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[NIT]
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T7UNLE T GRETFHEBZ) * [T7UX

Lt 7 ME#R2] 2mg

N1 7))L (0.278mL) H

77V GRETHEEZ) * [7TT7UNR

Lt 7 hg#E2] 11.12mg

N1 7)uHR (0.278mL) H

L-exFT > 0.098mg

L-v X F 2V VEBIEARKNY  0.159mg

buoo— 2K 22.6mg

R)FFTIFLY (160) KUFF> oL
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DIRESRRZEERAEGT 2D, Iy AU EDTFEH &,
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BEOREL2HGERICEZEL, AFHBREOERICOVWTHE
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1.1 EXREWER
*%11.1.1 [RE=E
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15. ZOf0FER
15.1 ERRERICED <15

#%15.1.1 KAEICE D, 25O VEGFHEFICREJ 2 BRI

BRERICHETLIAERER (DAHFEE. M. MEE.
DFEING) PHRETHHEESH 5. SHENNRETEE
HEE 2 WRICENN TRl S M- SBIHERE 28806
HENT QEM)] IIBU 2 ERMEZERBEEBEROFKHER
& ARAEESRERMAT3.3% (1824%1+60F1) TH -7z,
B DB AR EIE IOk S BRI 26 T 2 BE 2 0 RICE
WA CERS N HBITHERR (258 (7638 & 10058H)
DHFEEENT] 1B 28RN EREEEROFBERIL,
ARG E2ET0.6% S1761F261) TH -7z, HEEIRK
SRR ICHE S BIRE 2 A T 5 BEZNRICENNT
Efi S N EIERE (15088 (52:ERE)] 1281 2 BARIL
BREREEBEROFEFERIT., FHHREEHL21ET0.6% (158
BIFRLE]) T - 7z. TRIBEHRIC BT 2 IR EHE IS BE
EZRRICENINTER S N2 EIHERE (158 (48E/)]
ICBTHHRIMEERBEERERORRRIL. AFIREHE
1£70.9% (116619H141) TH o7z [9.1.2, 11.1.2 ]

15.1.2 KFHEE 12XV, 7 7 UNLE 7 M UEPSFEIET S
ZEDDH B,

15.1.3 ARFHIE E NIV TFRILT ¢ 12 & B IR THRPEED
BEAZHELZRBIEIERINTBES5T ., KFIENLT R
VT 4 v R UGS OB R R O 2 A A B
ICHRTENTWS EDBRIFEFESN TV,

15.2 FEBRPRERERICE D < 1BER
VI 4 FE I bR T8 1 A R AN IR AE 156 5-4% O s R 4
ZRREICB VT, 2K 04mg/ IR SEE OB (BB
MR ER) ICBEROLARRBBE 2 RTEBMPEES R
7o IREICK D [EET AR HEE(LTH 57z, 0.5mg/iR
BREBICHYHREIREOONT, HYHE (BEHE)
BUAIMEPHEER 7 7 UL L NOBBEREIZ, BRT
MR EIE T RBF I 2mg 2 T ANKEREG L L EZDE
FARRBIZ BT 5 Craux L FAUC D F NZNA2E K O'5645 12 HH
00

16. ZEYENRE

16.1 MHNERE

& -1)

16.1.1 RIEHFAEAIRS
SBIEEEREFRREICBE VT, —EOHE NS HE N E
B EEICRAII LT NA ABRERS 2T 7N T b
(B FEMZ) &L Omges4E L ICHTFHRNRE L&

S OHENBRE LR LTz FYIBRBAETNR24B] (KA - 81

FATINA ABEES @ 166]) 1B\, #MEkS (Day 1) #
DRI 7 ) Nt 7 S OFEIETRE (Cu) (P9
TEHERZE) 1433.09+21.145ng/mL (#EFH : 2.4-61.2ng/mL.
N/N>LLOQ*=8/8). 3EE#5 (Week8) #1321.60+
22.49%ng/mL (% : 1.0-54.2ng/mL. N/N>LLOQ"=8/7)
THolz. MFEFEHERT 7 ) NVt 7 NEEICET 5PKS
07 7 A EHEHR SR CHEM LR Tdh o 7" SEEme <
FTA=H (Cow) DERIELITITRT

A T A A B
N/N>LLOQ®| +#5H#fRE |N/N>LLOQ®| +fEHEfRz%
(R (R
33.09 59.51
Mg 88 | 2457 114 | £3B131°
(2.4-61.2) (1.0-142.0)
21.60 56.36
?Q@Ei 87 | £22.49% | 16/16 | *45.749"
(1.0-54.2) (5.4-146.0)

M1 RATNA FEER RN TRBS N7 7Y Nt 7 H3A

M2 BRI R/ M o BT SR YR A E B R IRME (2ng/mL)
% BBl 7- BB E

3 1 I Hh b T S R ) B R BRAR i O B % Ing/mL &
U CHEH U 7Py iR R

(7 14 U —TiEFHREERIOME/mL)

16.1.2 BEEFERRS
SEANSHENEGERAERE (66]) KA 2mg 24
WG L& &, BHEY 7 )Nt 7 M3 E5%1~30
HiICREMEFBEE (Ch) ITEL. Co® FHEIZA
20ng/mL (0~54ng/mL) T -7z, MEEFHEEERIT 7Y
Nt 7 M. 6fHR3BITIE R T ORIER S TER RRE
WTho. BEVAMRBICIZIFEACOBETHRIES WL
Pof? V. BEBOWERE L DEYHHE/NT A -5 D
& LURITRT

IS8T R —% N/N>LLOQ* ¥+ i5EfRzE (HiF)
Cuo (ng/mL) 6/3 19.3+22.8" (0-54.0)
tw (day) 3 1.43+1.46 (0.253-3.07)
AUC(O_tlast) + %2 _

(ng - day/mL) 6/3 119+190% (0-474)
MRT (0-tws) (day) 6/3 1.66+2.37 (0-5.75)

1 ERE R SRR YNEE A E R NIRME (15.6ng/mL) ¥
% _b[a] - 7 #iERE L

¥2 o MAEEEEREYNRE S ER FRARMOHEE L0 LTH
H U7 i R 2

(7 14 U =T iEFHREERIOME/mL)
16.1.3 RIEHFERERS
HAANz & OCHEIMEEBLERBICE T, BRARUIE
ANBHEME A EE ICARF2mg 2 48 Z & ICHHTEN
BELzE &, FIRHREGHEZO MEFER T 7 ) Nt
7 NEEIXFNZN2.21+6.24ng/mL (i : 0-19.6ng/mL.
N/N>LLOQ*'=26/3) &%1'5.20£9.32ng/mL (#ifH :
0-35.0ng/mL. N/N>LLOQ*'=143/36) TdH -7z, 4HZ
I HRAREG L&, MEPTORERIZEO SN L
MPolz?s Fiz. AFR2mgEAE T EITHTAENES L&
&, JEE#HES4SAZO MEEREER 7 7 ) X)L T NBE
W3EA27.8ng/mL (N/N>LLOQ*'=164/2) TH -7z
[9.4 2]
HAEANZ &CHEIMEERRERRBRICS VT, #EROERIR
FAZEREICFHES BB E LR A9 5 B, MRERIR D T PAZEE
IHES EBREA AT 5 BE . RIEHICH T 5 IREES
AMEREICARF Mg ZHFANRS L & &, ARENZ I
HWHICBW TS HEMEEME MBS CEREYERE
7"—_\‘[/7::7) 79)0
Xl /MR ERNEYIREYS EE FRME
(15.6ng/mL) % k[al- 7= 4ERE
16.2 ORUN
(7 14 U —7HFHREGRIOME/mL)
T7UNLET NI RARS Sk, 2EERNS
IHITT 5. £/, 2BBERMOFP TR, NEHTLEZ
VEGFEEHRELTIZLEAENFERT 5. 2B, NEME
VEGFEEET H01E, BHEFT 7 )R OB TH B,
16.3 10
(7 14 U —7HFHREGRIOME/mL)
BEUYFICT7INLET Mmg (0.5mg/iR) 2 T4
WG Lz & &, ERER Y 7V Nt 7 M RIS TRICE
1EL. ZOREIHER PIRAEE & AR THEEZICED» > 72,
HAARICB T 2REREIZ491 ng/mL. R A OBRGEHEHIC
BUsmEBEEIX. 2h2h20.8ug/gkf36.248/gT
BTz WHERIT 7 1) Nt 7 b ORAEHEICE T BIHEK
AL FERE TS~ 1320 T dH - 720 MIEFROMEERL Y 7
YR T MEEIE. IRNEBE S ARTELS, M RRRE
OB LZI00053D1ITH 72",

17. BRPRREIE

17.1 BURURESICEHT B8R

€.-1)

17.1.1 dDE PIRFEIRATEME = (4 S Nl Em 1t

(1) SENEEFEREHER (AVT06-GL-CO01)

HARAZEOCBHENMBEREREELHRELTT
VL. ZEER. SERO TR R R e
Wi L7zo REIUSEITNA A ERER %27 7Y X)Lt
b GEEFMEEIZ) &L O2mga8EIE (12720, &
FO3ENFGET &) ([ 548EE (Week 48) % TH
FANRS Lz,



FEFHliEE Td 5 Week 8i251) BEarly Treatment
Diabetic Retinopathy Study (ETDRS) XFZXa7
IR DEHI L - S BIER ] (BCVA) OR—=Z2F A
> o DELE (FASHN) OR/N_FFHE. £t
BORMZERUZ DSWEHEXM Z TRIRT . 95%(F
HEXEIIHRNCHRE L AT EROHE (-3.5~
3.5%XF) WTH Y, ERRAFEISEDHERR & iz &I
L7z,

Ko FATNA A BRI N TERRS N7 7 U N

7~ BA

Week 8IZB I B2BEBIEHRST (BCVA) OR—=25 1 Vip
50ELE

AH FATINA T EEE R
WERE R 20541 205451
BN E 5.1137% 4.34%c%
95%15 #E X [ (3.78, 6.45) (2.99, 5.69)
BN EDZE 0.773LF
95% 15 FE X [ (-0.86, 2.40)

H o ARFI-RATNA A EEE R

HERMh A, 5 Week 52 THAIZ KRG & 172205614110
Bl (4.9%) 1MFICBWERDRO 5 iz, EaBEIERIR,
MR R b R AL R OS82 2 261 (1.0%)
2fF FERTEIMB (0.5%) 3fF. BRG] (0.5%) 2
. MEREHIM, AR, B TAFEY . REEFROR
WRPZENENLH (0.5%) MHFTH -7,

(7 4V —7iFEREFRA0mMg/mL)

17.1.2 thibE FIREIRITEME Z (4 5 MEEi

(1) BFEAZZSCHIEERIERESR (VIEW2EER)

BHASREMAERE 2 0RIC, [HFHRBARAIGES
L2mgis (772U, BHO3E 4T EI1HE5) ., 4
BT E2megh s, 482 &0.5mgks. RS —ER<

AEISE | AHI4GE | AHI4GE | S
Z& halPs Z& | AT
2mg 2mg | 0.5mg | 0.5mg
BER | BGRE | REH | SR
IFHO#H 5 M
; HAAN| 7.7 12.5 12.4 12.8
LEERES £H | £1.2 | £1.3 | £2.1 | *£0.8
(FAS)
2EHO# G 4.0 3.9 4.5 4.7
1 R ERA 1 | 219 | £2.3 | 23
(QFEBICA-|HAA|l 3.4 3.1 3.8 4.5
7o) £H | £0.7 | £0.7 | £1.7 | £2.4

() PUSREE B FHIBIEBCUS R B
(2) BHsEINEEER (VIEW1EER)

BHANMRHEEEERE 2 MRS, 1FHIAFGES
L2mgHs (72720, BEO3EIF4ET &IciE) . 4
W E2mgk5. 4B E0.5mgik s, RUT =R~
T4HEZ L0.5mgi 5 D4R &K 5 ElE AL B
IR %2 L7z, TO®ERE, 4EZ LIRS
ORVBEWZFA L., BEERESRETH 12EMZEZ
WL ICIEH LA CHEEZHERSEREICHE > THT
HNEE L7z,

FEFMMIEE THHETDRSEAFEIC KD IERICHN
DR SN TWBHEOE G (PPSEIT) 3. AAI8
B E2mg 5 TIZ5.1%. AT T4HAT &
0.5mgit 58 TIE94.4%TH -7z (FEZH), S=¢
A2 70.5mgf 58 & ARG & & 2mgt SR O B 2=
EZFD95. 1%EMHERMIE-0.7% [-4.5~3.1%] THV.
BEXM O LRESIEAEORAME (10%) % KEl->
2o, ARIGAEIT L2mgk 5O AT T
0.5mgH GHICNT BIEA PRS0,

X IN—ZTA VERBUBRRBERNTOERALS

T4 T £0.5mgH 5 D4R K B EAE R ZE RS AR
IHHRER 2 e L7z ZO%AEE I, 4ESEICHRE FAISHE | AA4E | AAIGE | 5=t
DORREMZFHML., HEEBIRETHI12EMZEZ e ol Tk | AvT
BEWESICIFE EF CHE 2B GHEEICE > THT 2mg | 2mg | 0.5mg | 0.5mg
HRHFE L7, BEE | BE5E | BGH | B5H
FEFMIEE TH HETDRSEARICK D IFERICHA 52; 8 (14F)
PHER SN TWBEOEE (PPSENT) &, AAI8 IR TI D MR 95 1 95 1 959 94.4
AC EImeft SRTE95 6% [HAM0%], 7=Lx s BIERE) (o006 | (271/285) | (259/270) | (254/269)
T T4EZ E0.5mg SRETIX94.4% [AAAN6.0%] Z0EE (%)
THot (FTEBE), =A< 70.5mgk58 &K (PPS)
HISE & & 2mgty SREDBERIZE & 7 195. 0% S MK S 1% 528 HE (14)
% [48-2.6%] 50, EEKEOLRENE  ToRESE 70 | 100 | 6o | a1
LUORAE (10%) % RE->7Eh 5, AFIGHD BHZAAT D - - : -
EamgHSHOT ZUXTT0.5mgRERIHT 53 i (g T 00| F ST RS A0
HEPREND ), fa e s
I R=—ZATA VERBUREBERTOKTHFISZ (FAS. LOCF)
TR 96 @ E (24F)
AHISHE | AAIAGE | AAAE | 5=C T O R E A U R
o CEk ZE AT BAADTT D asgm| +£16.8 | £15.9 | £14.6 | +17.1
2mg | 2mg | 0.5mg | 0.5mg FRELR (301) | (304) | (301) | (304)
BERE | B | BG5R | B5E TEHE(RZ
5288 (14) 95.6 | 95.6 | 9.3 | 94.4 (FAS. LOCF)
1 477 e e 5 IR s 0y | (a62/274) | (258/268) | (254/269) VEH O# 5 [b]
EhTwiE B imEEsE | REF| 7.5+1 [12.5+1]12.1+2]12.1+2
ZpEla (%) [HAA] 100 100 100 96.0 (FAS)
(PPS) HBH | (24/24) | (24/24) | (23/23) | (24/25) 2EROBE[ME
5LEE (14) 8.9 7.6 9.7 9.4 BB | o) 4.2 4.0 4.5 4.5
TORGEE 2% £14.4 | £12.6 | £14.1 | £13.5 QEHICA- +1.73 | £1.77 | £2.18 | £2.17
BAAa7o (306) | (309) | (296) | (291) 5]
PEHERE L | 100 185 159 | 9.4 () PO/ ST IR | ST 15
TR P +11.1 | +£8.4 | £10.6 | +13.0
(FAS. LOCF) (25) (26) (25) (25)
968 E (24F) 8.1 6.0 8.1 8.5
TOREEEIE2%EN 156 | £14.9 | £15.8 | £15.0
BHZa7o (306) | (309) | (296) | (291)
Pz, 105 [ 53 [ 16.0 [ 7.3
R | £13:2 | £15.9 | £11.3 | £18.2
(FAS. LOCF) 25 | (6) | (25 | (25




(7 4V —7 i FEREFRA0mg/mL)
17.1.3 HRREIREAZIE (CH S EHLZE
(1) BFEAZZSCHIEERILRHSR (GALILEOER)

MR DEIRFASE ICE > BIREZF T 5 BE 20
RIT, AAR2mg SRR O BEE O 2B & 5 EIEAIL
ZEER RO AT AR & e L 720 ARFI2mg ik
EEII20BE T THE L ICE6EBEE L, 20k
PRN#5* 21T\, —F. SEEIZIQGHEBE THET L
IZShamiFEgt* L. ZD%IEFPRNEE“%2{T> 7z,
#1240 HABEB E TIRAGE T &1, 52 B DI IX8HE
TEICHEEREBIIHN > TARAI2mg %2 %5 X ik
ShamiF4f #1{7- 7=
HFAMNES EF CAEZ1T 5 25, EHORDD
IZHO VRS Y VY & FETRRE T TERERICH
U % 753

S52BICB W TR, RS EMSRE I NET
W EHIEET B8 2BRN T AFI2mgnik5 %
1To7z0 0%, 60HHE L 68EBE IXHHREGREEIC
B> TAAF2MEg % B 5 X 1dShamiF 4t 217 - 7z
<HGHEE>

%2

*3

BlLLAGE
« OCT CtF¥lERE) <& 2 O0MBEDEMNZ
ROZHEEBIL, REBERNAITHENRETO

BEAIT S5 EM EOET
«c OCTIC & A2HDEIEE D, BHEEOREMEELD b
S50 um% itz 23Ehn
cOCTIC K DI SN2 HEOHHITELEEDD S
fatEZ bd 2 WIZME TR & L < EFOHEEEA
250 pmPL OB N E A MR IE
WELBEE
s BEFBIER I A 3 7 HREIEREER A 653 F L Lok,
WFIZOCTOHLYT 77 « =)L K (HFDED?SERE
ImmO#iF) 1RABZEDSFE L g
FEFMIEE TH HETDRSHENFRIC K D 24BEH RS
BIERNTISXFL EORNTAB N A SN BEOE]
& (FASEENT) 1&. REBEE22.1%1%t Uy AH2mgh
S58760.2%. BEMEIZE1338.3% (95%EHEXE : 24.4~
52.1%) THO., AFWEIPARICENTVS I LR
Shiz [p<0.0001. Cochran-Mantel-Haenszel
(CMH) #5E]l. HARAEFIZBWTH ., MEEE12.5%
IR U RERmgH GHETO61.5%. BEHEZ21349.0%
(95% 5 AKX - 3.93~80.04%) TH-o7:o F7-52HH
TH. WTHEEE32.4%I10 L. RE2mg 58 T60.2%.
BEEIZE1327.9% (95%(EHEXM : 13.0~42.7%) TH D,
HARAEFICBWL TS, MER25.0%ICx L. &AH
2mgi 5HET69.2%. BEfEZE1344.2% (95%FHEXM :
-1.57~77.36%) TH-o7z (FEZHR) ¥,

. AHI2mg

st | e
52BEH FEF CoOREmE+| 2% | 10.5£4.2 | 11.8%2.8
i EEIN
(FAS) 2 7.6x5.8 12.2+1.9
763 HIC 15 EL EOR 29.4 57.3
NEENH SN EED| TR (20/68) | (59/103)
He (%) AN | 125 53.8
(FAS) 5| (1/8) (7/13)
T EEH COREEBIERT 6.2x17.7 | 13.7%£17.8
237 DT e R ) (103)
HefRZ= HAAN | 4.1£14.6 | 14.0+17.1
(LOCF. FAS) 5] (8) (13)

() PUSRZA B FHI BB R B
¥ I2GEEFTICRMIPIE L BE R PRkl LUk
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R AARmgH SRR O IBREO 281 & 5 BlE AL
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BERII20AE F C4ESEICEOEIBE L, 201
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¥ 124D HA8EE F TIZAA S &1, 52 E B DUEIZ 1238
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B3, ShamiEghdEmM Lz h» - 7z
<F G HE>
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50 umz 8z %
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250 umBL EDBIEM O E A HIFIE
E LGS
s BRRBIER T A 3 7 R EEREERE A 5 53 F DR iiE
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HESHSNI-BHED (15/68) (62/103) 24ABIZ15XFED ED
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(FAS) 35| (1/8) (8/13) #E (%) (9/73) (64/114)
24BE COREBIESRS SHEE 3.3x14.1 | 18.0%+12.2 (LOCF*, FAS)
237 ORHEELE (68) (103) 24AE TOBREBERN
Rz HAA [0.6+10.9 | 17.3£11.5 A7 DFHELE A -4.0+£17.96| 17.3£12.78
(LOCF. FAS) $£H (8) (13) R (73) (114)
4B E CORGE | 2% | 5.3+1.5 | 5.7£0.9 (LOCF, FAS)
TR 2 HAA 41421 | 6.040.0 24BE £ ToHREEE
(FAS) 35| T T TR (R 2= 4R | 5.3+1.33 | 5.8+0.66
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A (%) HAA 25.0 69.2 NNESH S NIZEBED o 30.1 55.3
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(LOCF. FAS) H£H (8) (13) HRE (73) (114)

(LOCF. FAS)




o | AF2mg sl AH2mg
SUAHZ COREE+ SBMEICISCFLLEOR] 4 g [ 411 57.1
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(FAS) #E (%) HAAN 33.3 45.5
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(LOCF. FAS) sl 1 EBE L — W — N ER & £
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2mgit GREK O IRBE D28 I & 2 AR L —HElk
BT IR TIIAHAER % b L 7z AR GBI HEE S
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I8 D VIS ) v Y EFFTRER N THRERICH
U 2 53
<HE&RGHE>
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(Ig) BC2RAA >, 103~205% HIZVEGFR2D
H3IghEC2 R A A >y £72206~432%H 13 1gGlD
FCRAAL U SkBb, T7UNLET MER2IE.
CHOMifIc X VARSI NS, 77UNLET ME
el 43207 IV BEELI SR BT Iy
F2EDP SHERENZHEY 378 (TE K
115,000) TH 5.

20. RV EDER
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EREE2.7.6.12)

15) HARN % &THEIHEEEELRRE (VIEW2iER. 24EH)
(7A U —THETPIENTE : 2012F9H 28 &, B
ERTEE2.7.6.19)
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