20264F 3 AERL (55 1 i)
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BYMHE 242 A

ERFIFVEGF” FHEA]
PIURIET N EB-FHERR) [ZI7URNILET MMER4] EFERESR

7 7URNILEI FBSTHFFMEFTAF YN 40mg/mLICT)

Aflibercept BS solution kit for intravitreal injection 40mg/mL [CT]
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1 i _ ENEE LU,

RFER | 77 YNt 7 MBSEFANES A F v b40mg/mL [CT] GRIBREIC BT B SIS £ IS
1m0 E5E (0.05mL) H 7.4 FHMICENEZRE L, TORRERCBEOREEZEE L.
T7UNLES N GEBEFHEREZ) (77 ULt KRG OBELZHMT 5 &,

R 7 ~&KE4] 2mg 7.5 EEROEEE A RBT AR (H7). ERERENTRE) %
19> (0.1824mL) # HOENTGEITIITET HZENEE LI,
T7IUNLES N (BEFHEEZ) [T7UXNLE .

7 M4l 7.30mg 8. EEREAIIE )

SDVBE 8.1 MIFRICHT A HMAIMA A L. T ERESNOREF
L-t ZF V> :0.137mg IZBET 5+ - BEOH HRBEOAPARAE2HET
a1 1:7\%//1’5@1’57@1]% 0.120mg Bl Lo o o
P (b P U4 1 0.139mg 8.2 BT IAMNIESTICKE L S h 2385 (HEE, MR, fiE
kLo —Z7kA1) 1 18.2mg REBEROHEES) ~OBBIREDBEEIC D W TEANII+

A1)V IILR— 120 : 0.055mg %ﬁﬁﬁﬁg}%%k—;‘o " S -
2 —HE 8.3 & EH ORI G, FROMICEE LA ST
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ELTIESB02mg (0.05mL) #HEFARNEZEEST 5. &5 it - RREEERET. REFESPAON-REHARICE TS

. 1n A EH TR & e MEEFREIX259ng/mMLTH D . BRBIIAKEICL > T

HEFRIREDLZE) Wi Wiz, REESGH 1% oMY 2k HEIEBE S » Tk

T77UNLET N GBEFHEIEZ) [77)N)LE S M) W, [9.5. 16.1.3 2]
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jé’:g mhB. ERCEXDEBRESHEZEERET S5, 1oAY
3BT &,

1/6



9.5 Him
RS ILE IR L C WA AR O & LI i35 Lana &,
T X O/ - ERHEERE (3~60mg/kg#® BB H
RAS) ICBWT, BEWIOMEERD, WME, &EREBITE
TRUBREHE (445%, WH@&U”H‘%#%) OEMAyEHE S
NTWa, o ik - faREERE (0.1~ 1mg/kgz it
IR1H~BEERHBICK THRE) 2w, REFE (J1%,
MR O BRETE) @%bﬂﬁ“ﬁﬁ%éh’(h!éo TR FIC
BN, KEIOBREEREDPEEO 5Nz, [2.4. 9.4 ]
9.6 =3I
BE FOAERERUCBAREORREEZEE L. BAORE
Jlligj_l:%frﬁéﬂhél Lo B NBIFAOBITEARHTH 5,
9.7 INR
INEBEE R E U BERABRIEER L Tz,
EIfER
WOBWERADPH o bNAHENHHDT, BEEZ+7IT/TV.
BEDPRDSNBEICIIREEFILT 5% SHEY L NE 21T
ST &,
11.1 EXIBEIERA
1.1.1 IRE=
BRA% (0.2%). BRE LR (3.6%). BTFIRIE<BEE (1.0%)
SMEHERMRE (0.6%). MM (0.5%). MEER LR
2470 (0.4%). FEFIRHIM (0.4%). MR < B (0.04%) .
MREZIFL (0.06%). MG RRZIE<BE (0.02%) HdH 5
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bbb ENHDH. [83. 84, 9.1.1 ZE]
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[9.1.2. 15.1.1 =H&]
11.2 ZDHDEIER
5%LLE | 1 ~5%KiE 1% 3
ot B M I | AR FE 0 B, AREEEE., AEE
(16.2%) fE. AR5 A, AEEREX
B, MEEE, AL, §E
RR) PAmRE. i %@7 L7, AEHE
(BTRRER) FEm. fEHE N i R e
H KRS 71/)1/#—'&%5%&\
B EIEE., MEERAER,
TRYBER, HEERE, ¥
25, HIEHIM. SRABER
PR | AMa, M ARE., #
PEARAMENE ., BPTIZAE. HEITH
AR L. EIHORE. MEEE.
(PR BRED) MR IE ., R N ARMERE.
EERpR. WA EEE.
WA BEE . BE IR
TEATEROIPCE | TS BT R BURR . T SRR ALAL
e TS NG MR
s VEZIE, FESTHERALAOE, S
(EEATHRL) RPN, 1A BRI 1E
SHERALMAE, AL I
AR IROEYIE, |BRAS . EREZIE. ERZ S5 FELE.
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_ R (G, MR, R, B
(%@,{m) ﬁ%ﬂfﬂﬁi\ EEEBHEHE\ I%JEE
EiE. ZH. fAkE 28
SE. EEE, AUEIC X BIETE.
BAETR. B, REEARGE
] ZHEERE. A3
TEER e EIME, POERAME -5
TR NEEMRE, THR
HIbE =D
5 UTR RS 28T/
R Es L7 5= >l
AR, BHMm, FEY)
Tofh BHE. St
i¥) [8.3 E]
13. BERS
13.1 fER

BEARRERICBVLT, —BEORELASRESN TS, &
S5EBOEMICHVIRES ERTHIENH 5.

13.2 &
REZREL. BEAH YR AE 21T
Z&,

14. BREDZFE
14.1 FZFIRSHIOER
14.1.1 KA. FHENCERICET &, AR EZB A 2 W
BIZBWT, HA25CE TOEREICHRE L /-FRA7HB
AWK DICHEHAT A &,
14.1.2 E%‘E X BRERZIT . EENRICHAI T, REBXIIEEN
ROONDIGEE, BeslCHIBENRD O N25E5%. BED
R BN BIHEIC i@ﬁﬁuﬁ;w.t
14.1.3 @%X IBFICHECHE SN HAS H 2158 13 HARR
PNoBEICIEER LW &,

RSN GG
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1414 ELWEBEDEFITHAZ 2TV IDTNIVTHERT
BT L,

14.2 FRRSEOFER

14.2.1 KBNS TAERNICOAZRET ST &,

14.2.2 307 — Y ORI 2EHT 5 2 &,

1423 129 > 2i1E (FR) OAOFERET S &,

15. ZO{DFER

15.1 ERRERAICED <1ER

15.1.1 RAIEREICE D 25 OVEGFIEEICSER Y 2 B IRMAZZE
BICHET 2AEEHER (LDFHEE, WEp, MELE) »
BT HAREMEN H 5. BHRMRE AL EE 2 xR
BN cEES N B IERE R2EBOFERT (24
)] ICBU 2 BIRMEEREEREROFHRIL, KA
ER2ET3.3% (1824B1FH604) Ta -7z, REFLE
NREAZEREIC A S EILEE 2 H 9 5 BH 2 N RICE NI CFE
SN B IAREE (2568 (76 100EM) offa
Tl 108 2 BIRIMZ EREEBEROREIRIL, KK
SR T0.6% (317681H2061) T -7z MEEIRD X
PHEEIEIC M5 BILRE 2 A 2 B 2 1 RICE NS CEN
SN7-HMAHERER (15488 (528[)] ICH 1 S BIRMmiEE
RREEEROFERRIL, FARGHR(ET0.6% (15844
LBl) Tdh o7z FRIERICB T B IREET L MEERE %
HRICE NS CEE S N B IAERE (155 (48:8MH))
IBU s BRMEERFEBEERORERRIT, KAKSH2
1#0.9% (1166IH16l) Th-o7z. FBRFHEMFEELE
95 BEZNRICEAINTEM S N B MRS 355
(14ER]) oftaET] 128 2 BIRMEZEREEER O
BRI, FABESH2ET2.9% (73061F2161) TH-

7o [9.1.2, 11.1.2 2]
1512 A EICE D, HL7 7 )Nt 7 MRS RERET 22 &
Bho.

15.1.3 RABEIHE RNV TFRILT 4 I K B IR SIEEEO HFH
PHBELERBREBESNTES T KA ENLF R
T 4 2R UG E OB R ORI BRI
HARTEN TV EDFERIZESN TV,
15.2 FEBRIREER ICE D < 1BEFR
IV 4B R T8 » B B FAN KB 5% O R A%
IR BT, 2R U 4mg/ IRIESEEO BAGE (B IR
ERR) ICBELZU S ANIIEEZRTHIPBEEI NI,
REIC K VEET A ZETH > 7. 0.5mg/ RIS E
ICHFAMRIERD 6 NT ., YTHE (BHEHEE) KBiFsM
SRR Y 7NV S N OBRERIE. BET2mg 2T
N EREG Uiz & EDOEFREIZE T 2 Crax X CAUCD

ZTNZENA2E RSO/ ITHE L,
16. F4ENRE
16.1 MRE
AE)

16.1.1 REEHTFERIRS
BIRREIZERE 2 0R E LT EER., EFEIIT
B e E BRI ER R 2 SEHE L /oo ARFIULEATNA T E
FEED 27 7))t T b ELT2mg R EANES L.
HEMEEE (PK) %2#Eft L7z, PKBHT SR (RH : 114,
SEATNA FAEZS L 1206]) 2B A2WEHES5E D Cnax &
U5EE@?ﬁg‘%@Tf&@Cmaﬂ%‘F?‘%L:ﬂ—_\‘—g—l)o
KA OFATINA A EEFOPKIST XA —%

Cmaxl Cmax2

(ng/L) (pg/L)
N/N> N/N>
LLOQEZ) LLOQEZ)

A 11/11 |66.79£42.70] 8/11 |64.41+52.49
%gf;%g.f 11/12 |42.93+43.64| 10/12 |57.12+46.51
E1) BN TERESNEZT7UNLE S N BEFHETZ) 857
H2) WEERE R/ AL PSR RSRY R S E R NIRME (5.00ng/mL)

% L 1B B
Crmax - FIE + 1ZHEFZE
(FAU—T)

16.1.2 BEEFHEANIRS

SLEABHEREREEEE (66]) ICAH2mg 2T
EREE Lz &, EHEY 7 ) Nt 7 b oRE S+
BE (Cmax) OFH{EIZ19ng/mL (0~54ng/mL) T
Ho 729, MEEREHERT 7 )NV T ML, 66IF3F]T
BETORERSCERNRRMTH 720 BEHROHSR
HT L OMEFEFERHR T 7 ) X)Lt 7 N REER K O]
BRST X — 5 OFENELIRIORT .

55 A= LOge T EERE (fE)
Crmax (ng/mL) 6/3 19.3%£22.8% (0-54.0)
tmax (day) 3 1.43+1.46 (0.253-3.07)
AUC (0-tay) (ng-day/mL) 6/3 119+190%2 (0-474)
MRT (O-tiast) (day) 6/3  1.66+2.37%2 (0-5.75)
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s BERE R/ MAE P EREEYBE S ER NREL - CEGEEEE
51> 7 e 2 e (o2 AEN 7 7412]125+1.3/12.4+2.1|12.8+0.3
16200 s (FAS) A
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77U Nt 7 MR T NS SNk, SEETRIITIC 2EHDR S 24| 4.0+1.8/3.9+1.9|4522.3|4.7£2.3
BiT9 %, E72. 2EEROFTIE, Nigtk TRELVEGFE TSRS
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ET B0, HEET 7 U NLE TS N ORTH B, = SR
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HEIHFICT7UNLET Img (0.5mg/BR) %MFI&k SBHIANMBEMAEEREZWNRIC, 1FHIEIAFIET &
PG Lo e &, BEHRT 7 ) XLt 7 b REICHFERICHE 2mg s (272U, BAO3ERAGES EIcHSE), 48
L. OMWEIIRER ORI & LR THEEICED - 7, Lomgis, 4R 0.5mgls, RO A7 T4ET
HARICB T 2 ESBEIZ49] ng/mL. Rl K OBRHE B £0.5mgH 5 DABEIC X 2 WMAEA (L Z EIHEHKEE IEHER %
BT 2EEREL. Then208ug/gk36.21ug/gT EiE L7, TOH2ERIT, BRI EICERE OBEM % 1
Bl WHET 7 ) Nt 7~ OIRASEGIC ST 5% L. BE5HBESRETS 12AMEBEL VLS ICIERE
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(AR BEDB & 21000501 TH - 729, BN TV BREOE S (PPSHET) 13, AHISET &
2mgi 58 T1395.1%. I XY 74E L 0.5mgiks5
17. BRRRAE HTI394.4% o7 (FRZR). =X~ 70.5mg
17.1 BNERUOREMEICET 5558 G EARRIGHEZ L 2mgi 5B OB ZE & £ D95.1%1F
(KA . FEXMIZ-0.7% [-4.5~3.1%] THO. FEXHO_LRE
17.1.1 ;35455 MABEER PIELEDORAME (10%) 2 FE-7Z &n 6., KEIHE
HERREIRERE 2R E LT ZEEH, EEARALT ZE2mg 5D I =Y X< 70.5mgik 5B I T B IES
B LB E BRI E AR & 520 U 7o o ARFISUIRATNA A B RS NZDs 10 1D,
Fﬁw%77Uﬁ%%fbt%?ﬁﬁi%ﬁ?ﬂ%%%ﬁ ¥ I R=RFA V EHE UEESBIER OB A 153K
BT ZD%IESEMIE TAERY %5 L7, i - g | AAI4E | S=EX
B IS BUE 3 N7 A B S 6 8 I 0 B AR IE 1) AISE | RIS T 2T
(BCVA) OR—254 >4 6 DFE(LRE FEIORT . S| G52 E) 05me | 05m
TAIELROBRZEDIS%EEXEIEH 52 LHED 51 BERE | #5E
RS-V (B3XF~3XF) OHENTHY., £ S52:8H (14F) I
A SR ERAITNA A EEMBSH RS TH - 121, BN DR S 95 1 95 1 95 9 944
: A AT/ A A B L s BB ORERT (157/265) | (271/285) | (259/270) | (254/269)
BEN 169 172 py
BN R I(E 9.43 8.85 = :
(95%(E X ) (7.86, 11.00) (7.33, 10.38) S2HEE ?%@E%
BN PHEDE 0.58 2?? 0T 15 7| st |T9£ 15,00 109£1377|6.9£1341|8.1£ 1525
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B ERED &R B T £ THRAlZMFERE LB TS (FAS. LOCF)
BIMEFAOHKIERIZA.6% (8/17461) ThH-o7z. RSN 96BE (26F) T
E‘U{?Fﬁti\ EEEJ:E‘ZWIJ (1.1%)\ %‘FEWE\ %ﬁﬁﬂjm\ @%%%E?ﬁﬁ 71+168 93+159 51+146 73+171
(0.6%) TH-7z LB I FE
1 : KN TEREN 7 7URLE T b GRETHSEL) (FAS. LOCF)
BYA| 1EH oH 5 E#
(FAU=T7) + 1 Rz LM 75+1 | 125+1|12.1+2|12.1+2
(PDVE PIRFSISFTAEME Z (4 S NlEmERiE ) (FAS)
R R T e e SRS L DL
B HEN R TR, W ARHISHE + A (E 3E
2mgiE 5 (72721, BUO3EIRHES EICEE), 4B QEBIZA> 7 28M|4.2+1.7314.0+1.77|45+2.18|4.5+2.17
CO.Sme G DA s SRIERL_WEREIRRTE () mya gl s mpECUA IO
L L7, ZTO®B2ERIX. 4B &GO NEN: % G (GEEERIREAZEE (C 12 S B RO ZE)

L. BEEBI/RECHI2EMEZBA VWL ICIERE e Tt
EJU%E%E&%&%K%jﬁﬁ%ﬁmﬁgbto 17.1.4 BAAZSOE NBERERRER (GALILEOHER)

EEFIAE < HETDRSENEIC & 0 |EH A e ey
frentyRE08le (FESHN) i3, ZAISEC L BB R IR & 508 L 7o AI2mgi 5 B3 20 H

2mgi 5B TI295.6% [HAAI00%]. =E X7 748
CX0.5mgR 5B TIE94.4% [HAA96.0%] Tho 1
(FESHE), 5= X7 70.5mgik 58 & AAISHE &

FTHAC LICEOEHS L. £ DRIFPRNZR G 21T,
—7 . KHEEBII48EE $ THEZ LiCShamiFES L. 20
BIIPRN# G2 21T 5 7z,

Dmgi B OB L 2 095, 0% HHE R 1.1% (4.8 B RN S e o e o s e SoE DA
“26%) T 0. EREMO LREAESEORAE R Rl W e AL
(10%) = REl->7=Z &P, 21K§U8§Z&2mg?%5§¥0)§ Shamitst %17 - 7=

ZE X2 70.5mgk 5B T A IEL IR ENLT 9,
¥ I R—AT A V& B UREREER IO RS 1 53 FRK
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X2 I52EEICB LTI, IABEYEMSRE T NE TR
W NI 2B EF RV T, RARMgDHE 21T -
720 ZD%. 60AE L 68EEIIHESEMEIMHST
ARH2mg % %5 X XShamiES %17 - 7z

<FHHE5EE>D

BLLEE

- OCT CETHBMERE) L2 0EEEDEMZR

OHEEBIT, BEBERNAITHENE TORS A

a7 h 65X F L EDET
BREEOREMEED B

« OCTIZ & 2 HDEEEE D,
S50 um% 8z 5N
« OCTIZ & D S N B FEOFTHSULBIEED D S falk
At B VIR TR, & L < IZFUDREEE A 250 um
Dl OB F A MRS
WEL-BE
c BREBEET A 37 PHIEEREER A 5 55X F D E3E.
BMICOCTOHLYT T 74 =LK (FDE»SER
ImmO#iF) ([HEBIZEIFE L7220
FEFHIIEE TH HETDRSIENRIC L D 24 B ICREBIE
RATISXFU LOBRNTAE P A SN2 EBEOEE (FAS
FEAT) 1E. RTEREE22.1%IC0f Uy AFI2mg 58 760.2%-.
BEMZ21338.3% (95%(FHEXM : 24.4~52.1%) THD.
KEBPERICENTWVWAZ EARENTz [p<0.0001.
Cochran-Mantel-Haenszel (CMH) #E]. HARALHIC
BLTH, MEEE12.5%IC0f L. AFI2mgi S8 T61.5%.
BERZ21349.0% (9SWIEFEXM : 3.93~80.04%) TH o170
F/-52HETH . AIEBE32.4%ICH Uy AEF2mgk 58T
60.2%. BEEZ1327.9% (9O5%EHEXM : 13.0~42.7%)
THH. BRAEFIZBVWTH, MBEE25.0%IC L. &
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3) HRAz G OEMHERLRZE : VIEW2EE (71 —7
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T FRPIEST40me/mL : 20134E11 H22 &R, HHEER
E2.7.6.2)
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g?§$2V;]?I§¢W§4Omg/mL 1 20144F9H 19H &R, HFBERMT

21) HAAZ ETE MHAEBHLEHREVIVID-DMERE (71 1) —
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Cao Y : Sci Slgnal. 2009 ; 2 :rel

7) Zhong X, et al. : Mol Vis. 2011 ; 17 : 492-507
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30) Cursiefen C, et al. : Invest Ophthalmol Vis Sci. 2004 ;
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31) Cao J, et al.:
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