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i

o

] AR
= =
O A4UzF ST 2 2EHRY 0.005% S AHEE wladT
7 189%E Uz 4 o)
SmmHgO 2 Wehstom, o o et L2 2E (.005% 9

..;;
BESZ

0l 2H(N=94) H % 2+ (N=95)
A= W@ JHI oY 23.78+1.73 23.40%1.51
4% 29 U BT 0 17.8142.41 16.962.24
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FIRST CHOICE MONOTERAPY
. PGAs, (>-Blockers, CAls, or-agonists, others
¥
Well tolerated ‘
Effective on IOP
[

Not tolerated
‘ Not effective on IOP

¢ |
Target |IOP [ switch moh“otherapy
not reached [

Consider laser
| Add 2nd drug |
Target IOP ] | —
[ reached J

’

Target IOP
not reached

" PERIODICALLY VERIFY |

I
ENDPOINTS v | v
-Visual field Substitute . .
+Optic disc the 2"¢ drug and verify Oth:r th;‘:a:p:?tli::;ons
.JOP _efficacy/tolerability & gery,
| *Quality of life

If poor response to several different medications, consider non-compliance
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AsolokFe) A

NEEF kil L7139 E/44 Az
A BEA Y 95 /60%RH on éﬁigj‘ o)

o . LDPE 3}-9-%]
&A1Y 40°C /75%RH 23} . YFu)F I39x)

- 7PEAR(RE, 5, 3): AlE(EEY A Adxd-3A, 25, pH 23

3.2. Ao ekF9] ¢HAFA

NEFTF kBl |75 H/A A 23
= = 122 7HLDPEY, LLDPE PPE7
A7 REAF 5T A 23 ;g—(;r}_EHfl—j)H 2

7)ol A
1A= ZHLDPEY, LLDPEv}/, PP57)

7t 25C/40%RHe] 3t 93} EAHFEH} )
- 71EAE AlE(REE, D)
4, SMo st A&
11. ERANEAE ML (CID 24 2 2.6)
e = study| £ 2 |FoaTl o |2 GLP Ay #2)
}\] = o T # 74]% ? = ‘T‘O:‘7]Zl' (m?g/kg) %‘{,\_ EJ’}' H]—ﬂ
4 Ff A _‘t% < 76]_1I:_o Zj_:]\:_q_ig
e Sk e 0.1% No | BAFHS
EEEIE VR A ol
529Ff e - 0.4, 1.3, el 3
e T I I S M I S Y e R
g w9
e 0.01, 0.02, 2o g | NoAEL
1122 #E st 45 |0.04mg/kg/| Yes | #AGAAZ7Eul 10.02me/kg
05 d A e e
oJJ _Q%L;g'o ==
0.003,
B-76 e = 0.01, Go)3k 1M B4 | NOAEL
45 | AE 3 BF  003mg/ke/| Y65 | | wwE 0.03ma/ke
d
0.003,
wEEel BANY (BT ge | wma | 2ex 001, | yoo | #9% 53 %4 | NOAEL
4 = T 10.03mg/kg/| '€ u) 2 0.03mg/kg
0.003%,
SBL1 0.01% % w o NOAEL
02-2| W&ol 7 ok 135 | Yes | TG ] BI%?IBZ%
5 ug/
12 0.03% QD i
or BID
NOAEL
B-76 o ~ (0.003%, %% 9 749%A | 0.01%
89 ﬂ%o] ;g(ﬂ' 39‘!‘ 001% QD Yes _%_7}_ w QD(/lél)gl/)kg
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B9gan |5 COnlplate
ST =9’ _ _ _ _ ug/plate _ o
o 0542 +S156~50| Yes /+ S &4
00ug/plate
A5 SBL1| phg-2 Rt 100g/ml
e [ M o4k 02-2 | BERIT - - - Yes SACAILS St PSS 3
= °© 55 K 400pg/mL %3} 20~551]
Ech
SBL1 0.4, 1.3,
23 02-2| HE SC - 4mg/kg/¥ | Yes 4
26 19 23
0.01, 0.1,
1mg/kg/day
S BRTIAE | e,
SBL1 2% 7 ] . Z7]ujo}e]
Seg 1 |02-3| = sc - wad | Yes W gy e | a2
33 6 7] Z = = [Sxet 1l
%/\ga; TLH) 1mg/kg/d
45~
RAAAA
001, Ol, Eiﬂ =1
SBL1 =
Seg T |02-2| A= sc |- LOmeke/d| ves | srelg wst waz | (k)
%ﬁik‘%ﬁ 95 6~17d) Ime/ke/d
o BTy
A T4 =9 2
. 0600088, %5;3—/\ }—’F*}] O»ELH Eljsx} E;ﬂo}‘g.g
-JUo, A =AY
Seg I |02-2| =7 sc |- 0.8mg/kg/d| Yes 24 7 7| NOAEL
94 (42 %& 139 @A |0.08me/ke
6~18d) 0.08mg %QP olafol =
o iié
0.01, 0.1,
Segml | - | =;A= e - | makeld | yeg - IO
224% 20d)
epEA (s
=757
42 SQAEAE NE QoF

421 S FASAHAIG (CTD 4.2.3.1)
9(SC) HE 04, 1.3, 4mg/kg &FolA A vl AFo| Aol Fof 1~5AF & #&

1=
=
b Tl Aol 01% ALY Aupsd #E 64T F I &,

422 WEFASHAY (CTD 4.23.2)

ASOAZAME T, Mg FA F7h, M AF, NG AT B FH So
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o
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e
&
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it
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Ho HYUF 387

O
~

g 24, A FANE S9olM FA F AAFNA A BF
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424 A TAAZZANY (CTD 4.2.35)

2F(RE, E7)olA el 2 (Seg INA P 3
HENM = Foft W} i
E7] BACdAE A S8l A ow #F, 08mg/kgilAvs w2 FA19 wielA XA B 24
3 A4, 9 FXY "HA Aol BEEHNS. HVIFA S FEHA e

- E7] NOAEL®| 0.08mg/kg ¢ Cmax+ 6.9ng/mL, AUC0-8h+ 25.5 ng-h/mLeI 5. A& & &
off Al of] -8 %(0.002% in 30uL A¥F* QD)OHHQ] Cmax ¥ AUCE= 283 pg/mL % 179 pg-h/mL
2 FAFo] E79 NOAELY =2 A 94 =39 Cmax 71202 245H], AUC 7|Fo=2

1,4254) =3kS

)~

o

425 HAGAE (CTD 4.234)

AA A A=

42.6. 7IEF5AEAE (CTD 4.237)
- F=A4 A8 B
UV-VISAA &4 2HEY A A & F3A5 JAdgel BokE, tAA oA 1000L/mol-cmE =

< 79 HauHA e

B

ol
ol
3R
o
T
=
julss
ox
juled
o
>
o
=2
X
o
it
oXx
lo
P
[‘

- A FAR RIS R AE 453t wEF Al I87H0.04mg/kg)ol M ZF, AN 22T s}
7t BEE AU, T ouRke] 880.03mg/kg) 2 13F, 265 WHERS A diT WIE TG =4
ShA frolsh Mgk #FHA dgkon, A 4 &F FAF divl Fe W A

- AFolol WEEO.01%) A T A AT F71, FEol #AFAOU, SHEA o= ggd

5. k2| =0 &3t Xt2 (CTD 4.2.1 ¥ 4.2.2)

51. FE| &8N 7/H8 (CTD 24 H 2.6)

o SmEFIclAzE e ovEye] WrorEe. evlHuEIclaEEHE Mok F Zut
A= Az=E Aol o ALsiA B4 MlLﬂJJr:LE 7hrEl

o ovdulaE VEHZE2EFUY F4& 2t AdH EP2 584 FEAY

52. €AY (CTD 4211 % CTD 4.21.2)
A : £E%, [* o :
qu A oz g [T EE SEkE
(1) =8AX A, in vitro
w2 g A Azt 84 Ki#t (M)
. o] = /@ A &¥ 132IN1 5287 S gy 9
e A3 ME, CHEM-1 Allin vitro |- e ER=R: e o
;xﬂ e 0 HEk-2034 olaLz=d
K X DP1 | >6.800 >10,000
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= - =T, Eodar T 3] A A
7—501_% /\161‘:17:” 15'_0:17(%]& 712_]‘_ TO% o, O 1= A]UO"V
DP2+ | >10,000 >10,000
EP1 | >10,000 1,700
EP2 |36 >4,600
EP3 | >10,000 >10,000
EP4 | >10,000 >10,000
FP >10,000 >4,500
P >10,000 >10,000
ECso8t(nM)
_ _ ) s o =
A AEG 8 FEA | g | S
FA " CHO Al " Sl E =]
— mn vitro |—
3£ 8 HEK-2934] EP1 | - >10,000
x EP2 8.3 >10,000
EP4 | >10,000 -
FP - >10,000
NE oy So 71E F8A S8 aREd gt
4E F4 m%,\m B WA e rEoke] Ade] dis]l vl
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0.0001%, 0.001%, || & ~|o2 |. : . .
o . 7_“?0] 7%—] 001 (mmi 0.2 6 1.7 2 0.4
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e in 20pL ‘ il
ket 3 N . .
2 DE-117 | 2}ehe
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- in vitrool A LuEvata = EP2 F&A ] Eoldow FLSE HAo=w

™ wopEQ g_u]uﬂLﬂJJr:Lo]iiivﬂ" Zgdo] §l3

- B2 A 102mg/kg o]} &AM A¥ts F7F PR 1HA @, 3
Ko} QA Fof &3l 4t 0.002% 1€ 13 Mk Al =&
°F 2,300~2,9008] 2] w}zl E=x|

- ol FF, TFA YT BEHA FUe
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- 9ol H Al F2 AR A, Anp, AFFoA FE olPHIAL

ol HF3A wintel] =&
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- AAAANFEAREAAE: = AAAE 8
A1&A = (01171502): 743 1 13813741 (oFAIoF, Q1) 0.0025% W5 F
A|2/373 A1 % (01171503)
A3 A% (01171504, 01171505)): B}EF= ZZ 1~ Eote] H| G54
A3 A1 & (01171506): SHEF=Z 2 AE0| X Mg
A1/274 A8 (33-001): 45-3F
71 A2 #(33-002)
371 A27¢A ¥ (33-003)
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- AABHA 22 (AY Bz AT
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7k 5 0.0025%|7 A[IAXR>
ol g | DE-117 1|zF |- &A% 78 = obrlobdd 19, W]l 31gellA] o]dwtso]
Ale o 3 1S, 1 ZHEF Ay AA JSow #Aeh
ey Jo1 13 - obrlolel: AHEW, ALTS7L ASTE7 212

o -l AutEd =RA 72

. - LR AFow g

o - orbgal a7, BEAE, AAw BrelA old wa

R
<k g e

e
SHerl | Wl o
(n=7) (n=7) (n=14)
worE
Coox L
o (/ML) o001 | 2724102 | 34.4+17.0
Coos L
o Pe/mL) | o o155 | 3334118 | 3544134
AUCoan(pg - I
a8\ oy o7 | 1534467 | 207+751
mL) D1
AUCo.an(pg - I
o8 N o 66 | 1084483 | 22.41+6.18
mL) D7
Ty D1 0.15+0.09 | 0.18+0.09 | 0.170.09
Tpa(h) D7 0.20£0.08 | 0.18+0.09 | 0.19+0.08
tp() DI 0.49+0.10 | 0.39+0.16 | 0.45+0.13
typ(h) D7 0492007 | 053+0.09 | 0.51+0.08
AEH

- o A YL PEE FE
- OISk, HRIghe] FETE
- Wor A A% HA FT

- 359y qu
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100
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40pg/mLot BIALA] oF 1004 © WA #ZEE o Al A el EP2el o3 kg2 wud A
o7 #Ag
65. TrEAQ £ <HHAA (CTD 5.3.5)
65.1. FFEA - SHAZAE ML
QA
o L L Fo7]
e = o A} E 2k Az
AdH)
0117150 (¢} 7] &, |kt g |- DE-117| 4% |<&&E4>
3 o2 9|4 me= 30k|0.002% 12 B7pA 45 AR Elol kel iE] et dF Qkeh WSk
WA ol |9z s (—)00257 DE-117 (FAS)
STEP1 |& & 7} = %Ok” A oket 9] ok 0.002% 0.0025%
H, 85| FA 3% o (mmHg) n=19 n=22 n=22
kS Sloloommllg |13 1%, 19 ] o] ~ 2}l 23.41£0.72 | 23.82+1.42 | 23.66£1.40
- o 13 dot Week 4 21.1242.13 | 18.66+3.37 | 18.65+2.68
° LRI —2.30+1.94 | -5.1642.85 | -4.93+3.05
(21A] <ot F W e e k
637 o) 21.35+2.30 | 18.66+3.37 | 18.84+2.76
4/LOCE -2.06£2.15 | -5.16+2.85 | -4.82+3.02
y e A 06£2. 1642, .8243.
- QJoktiu] W3S weeklFE weekdZ}A F T BT
3 A% 02 o
A
4T AF AT Y SFEY FH v &(220%, =25%, =30%
&AL W)
- whea v)&L geku] 0.002% FokrtolA EAHOZ &
o]
<OFAA>
- o] AkHRS: 9Jekt 10.5%(2/199), 0.002% 40.9%(9/22%),
0.0025% T 45.5%(10/229)0. 2 e,
5% ©o]4e] ol A3 0.002% oA AZEd 22.7%, 2
HE 9.1%, 1% 9.1%, 0.0025% 7oA A28 27.3%,
ZbulH| % 13.6% % YERE
- RolAuErS: 9okt 0%, 0.002%7  36.4%(8/229),
0.0025% 40.9%(9/227) 0.2 3
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78 Ao paEo] HYEEE 000247 #

011715
03

STEP2

o 7] 3,
A9
g, el
R

H, nd

ofl o

<FraAd>

12F F7PEg 45 AR ol xEke] ] Hw AT beh sk

(FAS)

DE-117
o] oo} LIX22E 0.005%
se v 0.002% o ’
(mmHg) n=95
n=94

o] 2~ g}<l 23.784+1.73 23.40%1.51

Week 4 17.81£2.41 16.96+2.24
W3l -5.9642.45 -6.4542.01

W e e k
4/LOCF
W3l

17.75%2.39 16.91+2.27
-6.03x£2.45 -6.49+2.03

week 4 Y5 QFet WslgFol| digh 7 ZFe]: 0.63+0.32
95%  AFF7k
1.5mmlg)

0.01~1.26mmHg  (M|d5737353H
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HE 11.7%, ST 2 A2EF 22328 10.4%(10/96%), &

Azbekel 7.3%(7/96%) 0.2 VERE

OFEo|Au-S: DE-1177 39.4%(37/94%), SEfwZ 2 ~EF

18.8%(18/96W) 0. & w3z
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138 dAEd.
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QRE FEoE Yoy 45
O Aldodar 5 Ak
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A% 2o Td4E 24F
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study |gy 23 7 |1y oot 7} 191 1
o] 5 19e (44 2% 374
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2) 8¢ AlY H dF ol
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- 2% o]AurE S 440 HuE oy, AL wiA S
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=, 910.002% 19 1 12 g7 A5 okt "SkEH(FAS)
Rk PEET
3 lo117150| 2y, |0 HES A A TF BF 27 XEO g g AT 5277
ol Ry EE vawiasl 9% 9f s o #A S FE oy gr A dolrH
° A |eER g opgro] WO FujH] L 9] G} by, HE
bl 16~22mmHg fetA] HE L oFYF Hraaol o S
1254 (DE-117¢5= <QEAA>
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M e e o ukee AutEde AR 27.2%(34/125
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F5ToINA, IR (aEL: 67, .1%2 1U§, 1530 39%)
o] 7}g WE7t &3, A5 ¥ IHHAS. o5 T
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L35 | N Fo17]
. . I = EA R o Fo] g ek Az
Ad)
A3 okl 9, 13, 174 49
<FrEAD>
A3k 7P 45 AR wol~El(Day 1) uib] H dF gt
H 3} HFAS)
o] A
.,
\\\
Qzh ) . %
E AN
3w gk £ N
Pt |- =817):
0.005% e}t %“\-.
2 AE 9t g ‘“‘% ............
000% 21 15 e (21| “'%k
7] 3, [RERAES | ) =371
0117150 8 +
%‘7H, % 8‘7‘2_]_' X’k"_]_' 1= ’ n.mh.,s‘mru \)_\-LL\ w;L: \\m—lu
6 ] 5 = B |- 2 87] 157] Analysis Visit
OE_'E_ ‘_GI; 37’][-7}- = - 4—7— /A 00020 DE-117
283 #x DE-117 - wlo]2ui] HelFe weeklFE weekdZhA] TAH R
T 0.002% H<t AL
o 13 19
3 2673 (217D <>
gl oAb A m7)o] WS o AWS L 10.206(5/26%) 1 F
ABAATE e AoR Ay FEoldukE 7.7%(2/26
%) o2 vehd
- 91Ok 10.5%(2/19%), 0.002% - 40.9%(9/22%), 0.0025%
T 45.5%(10/227) 0.7 ERE,
- 2% o] WEHH o] YNt WML 7.7%, AUFTE 7.7%,
w9 Y TR BT AS
- 43 ANFEAE7) FAASTA wgEk 9okt 11.1pm
*T I SE A HF JI=(2A stB =0 Ofel AFE 25 0tE)
- §2%)| S AMB(visit 2)0lA 2HEFEZ2A0.005% 2 8F S0 = MM SHAMEOA 220l 22mmHg 014
- 5| ST A& (visit 2)UiEl SI| 2t Y2AIE (visit 3) UM LU LE AMEUHAM 25% 0lotel 24
- 4D BRAIE(visit 2)THHl TS| B2 Y2AIE (visit 4)0IA LW 2 AIEOAS 15% 0I5t 24
%kl;‘_ zF 19 a4 3
45 o] § 7P HjelEjl oiw] A 0P s
0.003% [OP 9] of TAF 0.003% 0.01%
@DE-117: Wstg | (n=13) (n=16) (n=15) (n=14)
0.01% 15 | -3.0542.24 | -8.334277 | -8.6243.03 | -8.63+3.46
A ooy gy @DE-117 90F | -344£350 | -8.22+251 | -8.20+2.81 | ~7.94+3.06
ez |2 M0 03% = n n n
P T i 4% | -344£3.71 [ -8.61£3.01 | -8.7242.24 | ~7.07+3.35
1/ 133-001 So et @ @DE :
o =y |29 j; 2 %;?IBE%:EE} 47 |@ 4F Fol T AU 37 AgrelA] Hjo|zeiel tju] 10P Wk
3 A w18 ®DE-117: [0P 9] ofs TAF 0.003% 0.01%
O P 0.01%+ Bh& MEF | (0=13) (n=16) (n=15) (n=14)
- ELRLE -1019+42 | -11.54437
®DE-117: 8:00 | -4.31%4.66 ; ; -9.2044.12
%g;%:fé 10:00 | -3.12+4.15 | -8.13+3.14 | ~7.89+3.05 | ~7.93%3.83
OHEzm e 12:00 | -3.3143.96 | -8.75+3.90 | ~7.89+2.53 | ~5.75+4.08
e 16:00 | ~3.04£3.80 | ~7.38+3.10 | ~7.57£1.93 | -5.32£3.52
®39]oF <HAA H7H>

_24_



A A
_4 =
Sy | B Bas | wass [T A3}
Add)
-~ A¥ %% DE-117 0.03% 2 RE A7IA L7tay EooAd i
A4, AnEd, obE To] Hise ¥ XEd T, YA
ek X3
SEFZRY R aE L
0.0015% - % AR&70.003, 0.01%)e 54 (40%), AutEH(26.7%), HE
(16.7%), TANQ(13.3%), °1E7H10.0%) o] HIiL% Y5
ZE: 0.003% °131Y =9 dig F7F dH3-/ER 97 98
-Z=Q SAHIIE: 18A Ol4, visit 2AIE (HI0lA2tel) @& 8Al 20l 26~35mmHg0l 12, ollE otel & K|
SHAMEHA 22~35mmHg
-2U= ot E=H™AIA: 8, 10, 12, 16Al
-@@BEET (22 3, 4, 3, 4H)2 2= SX0A OlARES0] 2ELUD, BUFE, SIHSS, =28, =55,
EMY, =30 SgdCz e YM(HE SSII=0 U2t aig2e ZI1(Y 1~330lW) SXE
*SHI|E 1) 3T0IAUHMN SHE &M
2) SHOIMUA =524 &M
3) 59 OIAUIA 249 HIF A
K84 J7D
@ 45 %ol F 711 wlol2:2}9l tiv] A% FHOP W}
I0P | $ok2 | LAT O’(;TB 0.001% | 0.002% | 0.003%
WwaleE | (n=15) | (n=15) n=14) | (r=14) | (n=15)
(=17
(= | 352 [ 625 [ 813 | 468 | 757 [ 661
+4.18 | +2.03 | +343 | 4372 | +2.25 | +2.39
. g | OAT | 797 | 359 | 518 | 764 [ 662
ab +4.10 | +2.11 | +3.26 | 4355 | +2.60 | +3.05
DDE-117: e | L[ 7T | 812 | s [ 739 [ 599
okol  214H1(0.0003% £290 | +1.93 | £330 | +3.21 | +221 | +2.94
T2 o “o”f EPZF@DE-117: @ 47 Fo T AU F74 AJZTellA wo]x=gkel tiv] 10P W}
43-002 |8, B %ﬁf} ekt %Oglgo_ 1o IOP | §lek* | LAT | 00008% | 0.001% | 0.002% | 0.003%
2AF (m5) 2} :‘57} (‘:18%ﬂ) (')7002% o4 Wl | (n=15 | h=15) | @17 n=14) | @=14) | (n=15)
3’ L DDE-117: oo | 12 | et | 24143 [ 393 | 782 [ 6.30
= 0.003% 4339 | 251 95 4352 | £3.34 | +4.66
909 ©ebeby. e oo | 288 | 813 [ -329% | 590 | 793 | 690
0.005% +304 | 4245 | 300 | +381 | +258 | +2.97
®% F Lo0o | L7 | 76T [ 347 [ 471 [ 682 | 557
+£1.00 | £2.94 | 351 | 371 | +2.80 | +3.64
600 | 243 | 743 | -329% | -380 | 700 | -520
+4.26 | £7.00 | 3.00 | +364 | +2.12 | +3.75
QAN B7E>
- A&%% DE-117 0.002% % 0.003%clA ZAurEe(14.3,
26.7%), +EH(14.3%, 20.0%), F=5-4(14.3%, 13.3%)50°] B
A=
-8, A 9 Ty ¥d N koA =4 #d
- 2 vyl TR s o tdd AEE A29Ed 1AW Hay
HESA: 0.002% o~ Ha'otglo] g Has

1) kEEA AR 84, 104, 1241, 164
2) FAAH: 204
2b [33-003 [ 9wy wa{aer 2 1we] 3A9 [<han Wb
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Sy | B Bas | wass [T Az
AEH)
@ 371¥ Fof 3 7I3PE wlo]2eRR] tiH] dF HAfIOP Wish
0P LAT | QUIZ% | Q00I6% | 0002% | 00025 | 0.03%
Walg | (n=31 | =9) | =29 | @&=20) | ®©=28) | (n=29)
spa | 69| 417 | 469 | 552 | 598 | 528
246 | +2.84 | 4292 | £2.92 | 4225 | £3.22
@ 45 Fo T A A AgrellA Ho]xgkel thu] I0P W3}
ab 10P LAT | QODI2%6 | Q00I6% | 0002% | 00025« | 0.03%
ODE-117: MEE | 0=3D | F9) | =29 | @2 | @=28) | (n=29)
0.0012% 8:00 -7.74% | 453+ | -4.43+4 | -5.33 -6.32 -5.38
vy we|@DE-117: 3.08 3.65 18 +3.83 | +4.05 | +3.14
| oter= #/0:0016% | -Toet | -412 | 469+ | 552 | 570 | -4.55
A BBLTTT T@DE-117: 000 | 953 | 4370 | 365 | 4333 | 4201 | 415
A CES §Z£ (>184]) gbogzgo_ . Lpop | BOGE | 426 | 5025 | 613 | 588 | 471
5‘ © 0.0025% ' ] 2.65 +3.22 3.85 +2.94 | £3.29 | +4.24
175 GDE-117: 600 | o8E | 897 | 5058 | 513 | 571 [ 555
0.003% 408 | 4335 | 357 | £351 | £3.76 | +3.64
®TPE TR AE Lago | 003E | 398 | -4.26% | -548 | -630 | -621
0.005% 328 | 4290 | 364 | 4391 | +359 | +3.97
QA8 H7b
Aok $E SARS FETH0.0016%)0] Bl = 3
o= g, <t A Fogt AEE BuEA Foks
- DE-117 &0l w3 Bug AEE Z293d(18.5%) , ¢t
509.3%), THAN(7.3%)ToE UF-E A5oz HiHFoH,
0.0025% 2 0.002%¢ AE W&&e §ABIATH(63.3% vs
51.7%)
- % #BEd Bl dutSe BEIRTEAE 34.4%, 0.0012%
34.4%, 0.0016% 27.6%, 0.002% 37.9%, 0.0025% 36.7%,
0.003% 45.2%% A AL
1) ehrE=A Al 841, 104, 1241, 164, 184
2) T OAI
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6.5.2. A A4AF (Pivotal studies)

1) 01171503 STEP2

- AAYFAFH LS 011715038 FEF = ZE A~ E S} DE-1177H9) kgt 748t &e] s ndsAS g4=
e AAR £

- AA O TR, BE2 B, BT, dsA

gre)

o =
He,
kl
rO
X
oN T
h
)
2
=
%
)
23]
—_
—_
N
1o

1
AR B QR4 Ay
Eo} WIS B

- AR TE

o
QL
1:01[
_\-'g‘
i
I
o
b
t
fru
[>

S FATl FE AFANA Hi FHE] hbo]l 22mmHg o B gebo] 34mmHg ©] s}
1 % g
W) 9-7te] 7} =5 F(Shffer scale)©] 2 ©]/

Z FA7F 480~600pum

=0t
- NP AZE 2FARE 1D A7EA okl FHE SHFAYIE Sk

- AE &9 &% DE-117 0.002% =+ ZEI-ZZ2E 0.005% 13 1S 21:004 o e T

Informed consent obtained Enrollment and assignment
Observer-masked

Washout phase Treatment phase

I to 4 weeks i 4 weeks
DE-117 ophthalmic solution: Optimal
concentration (0.002%)
One drop once daily (9:00 PM)*, instilled in both eyes

No treatment

b A

Latanoprost ophthalmic solution: 0.005%
One drop once daily (900 PM)*, mstilled m both eyes

* Duration oftreatment: Visit 2 (Day 1) 9:00 PM=1 hour to Visit 5 (Day 29) 9:00 PM=1 hour on day before

- o]kl thH] 45 A Hi dF St W3 (mmHg) A 3 Zpolel thdk 95% 4lE 1
o] Fate] HlEs4 vk 1.5mmHg PIRH(1.26mmHg) 2.2 e, HldSAES TR
- Ho WEge Hole ez EAETL SASHA Ugkoy, 0.63:0.32mmHgE YA4F o E2 on|gl
= Zolo s FstA R
B DE-117 o
?;mi? 0.002% E}Ehﬂifgf 0.005%
n=94
| o] A g}ol 23.784+1.73 23.40£1.51
Week 1 17.3242.21 17.46£2.36
WA -6.45+2.40 -5.94+2.00
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Week 2 17.76%2.33 17.21£2.28
REEIN ~6.04+2.30 ~6.1942.08
Week 4 17.81£2.41 16.96+2.24
At -5.96%2.45 -6.45%2.01
W e e k P
17.75+2.39 16.91+2.27
ALOCE ~6.032.45 ~6.49%2.03 Y
EERIN
week 4 U5 <A WstFe gk 7+ Zfe]: 0.63£0.32
95%  AFTFZE 001~1.26mmHg  (MDEAARE
1.5mmHg) o o
2%} FEA B
45 AR 9 15, 257 AAdAY B dF bt WSt A XE Aol i 95% AF]FIF =g
#0129 15mmHg oE BREAS
2 A HE o) ~gkel ] HE dF o WHEE (%) =3
I DE-117 FEeT R A E 1
9% o WL 0.002% 0.005%
n=94 n=95 18
Week 1 -26.9749.12% | -25.43+8.32%
Week 2 -25.2048.96% | -26.43+8.38% "
Week 4 -24.9649.51% | -27.56+8.17% —
Week 4/LOCF -25.2449.44% | -27.73+8.30 .
wlo] gl tin] Ay A A|ZF W(9:00, 13:00, 17:00) <rgF Wzt ek 7 A0S
o] 2gkel ] DE-117 HE T EAE
A7hE okt 0.002% 0.005%
¥ 3} (mmHg) n=94 n=95
Week 1
9:00 -6.05+2.63 -5.98+2.49
13:00 -6.83+2.77 -6.11£2.06
17:00 -6.48+2.59 -5.73£2.19
Week 2 !
9:00 -5.77+2.83 -6.2242.56
13:00 -6.24+2.38 -6.34+2.21
17:00 -6.11+2.72 -5.99+2.11 . W 3
Week 4
9:00 -5.67+2.57 -6.56+2.36
13:00 -6.09+2.58 -6.58+2.16
17:00 -6.11+2.91 -6.21+2.21
st F8A HladA 4 44, 7]% Fo k& (B-blocker, ZE22Et=dd F5A, a2 8%
A, gRFFLFAAAA, SFA, 718, Wol2gk] P 25mmHgP ¥, 25mmHg ©]7%), Jeh(d
w7 S, 2etE)ol wr FEAYO Aol BHHA Ak
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$: DE-1177 48.9%(46/94%), eI TE~EF 271%(26/96%) 0.2 UEF.

5% o|AEd R o] A4S DE-117794 Avtsd 24. 5% ZHa) & 11.7%, SEf T2 A2EF AUt

=4 104%(10/967), A2 =D 7.3%(7/96™8) 2 EL
A

FE o] 4NE-g: DE-1177 39.4%(37/94%), SEf =22 ~EF 188%(18/96¢‘)°i a4
FTUS o] NS HHF FETFY oldNES F 5x0] LA AU I DEN7TNA AHEE, o}
wHlo]H A, e X2 AEFA AutEd FEZ dlo)lglaAgdA Yol 7 1744 HAstA T

B ke,
o] 4SO QT O OFFE Fol FThA
D

% 49 Z DE-117% ol xulol g 2~Zdutd 29, gefxZ 2 ~E oA oldmufolg ~Adutd 19,
FOAY 1902 25 AR e F&%o}ah, 2T 3 5EAS

FAZEFA F7F

HEt 22 2EF H] DE-117700A =4 #2H

453 AN FAZ4uEA Ase: DE-1177 15.1um, SHEF=Z2 2 EF 1.9um

2) 01171505 (PEONY Study)
- AE AAE 01171503 STEP29} FAFSIH, Eo37|7ke] 125 59 3359

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
[Screening] [Baseline] [Week 1] [Week 6] [Month 3]
(Day 1) (Day 812) (Day 411£3) (Day 917, Exif)
< Screening Phase > < Treatment Phase > (Observer-masked)

3 months

DE-117 Ophthalmic Solution, 0.002% (N=180)

‘Washout period
up to 4 weeks / [One diop, vnce daily al 21.00460 win, in buth cyes]

(N=360) Latanoprost Ophthalmie Solution, 0.005% (N=180)

[One drop, once daily at 21:00+60 min, in both eyes]

F/Pl ﬂ%ﬂl 37H 4 AH Hd A5 AY WSHEF(FAS)
=iy Eﬂ;ﬁ}%bl x}OlL etz 2 2E7l $AEA Uskor), 0.64+0.31mmHg

rlr
julsd
ox
iy
o
fru
lo
=)
%o

DE-117
)% ofe} E=XEAE (.00
s 0.002% HE
(mmHg) n=185
n=184
Hj o] 2~ 2}91 24.57+2.29 24.50+2.06
Week 1 18.34+3.76 18.33£3.56
Week 6 17.5743.32 17.0942.97
Month 3 17.3643.24 16.66+3.03
W SHEFA -7.28+3.13 -7.90£3.07
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Month 3/LOCF 17.30+3.22 16.75+3.04
H3lgA -7.2843.11 -7.76+3.09
3INY A5 AS W oigk w7 Aol 0.64+0.31
95% AT 0.04~1.24mmHg (B ES5AA3H
1.5mmHg) 14

12 T T T
Baseline Week | Week 6 Month 3
Analysis Visit

Mean +/- SD (mmHg)

—&— 0.002% DE-117 ——A—- 0.005% Latanoprost |

- ¥ B A

U o) ENHES 43d0] RuFHA oY, JAAAH LS wiAEHAS

o] 4Hk-&-& DE-1171 40%(74/185), SHEF=Z 2 AE TS 29.7%(55/185)7 0] Bl 92
AuSdo] spaEe] RaEgoen, DE-11772 11.9%, SEf e T2 AEFS 54% 2 =S

655. 17] ©]32] A oA d& A B BuA
- FEFGOMe FEY BTt
AH, Hol, 71E€ oY suid A 8A SR OE

rO

S 37 mbe] Aol BAHA Wl

65.7. 8 AT e 9 H AE

- geEe 13 192, 1¥€ 13, AAEEE 0.002% Qo] Felg

- 0.002% DE-1172 <At43hd &dol thall 0.005% el 22t o] v IS4 S JFstnon,
et &= A7 FAHAS

- 011715032] ] Oléa}ﬂrﬂﬂl 47 NA B IF ASE WS FLS stagelS - 5.16+2.85mmHg, stage 2
AN A -596+2.45mmHg M-

6.58. AL Aol Uit 8F 2 HAE

- 01171503, 01171504, 01171506 8 3 (W EFHEA2)

- 0.002% DE-117+9] ©]/dyh-g- gl o] FofEnk-g-o] &3
AurZd L 203%(46/2277)°] BEE I, 29 S
18E& Adstar w5 AFoler, Ald 18 F
As. B AR A AP A=
Hol 2l 24 A7 =7 101%(23/2239)0] #EE YA, BF ARBFAE
dsler NE T B AETE F IEHNCH & AR AT AF FA
ZHH|$ = 6.6%(15/227%) 22 EF QIFAAAE o2 FATHAS. =
NPEE & ﬂiﬂ‘ziﬂﬂ 2 AR A AE FAE flde

32
oo

"<l %3‘?%)01 %%}Hiiﬂ, 1A

71ek oJm Q= o] dukg

o] gREg o R QI B FA = 0.002% DE-117°A4 119, 0.002%+05% ElEE HetH ®HgolA 7
o] #F. o] F FHIRFo| 8O E (TE 5H, HE 3U§) AE~sssol s, 2HEE
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