDERETEDHSHESE

[11.1.1 ]

(fig5%)

9.1.1 AH|D nAMD B 2 x5 & LIRS (C001 55k & O C002 #kik)
KON DME BE & x5 & L% 111 #5R (B2301 #ABR & 1Y B2302
BR) i, BENBESUIEIRERE O G 0F - BEfE D & 2 BE CHEAE TIE
BALT 2EBITRD SN2 oo, N6 DOEFHIIRSN T,
Fz, mERER CIXIRE 256 mmHg # ERIA2EDa s he— /L REOREN
EAFIIBRAA SN T2, & 61T, FHEE iR UAKITIRIE EF0 U X
TIMENWZ SR ENR o2 2 & A BE 2. FHEK & BRI RPN BE,
R ESE O B o) 2 B A & FodE L 7=,

9.1.2 AH|D nAMD E#E Z x5 & L7 MAHRER (Co01 3Bk & O C002 i)
TiXi% 3 » HUWIZ, DME B3 2 x5 & U725 I #5Bk  (B2301 &
B O B2302 iR) CTlXimE 6 » A LANICIMZaH 2 58 0E L 7= B 13 bRk
SN TW =, WMZEFOBERIN -1 H 5 BRFICKE LZHAI, MZEh R
HOONDARENEEZ ERICHEE TE RV, FHIE L FFEICHAET ORG
WEIR 1D & % FBE X9 5 RN 2 Fo# L7,

9.1.3 IBNKIEDREEN & D BEF AR ZHEG LI25GE, IRNKIEORELY X
I REL RAHARREEZRTU T LY — L RF—ZDL ha 275 17
RN FE RN H 5, nAMD H#E K DME #2548 & LZEFRRR T
X, WITHRORAIBEICEWNTYH, —ERAREEZRILTZHODIRNS
JEMNAIE L2 BICHRGIC X DIRENATRE CH - T BEMHER I LT
5. IRNFIEDOBERERED B 5 BE Tk, ARG L0 IRNRIE 2 FH5
THBENRHY . AFNEZHEEICEGTILERHDLZ LD, HEM
BAEHRTE LT,

BRIE STV

BIE STV
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(4)

(%)

(6)

N

(@)

M

(2)

VII-8.

HEREARY SF

bEi%

eI

INR

HEEHA
HRAZEREZDER
HrRZFEEZDER

BlER

9.4 £TEREEHY S F
PEHR AT RE 7R L MELTIE . ARFIER G- rp K OV - 1k 3% — a2 191 ] 300 1) 7 b 4T 2
TOXHHEIHZ L,

(FEER)

AHNT, Z P ENEEEFER 7 (VEGF) 1EA M S IEERITE T TEEN NS

R - R IREEE AT D ARENGE TEX W, IRFTREZR LI, AA)

%g*&@&5$kﬁ—ﬁ%%ﬁ\ﬁﬂ&ﬁ&%ﬁiiﬁ%%f%:k%&%
o L7z,

B, B MIBWT, RRIZHEFENELS LIEZOMER 7 2Ly X~ 7 OH

KW HIT Y 44 BTHH7z, (V2. (3) {HREEELR OHEZBR) K

FI G RO RREEILDOT N Th D05, AAE G- H L% OBHEIF X, HK

P (44 H) 2 5 LM ZREIC, ARMTORSED 1 v ARELE

Th b,

9.5 111%

TR SUTFIR LT B afREMED B 5 oz id, 1R LoFistEn Gkt s -
A% LW SN ABAICOREET S 2 L, KFIZ, FOH VEGFEH D
BHERIZAE A M ONTR « BRIR T2 AT D AlREEA G ETE 2\, =
I AP NERONTYERTI AR AR O EICBET 237 B (3 Xt 6
mg/IR % 44 20 H 20t E T 4 BWIZ 1R, FIRICHFAERNES) 120
T, 7oV AT ORBE~OBITIIHR I T, HIRE O, IR R F
A, HAEROHAE, kE, HABRKECEEBIIRD N2> %

(fEE5R)

AHNL VEGF BAEERZ 6T 22 6, Z0ft VEGF EHD LIBTERIICfE
AR MR « IR IR w2 AT 2 RSB ETE W, Ler-> T, KIE
(X DR EMEPHEL SN TWRWZ L2+ B E L7 LT, AANC X 5165
PNLBERBEZOMENT 2 X 5EEE L, B =7 A Pz fnicineil
HAERT R O AR DR A BT DR OKE R 2 Fidfi L7,

9.6 RELI%

BFELEOFEWRER A REOF M2 EE L., RO TP Ik 2/
FTTBZE, B NEAFA~OBITIIARHATSH D, 1= A P& HAWi=k
FRHAF R OHARZROBAEICET I RBRICEWT, BE#most+icr
LY A TR EN o P,

(f#E5R)

t FRATASOARFOBITIIAHTH U | IR EOARIER CRFLRE DAL
P BB L. RALOMEEUI P Iz Bty 2 Lo EEmE Lz, =274 F1
TR R RT R O AR R DA BT 2 SBROFE R ALl L 72,

9.7/NR
N Z RS & LTI M L T 7y

(FZE})
RSB,

BRIE I TV

BRES LTV

BRES LTV

11. 3R
WOERWERNS S ONDZENHLHDT, BIEEZTHICITV., BENED
NG EICEEREE T IET 57 CEU R AEEITH Z b,
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(1) EXGEIEREDH | (111 E2XLE1ER

fE IR 11.1.1 BEE
RN (0.5%) . ERINRIE (5 &9 MEKDE)  (2.8%) . MEEEGE LR
(0.7%) . #AEHIBE (0.2%) . MEREAL (0.6%) . MEMER (0.1%) .
MEEIRPAZE (0.4%) . MIEMEPAZE (0.4%) BHOLDONDLZ LNH D,
ARANBEEIZ L VIBNRIEND bbb -BEIZH L THES LEZGEAEIZ, IR
WAIE N FE3 L T2IER 3 s ShvTun %,
FE R A% 2% Ko ONREREL I 57 PR 2E O R BT I I AR~ DG BN 5 LT\ b
g STl Y, MR R X IIHEENERENH b b BE T
. BRTHIBZENRH L0, AFEZHRELRNZE, ZhHDOHES
IZEIRNRIE (5 & DK, MR, W IRK, MEBHEERE) 0T
HZERBDIO, BNKIEND Lb-HA1E. BEOREL 5128
2452k, [8.3.3.9.1.3, 15.1.2 &M
11.1. 2 BARMIZERAE
Bizerp (0.1%K0) ROWHEN (BEARY) BRbobbhbs 2 Enb 5,
[9.1.2. 15.1.1 &)

(fi55%)

11.1.1 BB, IBARIE (SE 9 FK%) | Mt B2, MBREE, W
WS L, MMM 2%, MANEhARPAZE, MM & PHIE X, Y070 5%h)s 23 I
nNoEEEOHENEEICENDLBZNLNH D, nAMD BEE ISR E LT
FEIARER (C001 3B M () C002 #BR) K IONDME & A %5 E LI-5H
MFEFRER (B2301 #kBa & Y B2302 iRBR) OAAIREIZIHBW T, BB L
BEH Y &L SN I OERPELEFICRO N &b, b
DOESE G TRESE] Z2HEKRAEHAE L OEESRE L, vk, %
BIERE L, LRBIAERRER 4 RBROAHA] 6mg BEAHFA L THEB L,
T2, IRNRIEDORBHEE L, nAMD HBE 2 %% & L7 8 IR
(C001 7R K TY C002 #BR) DAHAI 6mg HETLME 5.3%. HHE 3.2%.
DME B3 Z x4 & L7 MAHRER (B2301 3k & O B2302 #lliR) OA
7l 6mg BECTaM 4.3%, BHE1LT% THH- T,

11.1.2 VEGF MEERICEET 2 2HEOFERFERIZOWVT, L FOEHBAN
5. AR ROV 2 F e TBRMieIErRE | 2 \EARZREEMR & L
THEME L,
nAMD FEE & xtg & L HIFERER (C001 B R O C002 RER) DA
FIREIZHB T, BRI L BE S ) & S 7= Bk M AR Zere 5 3 5w
FREL., 205 BINNLAERIEICL DETHZRD BT,
nAMD EFEZxI5 L Ui e LR (C-12-006 RER) OARAFIREC
BT, BRIRLE#EH Y & SN O0HEMICLDI2EEHNRED i
77
DME B Z x4 & L7 MAHRER (B2301 #Bk) DK 3mg #EIZI 0
T, IRBERLE#EDH D & SN DENED BT,

(2) ZDfbnEIER

1.2 ZDthDEI{ERA
5%LL 1~5% A 1% A BE R

At M L IR9F . A ieilE | B, BNRE, IRORERL, | M ER LR

W, IRELEF W | AR, AREEE, §iE O

TR RIE. KR, KBTI, iR

BN, M, FRT

Rl WBEDT LY. RTHE, I
BERERS. kA,
A T
. B

p— - - B (R, BB, 75 —

PEAE, ALBE)
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VI-9. ERFRBREMRICRIF
425

Foa

VI-10. BE&RE5

VI-11. @A LOFE

(fRE%)

AH|D nAMD BE x5 & L2 FEIAHRER (C001 3B &L Y Co02 #ABR) . &
U'DME B3 Z %15 & L2 B IHHRER (B2301 75k & O B2302 #llR) (28T
WG SN RIERIC KR SXBH LI,

EERDEENRERE—E
1) ERILRE ISR (Coo1 #ER) | SMNESSIHFEFER (C002 7 ER) KUY C001 3R - C002
B - SMNES IAHRER (C-12-006 #BR) - [EFLFEZ TSR (E003 38R OffeT—
SR BEIWERT OFEREEIAN 5 DEAS (12 ##55) ]
il
2) EFLFZEIFERER (Co01 ) . FMEHIHRER (C002 3 &KUY C001 7Bk + C002
RBROUE T —Z BT DEWER™ ORERBEHIRN S [EHEE 9638 ]
il
3) ERSHLFEZFIAHRER (B2301 3R | SMESIMERER (B2302 ) KLUt B2301 #k -
B2302 RBROHEE T — 2 1ZB1T DEWER™ OfEENIFERN—E (2T (62 8) ]
il i

REIN TV N

13. BE®RE

13.1 IR

AAIDOBERGICEY | REN EFT L2801 DD,

13.2 &

RGP Z o CERICIEIREZRIE L, REPRBD 5N HEITITEY)
IRALIEZAT O Z &,

(&)

A A B G U TERNIHRE S TORns | i FRN TSI @ T 2 1 E i
& UTCRIM L7, @B GBI L5813, #7), tHesLEA Mk ONRIE
FAMES L, IR LFCHR U CIIRTE 2R, RNEIGREE 2  5-4 % 722 Kb e il
EZ1TD,

14 BRAEDIE
141 ZHFRREFDIE
1411 AANL, ESATNSRBAE ORE TR THRFTE 5228, i@ TR
17 LT RERIN 24 RE 28 A 2 VR D ITHE 972 2 &,
14.1. 2 SR AREMERRL . 0 TR A ZRBOIZHEIITER L wn

Zel.
14.1.3 70 A4 —HENITIRE SAUTV 2720, HEREHTE CHE LA
N

14.1.4 7V AZ—al#3 37 V7 4 )V RO U UM, SUTHIBRI
OEAIIIEA LenT &,

14.2 ZERBR5HOEE

14.2. 1 RFNIW T ENICOBELGT 52 L&,

14.2.2 30 7 — VORI A ZEHT 2 Z &,

14.23 120221 B (FIR) OADOFEHRETHZ L,

(FRER)

14.1 BERIO—fxHI28A FOEEFRHESE LTRRE L,

14.2.1 RAENEHE RN B SR T) ICRREEG L7ERNIT IS S Tun i
WA, B IRINBIAMCR G SN DGR E BT 27O E LT,

14.2.2 BERFIZIZ 30 7 — VORI A2 FEHTZ L 2 HFL LT,

14.2.3 KD 1 2V OB EHEI OB 2170720 X 5 A MIE T 57291
RE LT,
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VI-12. £0Hh0FE

(1) BERERFERAICEDIE
#H

(2) FEERAREABRICE DL
LR

15. ZDHDFE
15. 1 BREREAIZE D < 1H5%R

15. 1.1 AKFFK G2 X0, 250 VEGF BLEICKIA T 2 Bk i ZE G F 5
Wdzer . DR MEE) MRBLT 2 rREMEN & 5, B AN S
BEASVERRE 26t 4 & LB IARRRBR  (C001 7kBR & O C002 7klk)
WZBWT, A&l 96 #EH 5% I 5 ERIMGERFEG O
BRIT, AFEEGRERIET 3.0% (22/730 ) TH -7, HERIH
HEPEEE R 65 & LB IAERER (B2301 B & Y B2302
HE) ICBW T, AR 52 HEEE%ICEIT 2 EkMAeESES
GOFRBRT, AAE SRR T 3.3% (12/368 #) TH-7z,
[9.1.2, 11.1.2 HHE]

15.1.2 BHAMMEHBEAERE 2 xtg & L2 ER (C001 7Bk &
W C002 #BR) I2BW\W T, AAIBGRIICBIT 27 Ly X~v7
A BRE OBIEIT 835%~52%Tdh 7=, AFHlD 88 HE& 5
BIZBIT HAEAFERMEOT 7 vy X< THAKEEBEE OB ST
23%~25% T > 7=, BRI EBFEES 2 558 & U725 IHR
B (B2301 R K&K B2302 #ER) 2B\ T, KA GAICERT
L7 vy X< THRGERE OFIE T 64% TH o 72, AAID
52 WMBG% BT 2 RAFREOH 7 v L v X~ 7 Hrik g%
BEOEAEIT 12%~18% ThH -~ 70, EAFEEOH T oLy X<
THURB M B Tl Ra M BB 1T E TR PN ARE O FE BB EE 28 5 >
o7, [11.1.1 B8]

(f2E%)

15.1.1 AF|D nAMD B &5t & L7256 I ARakBR  (C0o01 #BR & T C002 #&
) . MO'DME BE &2 %5 & Lo B IHERER (B2301 35k & U B2302
ABR) (2B D ENRIMARFERR G O BRI ISV TR L 7=,

15.1.2 AF|D nAMD B %2 x5 & L7258 I AHakBR (C001 3Bk M Y C002 7t
B . X O'DME B & x4 & L2 B MHHRER (B2301 35k & O B2302
AR ICBIT 27 r Y X< T HUROBEBURDUC DN CRE L7,

BESH TV
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X-1. ZEAER
(1) ZEZhFEEHAER

(2) ReMEEHR

(3) ETDHDEEAER

JEERPRERICREY 1R H

IVIIEFHIZE T 2THE ) OHEM

MU ER e L

<HBE>

ICH S7TA A K7 A > Tlid, #BWE OB FZHRENH2ICH BN S
TRV 2 GRE RO TIRWRATE G T, ZaMEERIEEER o Eht 3ok o
BTV, £7-, ICH S6RD VA KT A > TlE, AERIKIER ) 72
TR & O - B R BRCHIR R CE =X — T X 2 5AI121E, ML L2 e
PESRFIRBR O FE I LT L b RO STV, MENEIEGEEKY (VEGF)
PSR iﬁﬂﬁ%ﬁﬁ%%%ﬂ@é L Ty X T RN SR D
PHIBETREIIHO TRWZ &, EmERBR T2 BHEAT ANRRD HiZedo
/NN 3E4L7Z£/}Zf$§'<f$uiﬁ%ﬁi%ﬁ'@biﬁﬁ\of_ 2%, B & 6mg/
MR D A R - RN G- ek B © 920 L 72 DB E TR IR D S o
2o 7NV AT ORIGEBREIIHO TR 2 VT T AN LD,
BHIZH T D VEGF (Zx7 5 [HE O BTN T o » B F R RILRERN
ThdEEZLN,

IR ) S B ERR
Tany AT OiEHAETHD émg/iRE =7 A Y 3~4 HMECTXE
M ANEEE Lk, migHhic7 ) —o 7 aly X703t &z &
6\éﬁ@VﬂWAmﬂ#é@%@ﬂ%ﬁﬁ%éntoLmb\éﬁ%ﬁﬁﬁ
B LT, 7‘m/v/;<‘<77‘0> EHBRBREIIBO TR Z VT 7 A H 0
_t#E EHIZ féVHﬁ@%@%@ IR CEME R ERILREN T
%ék%z%htotk%m%fmngmmﬂ#4%ymL&UAUCﬂ5&0
ng * h/mL (E003 &%) THHrOIIx L, =27 A ikl 2 EHEREDO
Crmax 2% 577ng/mL & Y AUC %% 30300ng * h/mL TH 5 Z & 7b>r>; Cmax C 12 %
KON AUC T 6 (GEOREENH D EEZ DT, Z0), fEFEMERBRLS
O BRI SEFEERBR L FEHE L 72 o 72,

—ex vivo DR ER 2 —

AN FEESL T, T MRUREESUR OS2 RIS 5 T M=t h—712 k-
T, gt Em <. BRI T 2 UERIS B EC D ATEERH 5,
DX D REGA, BISARBEIEROREN LSO E T, BEICHLTIE
XEREENLOLNDZ ENRD D,

IO, ex vivo ® T MIBIEFESATZFE L, 7 r /Ly X< 7 T MK TF
MHURR G Z T2 T Ml b —7F 0N E L TS AIREME 2 Bat L=, &
“ﬁfj:CDS%ﬁﬁW#mﬁMEEﬁ%ﬁﬁfh%@ & (MHC) 7 7 %
II 7 v XA 7 HPMESREMOREE AR 2 KM EZME (PBMC) % 1{# A
L\7nwyf77@7i/M%ﬂ&ﬁ@#é@ﬁ@«7%h&&% 37C°
T7HEERE L, 7 F NICRERENH D556 121X CD4 Mg 23 HE5E 4
%o FFEARIE. B-ICA R EN D DNA ~D 3[H]-F I Vv HornE 7T e Esr
FHT T YU DY AT X o TEHl L7,

125 FEEOTF K& AWK ORERTIZ, 50 #+ 3 il FF—izB8WTi
KRN A2 R T T R & 0095 72 BEFE S 3 38 &JEWZO 6[%%’%%;@75@Lt83@
%@«7%%%mwtﬁmﬁ%1 . WO FF—I2BWVTH G Z RT3
TF RIZRBO 2o T,

ULOD%% b RMzBW T T rby X~ 7 E FEME 2 R4 rfRE M IRV 2 &
;ﬁ%%é%ﬁq L. KOO PRIMEN 25 TH20MEH LTIV
O, EEFEMICE L IR RBROB RN SHMT 20 E RS D EE XD
%,

<HBE>
VII-12. (1) EREFEAICHESIEHR) OESMH

48



X-2. FHMHHER
(1) HE%5EMHHER ™

(2) REZESEHHER ™

() EinEtaliR

(4) BARMEEER

s %k e 512K B b HEES D B BE
(mg/iR)
A I 3 T AN | 6mg/liR >6mg/iR
I 2 P
=74 | ME1~2VC | AN | 0, 0.5, 1, 2 X} >6mg/l}
Hor HE 0~1 Pt 3mg/fiR
EhrE | Bl Pt 5181 BE5E |EEME TP A
e 530
H=27| 6t &N | 0, 0.5, 6mg/iR |-FET2L
AV | (S| 3T LT | 1. 3 KR R E LSS (RERE,
3 L) 3 [A] 6mg/l} AREM R, HR R A
OB A . T ALZe L
6 It RN 0. 1. 3 | 6mg/iR |-sET=72 L
(MERESS | 4B LI 0N - RORRE LS. (REIE .
3 L) 6 [A] 6mg/l} IRELEMRAE, LERRA,
R AR A S OV PR AT
AT AR L
MU ER e L
<HBE>

DNA oMt DY RRL 57 (2
A= T OAnEIERRIT

BB L

<HE>

EH#MEATERTLILIEE I WD ENnG, Tan
Ehi LTV,

VEGF PHEKDOMFRNE G L, BDAFEMED X7 3720 EEEE LTS S
TEY., FEERERBICBWNTL T AL X2 T ORARMEE S 5T RITE
DHENTWARNZ EnD, Tuild X< T O AEMERERITER Leh -7,
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(5) HETERAESMEHER

(6) RFTRIAEER

(1) ZDtD%ikE"

1) JEFER AR R QN AR D% A 7 & DN RHR OHSREIZ BT 2 3R =
<H=TAYN Ty X<T 0, 3 KO 6mg/iREE, WAN, 4 BZL
(21, AEHR 20 H 2D ieE T>

REMW) L O AT 2 B3RO b h oo, ARBREM TIZk T 58
By e CHVAE RIS 2 EEMEEIT VTS 6mg/iR Th o7,

<HE>

=7 AP E R\ 4 BRI 6 [BIRE M AN G- EHRERIC IV JEME
AREgR OB EORE (R, R EREORE) 7Ly A7 H&E
DRBITFRD Lol Z L h | HEEZIGRBIZKT T2 U X 7 134D TR,
EEZ BN, HEMERZIRRERBRITFENE L e o 72,

— 5. PNEA R OERO R I E B AN > T\Wb Z &b, VEGF OFH
ENMEMEZ REE I B A B2 D 2 E N TH D,

L, B=2 AP iR 4 8 6 B AN G EERBRIC s )
T, HEMEAEREER O BRI A (R, IR, 8. FEEDLOE) |
N E R ORIE K OMER NV E ST 5 T 2 N WsR LR (BUR T & OV T #
R) ORI FHIMAEIC, 7eL s AT HEIC L AR IR LNT. il
FAERNEGEOEHREERIIHD TRV b, el X<7OfE - H
Bt TR ICBIT A ) 27 3o TRWEE 2 b,

VEGF 135842 BERE O MG WEARRRICFEBLT 5 Z & 226 VEGF BRE G 38 A4
B LR 5252 L I3BEMTHY . T rLs X~ 7 &R VEGF FLEER %
FTT 7Y Lt TR TR E W IR SO IR R N ER TR
RFEMENTEOLNTWD, —FH, F=E R T TIEh =7 A Lz H -+
RNEE G- OIEIE VR ERER CRMATME, IHR IS 3T 2 WA L OWRIE R EE oW
THHBEOOLN TRV, T2 X~ T O RN 5% 0425 13GE &K
<. B - JRIR~DRIEEN Do Ik sbDEEZ LN, TrALY
A= 7 HARIC G BREENKS, BERER FICEEE RIFS RN &
5. BWIERFED Y 271 XEWEEZ NS,

MR L

<HE>
MX-2. (2) EEGHERBR] OHESR

REER R L

<HBE>
X-1. (3) ZOoEHEAR OHEHSR
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B AR
BEIRE TOITE

kW EDEE

BERITEH

R—Ris - A%

EffEAEFAR

SERSTAREAHE
RURRES. Eif
REENHEEAR. &K
SERAsRE A B

SHEEX [T REM,
RERUVAEZEEE
mMEOERABRU
ZTOARE

. BEERR. BFE

BRAKRFABRY
ALK

. BEEHM

. BEYIRFIRICEEY

UL

X. BBMNFERICATSHE

B - ANAE 2O FANES HF >~ B 120mg/mL

B, A RER N (EE - EMEFEOLGZEICLVEHNTL L)

BRIRSY - Tany X< GEAGFHHZ)
EIBS

24 # H

2~8°C TIRAF

20. RV EDEE
DT ONHOEERGFTD I L

HLZEMBBR TREIZENRBO N2 End, ARANTEX L TREFET A Z
ERVETH D,
[1V-6. BUIFIOKMEAETICRIT BLEM] OHESMR,

HBEREXRLTA RN A

<ThoLBY A

BEMITEM : XA alckABEE2Z T AREFESE~)
B/ MEIEBI D 7= OITHERL S =& H#)

( TT-4., WEEMERAICBE L TR &R o [XI-2.

DIESR)

_Z2RR

(RMP © VU =22

Z Do B EE B )

[Fl—m%5y : 72 L
FIER . = X~7, 77U~k 7, 77U~

2019410 H 7 A CkHE)

REIRGEAGEAEH B £ 20204 3 H 25 H
ARE = : 30200AMX00429000
HRAGFEYEIEAE A B - 2020 4F 5 H 20 H
HRFEBRAAAEH B : 202045 H 25 H

202246 H 20 H

THRE ST SN« BEPR I BBV

FEXIIHE : 7arvv X~7 (Baf#fz) & LT émg (0.06mL) % 6
Wiz 1 |, e 5 | CEARD) RN G208, fER
RV EEEREZHEER L 5, £O%ROMEFIICBNTIE, @
W 12T Ll 1A, A EABRES TS, B, ERICE D&
L2 EERET 58, 8SEUEHITDHZ &,

FAZRPSA

H L RSB A 8 2 £ 5 il SR B AP E
84 : 2020 4= 3 A 25 H~2028 4F 3 A 24 H

B RIS T B A
FRAHAM - 2022 42 6 H 20 H~2028 453 H 24 H

AANE, TGRSR D HIRITED STV,
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X-13. £#@a—F

W4, JEA T A AL e | EREE S = — R | HOT (13#7) L7 NER
N EHE G a— R YJ=—R) el o — K
NAE 2O K
WIS F > K 1319406G1024 1319406G1024 1990720010101 629907201
120mg/mL
X-14. REGEHFLEDIE BRI L
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2) LG - MES R TAERER (C-12-006 #kBR) (2020 43 A
25 H7&&8, CTD2.7.6-4.1.3)

3) Dugel, P.U. et al. : Ophthalmology 124(9),1296-1304,2017
(PMID:28551167)

4) HWNEEE : ERILFEF AR (C001#ER) (202043 A
25 H7&&8, CTD2.7.6-4.1.1)

5) Dugel, PU. et al. : Ophthalmology 127(1),72-84,2020
(PMID:30986442)

6) AR AMHERME (2020 4F 3 H 25 H&ZE, CTD2.5-4.3.3)

7) A ERBRE RO R (2020 £ 3 H 25 HIKRE,
CTD2.7.3-3.2)

8) &Rl : M IAHFRER (C002 #BR) (2020 £ 3 A 25
H7#&FR, CTD2.7.6-4.1.2)

9) tENER : MRS EIFARER (A2301E1 #Bk) (202043 A
25 H&GR, CTD2.7.6-4.2.1)

10)HNE R - EER L FEFIFERER (B2301 #RER) (2022 £ 6
A 20 HAGE, CTD2.7.6-4.1.1)

1) fENE R - A B IR (B2302 76k) (202246 H 20
H7&GR, CTD2.7.6-4.1.2)

12L&} : VEGF (233 285 &8 ftE (2020 4 3 H 25 H
&7, CTD2.6.2-2.1.1)

1)FEANE R VEGF 7 A Y 7 4 — LIk 5 55 A 8 fn ik
(2020 4F 3 A 25 HA&GE, CTD2.4, 2.6.2)

149)HNEE : VEGFR1 &Y VEGFR2 (Z%13 % VEGF f54 B
E/ERH (2020 4 3 H 25 A7/%&#E, CTD2.6.2-2.1.1)

15)# &R - VEGFE 355 148 PN FZ SR BE 5l 12 %F 3 5 FELZE
ER (2020 4 3 A 25 A&, CTD2.6.2-2.1.2)

16Nk . 7~ N VEGF #2800 I & F il M T 7 i
B 2 1E FiE M TTEMSEER (2020 £ 3 A 25 HAGE,
CTD2.6.2-2.2)

1DERNER © T v MESEHEEEETT /W0 B M B A
HIWER (2020 4= 3 A 25 A7, CTD2.6.2-2.2)
1) FENEE} : v U A L— W —3F ARSI €T Mz 5
A FERRIVER (2020 4F 3 H 25 H&GR, CTD2.6.2-2.2)
19)4ENE R ¢ [ERRSLEF TAERER (E003#E) (20204£3 H
25 H&GR, CTD2.7.6-2.3.1)

0V AL R - 2R ERZ M L CORE RO & fRHT - KW EhEE
(2020 4F 3 A 25 AHA&GE, CTD2.7.2.-3.1)

QDAENERE : IR IT BIRNAE (2020 £ 3 H 25 HiK
2 CTD2.6.4.4.2)

2RENE R« =7 A P ATEIT BIRNSA (2020 4E 3 A 25
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2 NG EL : =7 A Pv & T EF A AR R ONHAE T D%
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X1. &Z&H

2024 4F 10 A BE, AFNTKE, BN S5 90 L EDE - #ilifi THAGE ST

W5,
B, AR T H40HE PANEd

TOKGRRI L 1T R D,

XIOI-1. ELGNETOHRT
ik

TR, HELROHEEZLTO LB THY

4. FMEERIFIE
OHFILE TR A ME % 4 5 e L
OMERARENZE

6. BiERUVHE

<PILETHREIEHRFEME 4 5 MEEHLEHE >

TNy A< Gllaf##z) & LT6mg (0.06mL) Z 4 L1211
[, @k 3 B CEAH) WM ARNEST 5, Z0kOMERIZEWT
I, EE, 12T &2 1R BETERAEET S, B, ERICK Y S
bR 2w TR 228, SHLU EHITDHZ &,

<HERREBLZE>
TanvAwT7 (BT z) £ L Temg (0.0bmL) # 6 LIiZ1
B, @E, @k 5 B CEAM) fTENEE$ 528, JERIC KV 5H
BEEEWLC D, £O%OMERFIICKN T, @HF, 12 I &1 11H,
AN 5, 7ok, ERICE Y BHHREZEERAETT 528, 8
UEdHFnrz L,

S|

MR DEKGERNEIZ DN T, FEORFT OB LELMRT LD L,
FERIIE I+ HEBIKR

4 KIE

R7e =1t Novartis Pharmaceuticals Corporation

e BEOVU® (brolucizumab-dbll) injection, for intravitreal
use

FIE - Ktk injection:
Pre-filled Syringe
(BEOVU 6 mg/0.05 mL single-dose pre-filled syringe)
Vial Kit with Injection Components (BEOVU 6 mg/
0.05 mL single-dose vial)

TR A 20194104 : HrAEME 2> BHA) Nk asEZ

30 20224F5 1 BEIRIN PBEVE IR

Zhie XIIzh R

MEROHE | BAELE 20D GBI IS
The recommended dose for BEOVU is 6 mg (0.05 mL of
120 mg/mL solution) administered by intravitreal injec-
tion monthly (approximately every 25 to 31 days) for the
first three doses, followed by 6 mg (0.05 mL) by intrav-
itreal injection once every 8 to 12 weeks.
B PR P o B V7 e
The recommended dose for BEOVU is 6 mg (0.05 mL of
120 mg/mL solution) administered by intravitreal injec-
tion every six weeks (approximately every 39-45 days)
for the first five doses, followed by 6 mg (0.05 mL) by
intravitreal injection once every 8-12 weeks.

(2024 4 7 HE&ET)

=4 EU

Moesstt Novartis Europharm Limited

W 7E44 Beovu 120 mg/ml solution for injection in pre-filled sy-
ringe
brolucizumab
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AE - Bk

Solution for injection:
1x 0.165 ml pre-filled syringe
Delivers a single dose of 6 mg/0.05 ml.

ﬁjﬁ“ 2020428 : BAEMEALED (GBUITE) Al aSBEZM:
e e s 20224F-3 1« BERIF o5 BV

THRE S 1T 20 5

FRERORRE | FENEZ D GBI ik Sa A

Treatment initiation — loading

The recommended dose is 6 mg brolucizumab (0.05 ml
solution), administered by intravitreal injection every 4
weeks (monthly) for the first 3 doses. A disease activity
assessment is suggested 16 weeks (4 months) after
treatment start.

Alternatively, 6 mg brolucizumab (0.05 ml solution)
may be administered every 6 weeks for the first 2 doses.
A disease activity assessment is suggested 12 weeks (3
months) after treatment start. A third dose may be ad-
ministered based on disease activity as assessed by vis-
ual acuity and/or anatomical parameters at week 12.
Maintenance treatment

After the last loading dose, the physician may individ-
ualise treatment intervals based on disease activity as
assessed by visual acuity and/or anatomical parame-
ters. In patients without disease activity, treatment
every 12 weeks (3 months) should be considered. In pa-
tients with disease activity, treatment every 8 weeks (2
months) should be considered. If patients are being
treated according to a treat-and-extend regimen and
there are no signs of disease activity, the treatment in-
tervals could be extended stepwise until signs of disease
activity recur. The treatment interval should be ex-
tended or shortened by no more than 4 weeks (1 month)
at a time (see section 5.1). There are limited data on
treatment intervals longer than 20 weeks (5 months).
The treatment interval between two doses of Beovu
should not be less than every 8 weeks (2 months) (see
section 4.4).

If visual and anatomical outcomes indicate that the pa-
tient is not benefiting from continued treatment, Beovu
should be discontinued.

PR P o B V7 e

The recommended dose is 6 mg brolucizumab (0.05 ml
solution) administered by intravitreal injection every 6
weeks for the first 5 doses.

Thereafter, the physician may individualise treatment
intervals based on disease activity as assessed by visual
acuity and/or anatomical parameters. In patients with-
out disease activity, treatment every 12 weeks (3
months) should be considered. In patients with disease
activity, treatment every 8 weeks (2 months) should be
considered. After 12 months of treatment, in patients
without disease activity, treatment intervals up to 16
weeks (4 months) could be considered (see sections 4.4
and 5.1).

If visual and anatomical outcomes indicate that the pa-
tient is not benefiting from continued treatment, Beovu
should be discontinued.

(2024 4 11 A &ET)
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XI-2. BIMNH B | ) ERAOBRSISET 55E5MEH

XIEHE AFRIC I 1 2 AR DRE DTS & 45 2 BHE I T 5 1% EMIEZ AT %
%, MR, R OEORBIEILTFO LB Th Y | RERA L%
ADEC 4 & 1172 5.

9. 4 ETEREEHY 5 F
PEHR T RE 7R L MELTIE . ARHIER G- rf K OV o 1k 3% — a2 391 ] 300 B0 7 AT 2
1o X HESTH L,

9.5 1F4%

TG SO L T B aTREME D & 2 e tElcid, 1R Lo F e famvt %
RAD LB SNAIGEICOREEGTDH T L, AFNX. ZOH VEGF fER 2>
SETERNTHEFTEIEL NI - BB IREMEEZ B T2 /NS E TE 720,
B =7 A PR IR AR R O AR OFREICET 2Bk (3 X
1% 6mg/iR Z iR 20 H x50 % T 4 BRI 1 A, A RIS AN S
IZBWT, 7a v AT ORBE~OBITIIMR ST, EIRE OV,
H@Hﬁ'ﬁ'%\éi\ HAEROHA, i, HAEBRRBZICERBIRO Lo T

o

9.6 BELIR

TR LA I ORI DA AEME 2 B8 L SRR ORI Ik 2 4y
RT 52, E MBLR~OBFERHTHD, B=0 1 Fra il
FA 1L A S OV DRI BT 2 BIRIC 351 C . BB RLIE 11 7
By AT RIS Ao T

H i LA
KEOWSCZE | 8.1 Pregnancy
(2024;]15) THK Risk Summary

There are no adequate and well-controlled studies of
BEOVU administration in pregnant women. In an an-
imal reproduction study, intravitreal administration of
brolucizumab to pregnant monkeys once every 4 weeks
in one eye from organogenesis to birth did not indicate
any harmful effects with respect to pre- or postnatal
development at 10-fold the maximum recommended
human dose (MRHD) on a mg/kg basis (see Data).

Based on the anti-VEGF mechanism of action for
brolucizumab [see Clinical Pharmacology (12.1)),
treatment with BEOVU may pose a risk to human
embryo-fetal development. BEOVU should be used
during pregnancy only if the potential benefit out-
weighs the potential risk to the fetus.

All pregnancies have a background risk of birth de-
fect, loss, and other adverse outcomes. The back-
ground risk of major birth defects and miscarriage for
the indicated population is unknown. In the U.S. gen-
eral population, the estimated background risk of ma-
jor birth defects is 2% to 4% and of miscarriage is
15% to 20% of clinically recognized pregnancies.

Data

Animal Data

In an enhanced pre- and postnatal development
(ePPND) study in pregnant cynomolgus monkeys,
brolucizumab was administered to all animals by in-
travitreal (IVT) injection to one eye at doses of 3 or 6
mg once every 4 weeks until delivery. There was no
impact of IVT administration of brolucizumab on em-
bryo-fetal development, pregnancy or parturition; or
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on the survival, growth, or postnatal development of
offspring at 6 mg/eye (10-fold the MRHD on a mg/kg
basis).

VEGF inhibition has been shown to cause malfor-
mations, embryo-fetal resorption, and decreased fetal
weight. VEGF also has been shown to affect follicular
development, corpus luteum function, and fertility.

8.2 Lactation

Risk Summary

There is no information regarding the presence of
brolucizumab in human milk, the effects of the drug
on the breastfed infant, or the effects of the drug on
milk production/excretion. Because many drugs are
transferred in human milk and because of the poten-
tial for absorption and adverse reactions in the
breastfed child, breastfeeding is not recommended
during treatment and for at least one month after the
last dose when stopping treatment with BEOVU.

8.3 Females and Males of Reproductive Potential
Contraception

Females

Females of reproductive potential should use highly
effective contraception (methods that result in less
than 1% pregnancy rates) during treatment with BE-
OVU and for at least one month after the last dose
when stopping treatment with BEOVU.

Infertility

No studies on the effects of brolucizumab on fertility
have been conducted. Based on its anti-VEGF mecha-
nism of action, treatment with BEOVU may pose a
risk to reproductive capacity.

H i FLEAA
EU O#RfCE | 4.6 Fertility, pregnancy and lactation
¥
(202422; 1A% Women of childbearing potential

Women of childbearing potential should use effective
contraception during treatment with brolucizumab
and for at least one month after the last dose when
stopping treatment with brolucizumab.

Pregnancy

There are no or limited amount of data from the use
of brolucizumab in pregnant women. A study in preg-
nant cynomolgus monkeys did not indicate any harm-
ful effects with respect to reproductive toxicity. Ani-
mal studies are insufficient with respect to reproduc-
tive toxicity (see section 5.3).

Although the systemic exposure after ocular admin-
istration is very low due to its mechanism of action,
there is a potential risk to embryofoetal development.
Therefore, brolucizumab should not be used during
pregnancy unless the potential benefit outweighs the
potential risk to the foetus.
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Breast-feeding

It is unknown whether brolucizumab is excreted in
human milk. In a reproductive toxicity study, broluci-
zumab was not detected in the maternal milk or in-
fant serum of cynomolgus monkeys (see section 5.3).
A risk to the breast-fed newborn/infant cannot be ex-
cluded. Brolucizumab is not recommended during
breast-feeding and breast-feeding should not be
started for at least one month after the last dose
when stopping treatment with brolucizumab. A deci-
sion must be made whether to discontinue breast-
feeding or to abstain from brolucizumab therapy, tak-
ing into account the benefit of breast-feeding for the
child and the benefit of therapy for the woman.

Fertility

No reproductive or fertility studies have been con-
ducted. VEGF inhibition has been shown to affect fol-
licular development, corpus luteum function and fer-
tility. Based on the mechanism of action of VEGF in-
hibitors, there is a potential risk for female reproduc-
tion.

Eog:

A=A N7 VT D
( Australian categorisation system for D (2024 46 H)
prescribing medicines in pregnancy)

<HBE>A—A T VT OHFEOME © Australian categorisation system for

prescribing medicines in pregnancy

D : Drugs which have caused, are suspected to have caused or may be ex-
pected to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological

effects. Accompanying texts should be consulted for further details.

2) IMNRFEADREICEYT 5iBHMER

RIRCBT DAFNOREDOE FHE AT HEFICHET 2ER VM%) oHEOR

HIZLLTOLBY TH Y | KEBMNGEL T EU ORI GE L1380 5,

9.7/hRE
NREZ G L U R RBR I I L TR,
H iy FLENE
KE DA LE | 8.4 Pediatric Use
(2024 =7 AUGT)

The safety and efficacy of BEOVU in pediatric pa-
tients has not been established.

EU OUfl3cE
(2024 =11 HMET)

4.2 Posology and method of administration

Posology

Special populations

Paediatric population

The safety and efficacy of brolucizumab in children
and adolescents below 18 years of age have not been
established. No data are available.
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5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has waived the obli-
gation to submit the results of studies with Beovu in
all subsets of the paediatric population in neovascu-
lar AMD and DME (see section 4.2 for information on
paediatric use).
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pllEiS
1) EFR#RE M EEE (CO0T
€001

HER) . SAEF MR (C002 A5 RU
AER - C002 i8R - 4\ E S DI AAKER (C-12-006 :XE%) - EFELRESE 0 4HKER (E003 3KER)

HET—2IZHETHEIERY OBENRBRE—E [(EAH (12:81%5) ]

ARICHEE L-EIER

C001 3Bk, n(%) C002 B, n(%) PfA. n(%)
EN b~ ) A P od B ~ | I ) RV P o B ~ 1| *# |77~ E
3mg B 6mg# | 7F2mgRE| 6mg Rt | 7 2mg #| 3Smg 6mg Bt | 7'k 2mg B
PR B 358 360 360 370 369 383 799 774
AIEM LG5 (%)| 50(14.0) | 53(14.7) | 35(9.7) 28(7.6) 31(8.4) | 61(15.9) | 93(11.6) | 66(8.5)
eSS 1 12(3.4) 14(3.9) 7(1.9) 3(0.8) 9(2.4) 20(5.2) 25(3.1) 16(2.1)
(R EESESL ) 6(1.7) 8(2.2) 3(0.8) 5(1.4) 1(0.3) 7(1.8) 16(2.0) 4(0.5)
571} 6(1.7) 6(1.7) 5(1.4) 1(0.3) 5(1.4) 8(2.1) 8(1.0) 10(1.3)
ARLASH IR L -EI1EF
C001 #Bx, n(%) C002 #B&, n (%) 5. n(%)
AH AHA T~ LT AFH TV~ Lt A KF YA LA
3mg A 6mg#t | 7F2mg#E| 6mghE | 7’H 2mg BE| 3mg At 6mg #t | 7’k 2mg Bf
LR MERAT B 358 360 360 370 369 383 799 774
RIVEFEHLHI%(%)|  1(0.3) 1(0.3) 0 2(0.5) 0 1(0.3) 4(0.5) 0
O EE MRS I 1(0.3) 0 0 0 0 1(0.3) 0 0
O R 1. 0 0 0 0 0 0 1(0.1) 0
GV 0 0 0 1(0.3) 0 0 1(0.1) 0
95 0 0 0 1(0.3) 0 0 1(0.1) 0
& I 0 1(0.3) 0 0 0 0 1(0.1) 0

PEERENTIZ. CO001 3BR, C002

bR, C-12-006 Bk & O E003 #BRD 12 E TOTF —Z & ffa LT,

) BHERIE, AFFR05 b,
nNrboEwHE L, £,

TR T E A F 7 XA HERNIC X 0 1RSSR G- P & OREBEERH D L HE S
BIER4 1%, MedDRA/J version 20.1 |25 & KAGE CiE# L7,
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2)

EfEEFEIF IMAERER (C001
C001 FXB% - C002 FXERDF

ARICHEIE L-BI{EA

AER) .

SEEMAERER (C002 HER) RU
BT —RITH T HEIERY OEENFEKR—

E [R5 (968

) ]

C001 #ABR, n(%) C002 7Bk, n(%) e, n(%)
ARH AH T7V Lk AH TVl AH TV~ LR
3mg B 6mg 7k 2mg B 6mg ¥ 7k 2mg 6mg ¥ 7k 2mg B

PRS2 358 360 360 370 369 730 729
BIE R HL 5 (%) 97(27.1) 97(26.9) 77(21.4) 72(19.5) 84(22.8) 169(23.2) 161(22.1)
N e 84(23.5) 88(24.4) 65(18.1) 64(17.3) 72(19.5) 152(20.8) 137(18.8)
AR I 36(10.1) 26(7.2) 24(6.7) 13(3.5) 18(4.9) 39(5.3) 42(5.8)
{595 18(5.0) 15(4.2) 14(3.9) 9(2.4) 12(3.3) 24(3.3) 26(3.6)
AR 9(2.5) 14(3.9) 8(2.2) 7(1.9) 4(1.1) 21(2.9) 12(1.6)
T 9(2.5) 5(1.4) 3(0.8) 2(0.5) 1(0.3) 7(1.0) 4(0.5)
AR #)3% 7(2.0) 8(2.2) 6(1.7) 3(0.8) 1(0.3) 11(1.5) 7(1.0)
il - R B 6(1.7) 5(1.4) 3(0.8) 7(1.9) 3(0.8) 12(1.6) 6(0.8)
RIEHE N 5(1.4) 2(0.6) 0(0.0) 1(0.3) 0(0.0) 3(0.4) 0(0.0)
AR A PRI 5(1.4) 5(1.4) 2(0.6) 0(0.0) 1(0.3) 5(0.7) 3(0.4)
S5E 9 S 5(1.4) 6(1.7) 1(0.3) 3(0.8) 0(0.0) 9(1.2) 1(0.1)
IR o FLA 4(1.1) 3(0.8) 4(1.1) 0(0.0) 2(0.5) 3(0.4) 6(0.8)
AR 75 1fi. 4(1.1) 1(0.3) 2(0.6) 0(0.0) 0(0.0) 1(0.1) 2(0.3)
ORI 3(0.8) 2(0.6) 4(1.1) 0(0.0) 4(1.1) 2(0.3) 8(1.1)
M E R 2L 3(0.8) 5(1.4) 3(0.8) 3(0.8) 4(1.1) 8(1.1) 7(1.0)
H PNk 1(0.3) 1(0.3) 1(0.3) 0(0.0) 6(1.6) 1(0.1) 7(1.0)
HET 3(0.8) 0(0.0) 0(0.0) 2(0.5) 7(1.9) 2(0.3) 7(1.0)
FEMR S 3(0.8) 2(0.6) 0(0.0) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
IR i 3(0.8) 1(0.3) 1(0.3) 3(0.8) 1(0.3) 4(0.5) 2(0.3)
RPN b 3(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
[AR 3 3(0.8) 4(1.1) 0(0.0) 0(0.0) 1(0.3) 4(0.5) 1(0.1)
HAMR L 1(0.3) 3(0.8) 3(0.8) 3(0.8) 1(0.3) 6(0.8) 4(0.5)
il TS IRE 0(0.0) 0(0.0) 1(0.3) 4(1.1) 4(1.1) 4(0.5) 5(0.7)
R v N 2(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
ERESE 2(0.6) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
R 2(0.6) 1(0.3) 2(0.6) 0(0.0) 2(0.5) 1(0.1) 4(0.5)
A 2(0.6) 1(0.3) 0(0.0) 1(0.3) 1(0.3) 2(0.3) 1(0.1)
i TR 5% 2(0.6) 1(0.3) 0(0.0) 1(0.3) 1(0.3) 2(0.3) 1(0.1)
FAIEOS A 1(0.3) 0(0.0) 2(0.6) 1(0.3) 2(0.5) 1(0.1) 4(0.5)
AR HH 1 0(0.0) 3(0.8) 3(0.8) 0(0.0) 1(0.3) 3(0.4) 4(0.5)
iR D RIE 1(0.3) 1(0.3) 0(0.0) 2(0.5) 0(0.0) 3(0.4) 0(0.0)
K S AR TR 0(0.0) 0(0.0) 1(0.3) 3(0.8) 1(0.3) 3(0.4) 2(0.3)
AR 57 1(0.3) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
AR grysd i 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
i L e 1(0.3) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
el 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MR N P 1(0.3) 0(0.0) 0(0.0) 2(0.5) 2(0.5) 2(0.3) 2(0.3)
amEgE 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
R D HIE 1(0.3) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
W AR 1(0.3) 1(0.3) 0(0.0) 1(0.3) 1(0.3) 2(0.3) 1(0.1)
ANt Ik E Y 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
FeARIE 1(0.3) 0(0.0) 0(0.0) 2(0.5) 0(0.0) 2(0.3) 0(0.0)
HE BN IR P ZE 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
HERE S B 1(0.3) 0(0.0) 1(0.3) 2(0.5) 0(0.0) 2(0.3) 1(0.1)
AL . 4 ¢ 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
HERE N 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
il TS 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
il 744 HH i 1(0.3) 1(0.3) 0(0.0) 0(0.0) 2(0.5) 1(0.1) 2(0.3)
IRZ 2 FEfE 0(0.0) 1(0.3) 0(0.0) 0(0.0) 2(0.5) 1(0.1) 2(0.3)
B AL 0(0.0) 0(0.0) 2(0.6) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
PR B £ e PN P 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.5) 0(0.0) 2(0.3)
Hil A P 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3) 0(0.0)
BiEOTLT 0(0.0) 0(0.0) 0(0.0) 2(0.5) 0(0.0) 2(0.3) 0(0.0)
HEMEh R A2 S 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3) 0(0.0)
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C001 #BR. n(%) C002 5%, n(%) &, n(%)
AFA AFA 77Uk AFA 77 AF TI)~ L
3mg Bf 6mg Af 7' 2mg B 6mg At 7' 2mg B 6mg #f 7’ 2mg B

TEs I A B 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3) 0(0.0)
FETANRE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
FEIE O A 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
fa R - R AR 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
AR A 1. 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
MR R A A 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
AR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
S BERRAEAE 0(0.0) 0(0.0) 1(0.3) 1(0.3) 0(0.0) 1(0.1) 1(0.1)
SEBEEURER 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
FHPEIE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
I IR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
IR 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
HANEL (035 1Dl 2 0(0.0) 0(0.0) 0(0.0) 1(0.3) 1(0.3) 1(0.1) 1(0.1)
HEEHHERE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
AN Ifn 2 2E 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1)
HENE T BRAEE 0(0.0) 0(0.0) 1(0.8) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
IR o S 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
BNk 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
—iE RN 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
ESLE 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
£ i i 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
MR i 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
72 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HENEEh IR IEARSE 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
HENEZE e 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
HENEL . )7 R 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HAMGE 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HEFEE AR 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
HFEAR 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
—iBER KT 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
AR 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
71 "EAN 3 s 3

Uf_,; 5?{55 (E?b;ég H 0000 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
P A 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
E%Ej@ L UHER 6(1.7) 6(1.7) 1(0.3) 3(0.8) 3(0.8) 9(1.2) 4(0.5)
AR 4(1.1) 4(1.1) 0(0.0) 1(0.3) 1(0.3) 5(0.7) 1(0.1)
FEER 1(0.3) 1(0.3) 1(0.3) 0(0.0) 2(0.5) 1(0.1) 3(0.4)
WRAE B S 1(0.3) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3) 0(0.0)
T A VI 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
e == s N

ggfﬁgﬂmi(}ﬂ 6(1.7) 5(1.4) 8(2.2) 2(0.5) 1(0.3) 7(1.0) 9(1.2)
ARG 4(1.1) 3(0.8) 8(2.2) 0(0.0) 1(0.3) 3(0.4) 9(1.2)
Hil B 1 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
AT L DS 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
SMENE B NBE 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
IR 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
AN UG 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
U5 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
i R AR AT 9(2.5) 5(1.4) 11(3.1) 12(3.2) 12(3.3) 17(2.3) 23(3.2)
MRJE _E& 9(2.5) 5(1.4) 10(2.8) 12(3.2) 12(3.3) 17(2.3) 22(3.0)
IREET 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
MR R IR E 7(2.0) 5(1.4) 0(0.0) 0(0.0) 0(0.0) 5(0.7) 0(0.0)
FREF KR 7(2.0) 5(1.4) 0(0.0) 0(0.0) 0(0.0) 5(0.7) 0(0.0)
SR 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
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BRLASMC IR L =RIVER

C001 7Bk, n (%) C002 #AB. n (%) A n(%)
AFH A TV AH) T 7Y~ Lt AH) T 7Vt T
3mg Bf 6mg b 2mg & 6mg b 2mg B 6mg Bf bk 2mg &

AR 358 360 360 370 369 730 729

RIE A B (%) 6(1.7) 3(0.8) 9(2.5) 6(1.6) 2(0.5) 9(1.2) 11(1.5)
LR 2(0.6) 0(0.0) 2(0.6) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
TEThREE R 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Do EEME ARG 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
R TEReE 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
DR AR SE 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
DR ZE 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
E e 1(0.3) 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3)
S IRE PN DS 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
LD 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3)
S IR 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
TFI4TF L — R 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
B PR pR A 1(0.3) 0(0.0) 1(0.3) 1(0.3) 0(0.0) 1(0.1) 1(0.1)
i H R S HE N 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
RIFLET 7Y 108 | oo | 000 | 000 | 000 | 000 | 000
DHEAEE 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
TS 7 000 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
ek A P 2(0.6) 0(0.0) 3(0.8) 3(0.8) 1(0.3) 3(0.4) 4(0.5)
fipi i 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Jibd fn. B 1B 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
SE 0(0.0) 0(0.0) 2(0.6) 2(0.5) 0(0.0) 2(0.3) 2(0.3)
2 ifn A A 2 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3)
FFEMED 0 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
— M R AR 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
il 0(0.0) 0(0.0) 1(0.3) 1(0.3) 0(0.0) 1(0.1) 1(0.1)
PETLIRAE 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1)
Rz 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
é’j LU T AR 0(0.0) 1(0.3) 0(0.0) 1(0.3) 0(0.0) 2(0.3) 0(0.0)
S5 0(0.0) 0(0.0) 0(0.0) 1(0.3) 0(0.0) 1(0.1) 0(0.0)
RS 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0)
il 0(0.0) 2(0.6) 0(0.0) 0(0.0) 0(0.0) 2(0.3) 0(0.0)
e I 0(0.0) 2(0.6) 0(0.0) 0(0.0) 0(0.0) 2(0.3) 0(0.0)

BEAARNTIZ. CO01 3Bk & O C002 R D 96 M E TOT —# A L1,
ED BERIT, AEFROO L, [BRELEME IR HEEMIC X 0 IRRIE IR ETH L oREERRH U & HE
SNFEborEEHi Lz, £/, BIWEMA4 X, MedDRA/J version 20.1 | ﬁ’jéﬁlﬁiu“(;ﬂﬁk L7z,

2) [Fl—OHERED, [Fl—0 SOC EREBIRSE) OF THED PT (AT ) é”%ﬁ‘fﬁbt . SOC D& FHTIE 1 i
EUTHESI LTz, 72, A—0#BRE R, FW—o PT 2858 HA L1256, %415 PT ’C 1f1& LTHES LT,
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3)

EfRA£RIFE MAER (B2301 &) . SIEFMHAHER (B2302 &) KU

B2301 &% - B2302

ARICHIR L-BEIERA CEBRELEEHY)

HBROHET— 4251 EMERY OBENFIRR—E [TERH (528) ]

B2301 Bk, n (%) B2302 5%, n(%) P& n(%)

AHA) AH) T 7Y~ N 77V~ Lt AH T 7T

3mg Ff 6mg ¥ k 2mg Bf 6mg ¥ ~ 2mg B 6mg B k 2mg Bf
e e A e 190 189 187 179 181 368 368
BIVE R BB (%) 10 (5.3) 6(3.2) 2(1.1) 4(2.2) 3(1.7) 10 (2.7) 5(1.4)
AR pie 9 (4.7) 6(3.2) 2(1.1) 4(2.2) 3(1.7) 10 (2.7) 5 (1.4)
IR oD 4 0 (0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0)
[P 0 (0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0)
AR 0 (0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0)
el REES 1 (0.5) 1(0.5) 0 (0.0) 0(0.0) 1 (0.6) 1(0.3) 1 (0.3)
AN I A2 2% 3(1.6) 1(0.5) 0 (0.0) 0 (0.0) 0(0.0) 1(0.3) 0 (0.0)
S E D % 2(1.1) 1(0.5) 0 (0.0) 2(1.1) 1 (0.6) 3(0.8) 1(0.3)
Tl 1 (A I i 0 (0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3) 0 (0.0)
T IR iEY) 1 (0.5) 1(0.5) 0 (0.0) 1 (0.6) 1(0.6) 2(0.5) 1(0.3)
N 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A5 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
FrPE 1 (0.5) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
W BARIER 2(1.1) 0 (0.0) 0 (0.0) 2(1.1) 0 (0.0) 2 (0.5) 0 (0.0)
BT 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PRI 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B RS 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
s ) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR M. A5 T8 PR T AR 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MBS R A2 S 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
F 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i TSRS R 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 1(0.3) 1(0.3)
RS 2 (1.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
AR e 1. 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
e R E 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
5 TR H i 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
;_E%;m e 0(0.0) 0.0 0(0.0) 0(0.0) 0(0.0) 0(0.0)
IR %% 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRI 1 (0.5) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
IRE 5 1 (0.5) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)

F 1D BERIZ. AEFROS L. IRREMLEME 2GRS HEEMIC L 0 IRBRE IR G T L 0 REBAGRS TBEH
D] CHESNTEZLOETHE L, 2. BEM41Z. B2301 # Bk DS N Tl MedDRA Version 23.1,
B2302 52 Ti% MedDRA Version 23.0 (233 & FiAZE T L7,

2) [Al—O#EED, [Fl—0 SOC FRERIADE) O THEEO PT (AR Z2RILIZEE,
L LT LTz, Eio, F—0#BRED. F—0 PT 28883 L1254
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RICEBEL-EER CRBRERSFEREEEHY)

B2301 B, n (%) B2302 5. n (%) e, n(%)

AHA) AH) T 7Y~ A 77V~ Lt ARH T 7Lt

3mg Bf 6mg #f b 2mg & 6mg b 2mg B 6mg Bf bk 2mg &
e e A e 190 189 187 179 181 368 368
EEFE BB (%) 33(17.4) 24 (12.7) 32 (17.1) 20 (11.2) 14 (7.7) 44 (12.0) 46 (12.5)
IR PR 30 (15.8) 20 (10.6) 29 (15.5) 19 (10.6) 13 (7.2) 39 (10.6) 42 (11.4)
AN 1. 13 (6.8) 10 (5.3) 16 (8.6) 7(3.9) 4(2.2) 17 (4.6) 20 (5.4)
i -1 B 3(1.6) 3(1.6) 1 (0.5) 0 (0.0) 0 (0.0) 3(0.8) 1(0.3)
R RANER ) 5(2.6) 3(1.6) 3(1.6) 1(0.6) 1(0.6) 4(1.1) 4(1.1)
AR 1 (0.5) 2(1.1) 1 (0.5) 0 (0.0) 0 (0.0) 2(0.5) 1(0.3)
S 3(1.6) 2(1.1) 1 (0.5) 4(2.2) 3(1.7) 6 (1.6) 4(1.1)
SUR ARG 3(1.6) 2(1.1) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.5) 0 (0.0)
LTS 0 (0.0) 1(0.5) 1 (0.5) 0 (0.0) 0 (0.0) 1(0.3) 1(0.3)
AR A Pk 0 (0.0) 1(0.5) 1 (0.5) 0 (0.0) 0 (0.0) 1(0.3) 1(0.3)
i 7 AR H i 1 (0.5) 1 (0.5) 1 (0.5) 1(0.6) 0 (0.0) 2(0.5) 1(0.3)
N 0 (0.0) 0 (0.0) 2(1.1) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.5)
A A I, 3(1.6) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
AN 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
IO S A 1 (0.5) 0 (0.0) 2(1.1) 2(1.1) 1(0.6) 2(0.5) 3(0.8)
R4 T A 1 (0.5) 0 (0.0) 0 (0.0) 1(0.6) 1(0.6) 1 (0.3) 1(0.3)
iR o> Bk 3(1.6) 0 (0.0) 2(1.1) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.5)
W BARIER 3(1.6) 0 (0.0) 0 (0.0) 3(1.7) 0 (0.0) 3(0.8) 0 (0.0)
BTN 1 (0.5) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
PRI 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iR 72 1. 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 1(0.6) 0 (0.0) 2(0.5)
TR R 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR 75 8 R 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R A2 8 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
58 R 1 (0.5) 0 (0.0) 0 (0.0) 1(0.6) 1(0.6) 1(0.3) 1(0.3)
F 3(1.6) 0 (0.0) 0 (0.0) 0 (0.0) 2(1.1) 0 (0.0) 2(0.5)
FIET 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HNRE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
ARNE 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
IRE 2 P 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
HANE AL 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
FTFTANE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0(0.0) 1(0.3)
T N e
Uf,; ggﬁf{ (E?b;;; 000 0(0.0) 1(0.5) 0(0.0) 0(0.0) 0(0.0) 10.3)
R IR A OPE 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
;f’%k LUFER 51 0(0.0) 10.5) 0(0.0) 0(0.0) 0(0.0) 10.3)
AR 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR %% 1 (0.5) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
HiE LR 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(=REZS == g N
Lg ol ;‘Ef BRI g5 0(0.0) 42.1) 1(0.6) 0(0.0) 10.3) 43.1)
£ g 1 (0.5) 0 (0.0) 3(1.6) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.8)
ey 0 (0.0) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)
il5 i, 0 (0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3) 0 (0.0)
FRAR MR 2 (1.1) 4(2.1) 0 (0.0) 1 (0.6) 2(1.1) 5 (1.4) 2 (0.5)
R 5 1 (0.5) 4(2.1) 0 (0.0) 1(0.6) 2(1.1) 5(1.4) 2 (0.5)
IREET 1 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

E D BWEMIL, AEFRO O B, IRBREALEAM £ 72 88RO AN & Y iRBUE IR G- Fik & ORIRER [BHESH
D) EHEShEZbOERHE L, £72. BIERA% L. B2301 RABR K OPFAMENT Tk MedDRA Version 23.1,
B2302 7452 Ti% MedDRA Version 23.0 {2 & EAFE CRi# L7z,

2) [Fl—OWEREN, [F—0 SOC EREMANIEH) O Tl PT (AR 2RI L7256, SOC OAFCIiE 1 4l
LLTHEHLE, £ F—08ER, F—0 PT 2K L7568, %% 75 PTC1HlE LTHERLE,
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BRLASH ST L =EI{ER

B2301 75k, n (%) B2302 &5k, n (%) PFE. n(%)
AFI AF 7TV AH| TN ET KR [ TTULET
3mg Ff 6mg i |7 2mg | 6mgB¥ ~ 2mg B 6mg B k 2mg Bf

AR 190 189 187 179 181 368 368
RIE FA 5 BB (%) 2(1.1) 1(0.5) 1(0.5) 0 (0.0) 1(0.6) 1(0.3) 2(0.5)
R 1 (0.5) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Wl il 1(0.5) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

DM FEZE 1(0.5) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR iR AT 1(0.5) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3) 0 (0.0)

MmE -5 1(0.5) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3) 0 (0.0)
ek A P 0 (0.0) 0(0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)

7 7 F e 0 (0.0) 0(0.0) 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.3)

3t A 1 R A 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.6) 0 (0.0) 1(0.3)

D BWERX., AFEFROO L, IRRE(TEM E 72 130RBR S EMIZ X 0 IEBRE IR 5 T L OREEED [EE D
D] CHESNEELOERE L, 2, BEMA4A X, B2301 &bk &k OPFE T Tl MedDRA Version 23.1,
B2302 #5% T/Z MedDRA Version 23.0 (253 & AR TR L7,

2) [Fl—OWEEN, [F—0 SOC EREMADE) Of TEEO PT (AR 2RI LIZEE,
L UTHRI LTz, 2. R—0#ERED, W—o PT 288N L7256,
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