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. D-~vr=h—, bFain—R @LFEL, HAF Ty

fR5E44 2 —7 OD #E 2mg 2 —7 OD $ 4mg

. 1 g 1 &g

75 IN

A AEy e Koy (2me) ARy a Ry (4mg)
E Ry ranbilkin—A hyEaalsror Ly, TUBATTINLF NI TA A
FTT VU, N, D~vr=h—, TUUAEERT NI DA, fEro—2 T

Wl TIAXENLAZ ) L—haR)~—E, ZJaARE Ry, @7 V7 y—bF o7, HE=
TEMbER, ZEMEER, X7 Tr—2 FE, 77T AL U Lo s a—,
ZREBRT NV LA, ZURY) VEMBZ ATV, FXA Y v

QREMBEZEDRE
Y L

) =
BA=RP4A

3. RTBBROEHEVRE
RN

4. h @
LR

5 BAY SHIHEMED & % R4
% L7en




IV. BFIZRE4 5 IEH

6. HADZBEMGTICEITOIREN

) —78 2mg. 4mg DEEFHTIZEITHIREMN

PRAFSRA:
R4 1R T Y RAFTERE PRAFHA i S
(C) (%RH)
100 887 V2 B —
R A7 R 25 60 i 140 57 LI — 36 » A B L
5008877 A F v 7R F L
100 887 V2 B —
ik EER 40 75 i 140 E7 VI B — 6% A X (AP
BO0BET T AF > 7R L
e e _ o R E DR
irhiy 60 | HDITE | Dt >y — LB 3»H D
At O
. . . K53 DN
o VL Tr—1 o
ET.% I 25 90 i v — LRk 3n A VI - DT
=% I R)
B 2 — LB S E OB
D65 PTP v — b 310 B5M | ZEoET
ok 25 | OATE | T — (BRRE
4,0001x BB 124 77 Ix-hr) |10/ L
TTAF IR MV HHixw'E o
1008E7 03— : 108 PTP > — R 10 E T A I r —adE L, WU AN TERE
140 5ET7 VIR —  148EPTP > — M 1027 /v e —adE L, HEICANT-ERE
WA PTP > — F ATV B o —4Al%E LU JEhE
) —J7ENEBORENE
it R
JREE PRAFSRA: BRI -
- ) e ~ FAWE Vi
25°C/75%RH., ¢ 3% A b7 L b7 L JRFEN 7z L
40°C, RV AT WL, i
b7 i Y (R
\ T A 34 H b L b L JRFEN A7z L
mg T
D65 Hit7/7 40001x, TR s 60 J7 Ix-hr
AP 7 AP 7 AV 7
25°C. RR VAT IR 60 77 Ix-hr Afess L Afei L THIkES Efere L
H&HE LT 7001x, s
. 5117 517 AV 7
95C. Heb 17 400 FEfH B L b7 L JRFEN Eibe L




. RANCBId B IEH

11)—7 OD £ 2mg. 4mg DEBEHTICHITEREM

[EeE Skl
R4 RE T " PRI RE PRI mOR
(C) (%RH)
100 $E7 LI B —
R A7 R 25 60 JES 14057 LI — 36 » A B L
5008877 A F v 7R hL
100 $E7 LI B —
TGRSR 40 75 W 140 BET LI B — 6 % A b7 L
5008877 AF v 7K kL
. o . . S L D HEN
EILE Jﬁf\’ 3 — =L Yoo
i 60 | HkVATE | MO vy — LB 25 A GBSy - TR T
K5y - FERE O
;. T 25 84 i v — LBk 34 H W DI T
i BRI O
g o v — LB %E%E@%m
D65 PTP o — 1 10w | AROET
St 25 | H0iTE | o7 GEepppe | SEAIREICHE AR O B
\ﬁf\/ .
4,0001x M—Ljﬂﬁ%v 124 7 lx-hr) Sl L
TIGAF TR MV
1005E7 VIR —  108EPTP > — M 1027 /v I e —adE L, #EICANT-ERE
140 8E7 VI — : 145 PTP > — h 1027 I o —wd L, \EICANZTERE
HESERAK . PTP > — b 10 & 7V I B e — 1l L7 RE
a)—7 OD FEREIRFDREM
;‘u%
RS [EeE Skl FRER A R -
- " S &5 T Vit
25°CI75%RH, #EE 35 H B7e L B7e L HKEH 27 L
amg |0 TR 341 el | el | mEe | Bkl
H & HEAT 7001k, TS AR "
YN[ A s
95°C. 1V 17 X i 60 7 1x+ hr Zfeia L Zfeis L Bk Zfe7e L

7. ARERVBHERORENM
GAS RO

8. fh¥l & DEEAEIL (MELFHEIL)
FE L

9. B
2 Y —7§E 2mg, 4mg, = U —7 OD $E 2mg. 4mg & b 15 SHOEHFRIL 80% L, L TH -7 (A JR—ixakiR
B e OSSRV 1) .

10.5%% - %

(NEBARELGRSR - K. NENHKREESR - LECHT HHFR
Y LR



IV. BFIZRE4 5 IEH

Qe
(3)— 74 2mg)
100 && [10 & (PTP) x10] . 140 & [14 $& (PTP) x10] . 500 & [10 & (PTP) X50] . 700 $& [14
#& (PTP) X50] , 500 % [F7AF v 7R M, /N7]
(1) —74% 4mg)
100 && [10 & (PTP) x10] . 140 & [14 $& (PTP) x10] . 500 & [10 & (PTP) X50] . 700 &% [14
#& (PTP) X50] , 5008 [F7AF v 7R M, /N7]
(a)—7 OD #& 2mg)
100 && [10 & (PTP) x10] . 140 & [14 $& (PTP) Xx10] . 500 && [10 && (PTP) xX50] . 700 && [14
B¢ (PTP) X50] . 500 8E [FFAF v 7R ML, NTF | EEHIAD]
(21)—7 OD #& 4mg)
100 && [10 & (PTP) x10] . 140 & [14 §& (PTP) Xx10] . 500 && [10 && (PTP) xX50] . 700 && [14
B¢ (PTP) X50] . 5008E [FFAF v 7R M, NTF | HEHIAD]
QR)FiREE
BARSNN
4)BHEEDOHME
PTP: RUZmbE Ly TIAI=UL{HE
TFIAF IRV mEER)=F LY (RRAVRIE) | R TreLry (FyvY)

MAREHR SN DEEME
A% L7

12. 2 Dl
AR L



V. BRICEd 5

V. ‘aRICEI SIHE

1. EEXIEHR
BISLERABKRIE (C# S BEFRIEE

2. DRERFMDRICEES HFE
5 MEXIIHRICEET HIE
AANZ L D BFITIRRRE T <0 MIERIETH D Z LI
MRV EIE, FIRIER E OB RLELZET D 2
fEER

a1 WEWIEED 5 B THINZAERIEICFE O PEIRFEE | (63 2 RBEXIFZNR 2 & o TV 5 AN @ o B H
Th b,

BME L, ARG Z 0 IR 2008055
&

o

ATSERRAEIIE NS F5 1 D PEIR BT 1213, ATSZ IR IRIE S & 2 BRI PAZE & ATSEAR V-8 75 ORI & 2 B RERI PHZE

DO HEREET S, AFNT. a1 BFIZ o) ERERIC L O BSRERIBZEAEM L, RENTELIET S8, R
REZWET LN, RN L 2D RIREZD L DE2WET D L O TR,

. BERUHE

(MAZRUVHAZEDMRER
HWE, EAIZIEYe R LT 1EI4mg 2 1 B 2 FIEIY BRZRICEO&E ST 5, 2P, GERITIE U CllEE R
=515,

QAERUVAZEDHRTERE - 1R
[V5.QAERCIERAR 0mHESM

. AERUVASICEET 5EE
HESIHTWHRWN

. BRERHLIR
(MERRT—2 N\ r—o
AR
(2)FR PR R
1) BE%5HER 12

R A B (20~29 %) 12, v Ry > 7L 0.5mg, 1mg, 1.5mg, 2mg, 2.5mg, 4mg. 8mg X

1T 12mg (KBt 6 f5]) ZFAZEiERFHEEROES L2 2 A, 2mg TH{FE 1 ], 2.56mg TaEHL 54 1,
4mg TROAE 16, BEENR—L 3250 1 4], 8mg TEHL HA 1H], EHNRR—LTHKL 14, K
141, 12mg TVEHL H A 3H] K AR 34, ESHRME 1 FIRRD bR, WTNLLEETH
0. FRICERIRBICHIE L 2 b0 b D Th o7z, E£7o, BRBRAME (MKFRRE, IRAELTFERRE R
OREAE) IZBWTHHRRET & BEFTRITEEO bh ol
2) RERSHRY

fERERR A B (20~25 7%) 6 Bl v v Ry v 7L 1Lhmg & 1 HEB AUV T H BICIXH &5 30 454,
2~6 HHIZ1 H 3EERER 30 pHICRAKEL LI-E ZA, B BA 1A, miF 1H, &KEE 16, &
DARE 1FINRD N, FRCERBICHE L 25 nb D Th o7z, Fio, BRMEMEICBSWTHFF



V. 1BRICEEd HEH

AT AREBEIT LIRS ST RAREIRGF TH -7,
R A B (20~27 %) 12, v R > 7 &L 4mg, 6mg XiE 8mg (£# 64 # 1 HHEOTH
BB 30 434, 2~6 HHIZ 1 H 2 BFAR LY AR 30 2% ISR ARG LIZE 2 A, 4mg T
T3 I, #RE 1, G EMEHIAMHE 1], 6mg C ALT(GPT) L& 1 ], 8mg TR ARRE 261, vH<
O 1], ESIERE 1F, 77— EA 1 FIRRO G, WIS FFICERIRAICIE S e b7
WH DO THREMITIBRGFTH -T2,
EE  AROAGB SN TOD HEL O &R N8, fRAIZE e R LT 1 dmg & 1 H 2 1Y &%ICRA
BH535, ok, ERISCGHERET 5, | Thb,
R)FAERGIFERAR
1) EINATHASE I HEEALAERGHER 9
AISERRAE RIEICFE O BERFEEHRE I, a0 Ry 7L 0.1mg, 1mg, 2mg Z 1 H 2 FEFI&% LY &
%IZ 4 B O E G LTS, REFHMEE E CTh 2 B () + T E ] ) 1%, 0.2mg/H
23.1%. 2mg/H 27.8%. 4mg/H 33.3% & &5 BOINIAENWEGEROEMAGRO b=, FEFICA R
IR b odz, 7eds, PSS & M7 HlE I IE-S < B RAEIR O FFAM M OV & S eI 35 < BE
JRIEE QOL OFHIIZIBWT, THE LLEOFHHEL, HEERFN» OB RUGEDRIRBD bz, —
Ui, AL TR, EERAERITGED bhken o T,
LLEX 0 RISERRIERIE S A O BERBEH BRI T 2 AR Sz py, dmg/H 282 5 HETOM
MBI TH D &Sz,
2) ENEPE IH_EERLEERKAR Y
RN IRAEAIE IS £ 9 JERFEERE 2 BRI, va Ry 7L 2mg, 4mg XiZ7 7R % 1 B 2 [\ (8
BHREOYEE) . 4 EMEORG Lz, ZORE, v Ry 7l dmg #5037 78R E il LT
HRAER I-PSS h—& L 2a7) 2AEICKFHE L, £/2, I'PSS h—Z L2 a7 2B\ T [R0F %))
VL EOE DR E R UTIEB OEEIX, 7T 1R 41.6%. 4mg/H 55.8%. 8mg/H 62.6% L. 8mg/H &7 F
TR L ORITHEZEDED b,
RITERRBIEI G, 15.6% (42/270 ) Th-o7-, HEMORERRBEGIZ. 77 B HREE 7.9% (7/89
) . 4mg/ HEE 16.9% (15/89 i) . 8mg/ HEE 21.7% (20/92 i) Th-7-, F2BIEAIX. SHEREE 0%
(0/89 #) . 11.2% (10/89 #5) . 6.5% (6/92 %) (7 ZkAR, 4mg/H. 8mg/HDJE, LLTFER) | 1
% 1.1% (1/89 f5) . 0% (0/89 #l) . 5.4% (5/92 fil) Th -7, BINEM (ERKMAEME) RHEFEGIL. 6.7%
(18/270 #) T -7=, MEHORIEM (EBARAME) HEBE 1L, 77 B REE 5.6% (5/89 ) . 4mg/A
£ 6.7% (6/89 f5l) . 8mg/HEE 7.6% (7/92 #) Th o7z, EREWEAH (EEAMREM 1. NV 27Uk
N EF-2.3% (2/86 #1]) | 3.7% (3/82 1) | 2.4% (2/84 %) (77 kAHE, 4mg/HEE, 8mg/HAEE) T

HoT,
[-PSSa) b —A2 LR a7 DHRERIEDOZEIL
77 ' REE L ORER L
R 5 B A R 5 4 BB EE
58t B 5B AR | 7E i it HizELE Dunnott 1% T LB
75 ER 18.1+5.6(88) -3.0+5.8(88) -
2mgx2/ H 18.3+6.5(84) -5.7+6.1(84) p=0.013
4mgx2/ H 18.7+6.0(87) —6.6+5.5(86) p=0.000

BT 5 MeantSD () : JEFIE
a) I'-PSS : EFERISBUEIR A 27 (BE : 0-7, HEIE : 8-19, HJE : 20-35)

DlEXVY, vu Ry oERAESEHAEIX M1El4mg, 1 H 2] EE2 LN,



V. BRICEd 5

HE  AFOARB SN TOAAELOHER HEE, RAKIEYe Ry LT 1R 4mg % 1 H 2 B4 &%ZICRD
BET 5, ek, ERICS U THERET 2, | TH D,
(4)RREERIEABR
1) BNERIEAER
<ENFEMHE_EEFRLEKHER>0
I-PSS h—X L2273 8 mll b, QOL A =27 A 3 SLLED 50 mELh EOFISLIRAEKIE S LE 5 PR
FEMBIZ, va Ry B 7l dmg W77 8R%2 1 A 20 (HRELOYEE) | 12 BMREOEYS
L. sk 3R —HE R TRER LR BR A2 1T o 72,
ZORER, FHEIMEER Th 5 I-PSS h—Z LA a7 O ERTH%OEE CEHME RS 13, 75
tAR-5.83£6.7, ¥E K -83%£64 THV, vu R D7 7w RITHT HEEENRIES Nz (2
ARt RE : P<0.001) , F72, BGBIAARECHER LC I'PSS h—2 /L2 a7 7% 25%LL i L= fEfl
DEIGIE, v1a R 76.4% (133/174 1) K OVT TR 50.6% (45/89 #i) T v | HEIEE 2ME (I-PSS
F—F 237 8 &) £ TUE LIEFOFIGIT, 17 R 47.7% (83/174 ) KO 74 31.5%
(28/89 f5) ThH-o7z, v K rOARIERITES 1 BHOBHNHSE L, BEEFNISH L THikED
EBBH BTz, 51T, FPSSHIRIER A =27 GRIRIE, REGEHE, IRBET, BIEHR A =27 047
JOREIRFER X =27 (BWIBER, IREDHEE, KEBERA 27 OG5 . JRICET 2 QOL 227 %
FNOBERIEZOELEIIBWNT, 778 RICH L THEREEDRPRD ST,
RRIRITROBGRIR IS 22808 CEUHEHFEERAE) 13, v Ry 2.24+3.96mL/, 77 &R
2,425 50mL/M TV TN b EGRNI R TUE LEBNAEREZTRD Do Tz, wARRTRITIER
BICKESEEBEZTD2 0D, BB OPREEZN 27256 (B5Ri#% OPER BN £50% LA
W) OEREMICE T D R KIRIEROE(L &I, 1 R > 1.70£3.31mL/A), 77 &R 0.26£2.21mL/#
ThO) 7 TR L THEREENRRD L (At HE : p<0.01) .
RITERBBIEIGIE, v R U B4.9% (96/175 ) | 777 B AHE 22.56% (20/89 f5l) Th -7z, E72AI
TERIE, v a Ry U RECHEREE 22.3% (39/175 i) | #RE R O AVEA 8.6% (15/175 i) | JRKEEE 5.7%
(10/175 B) . T 4.6% (8/175 f51) | &P 4.0% (7/175 B) . 77 AR CHEAE, 118 &K OFHTEA 4.5%
(4/89 #l) Toh o7z, RIEM (FRRMBAMRE) FHBEIGIT, v U 31.4% (65/175 #) . 77 &R
B 21.6% (19/88 ) Th o7z, EREIEM (BRRHAM) (T, v FUBETIEI I 7V &Y FEF 12.0%
(21/175 f51) . CRP k& 5.7% (10/175 #) . y-GTP L5 3.4% (6/175 %) . 77 &HREETIE MY &
UtV FEHF10.2% (9/88#1) . LDH EF & CRP 74 3.4% (3/88 f5l) Tdh-7-, HIEEZRRBIEMIX
OB T,



V. 1BRICEEd HEH

[-PSS F—4 LR AT RIEEDOHTS
(i)

[ o JO2=0 7
0=0 7ItREE

BRAENUNSN—T 0¥~

3k ok

*kok

61—
5 LA 28
BAgARE

T
48

T
8i

LS

T
1258

T
BER T
(047 Lo 1X5))

Mean+SD % :p<0.01 %% :p<<0.001 2EXRRE (T TRy vs FTFER)

I-PSS F—# LR T7DAIEE. TEERUVEBE

\ - BEIEE | TR o ER T 95%
Bl b I g o CalEs RERE (B
v Ry v 174 17.1+5.7 8.8+5.9 -8.3+6.4
o N -3.0 —4.6, —-1.3
7R 89 17.1*+6.1 11.8+7.1 -5.3*+6.7
a) Mean=SD

BE1BRRUY2BERIZETSHI-PSS b—2 L RATELRE

®51A% wE2H%
TR ORVUE TR OFUEE
(=) (n=89) (n=174) (n=88) (n=172)
I 22
P
S
S
)
5
i
z
|
7
%—; skksk
g -10
skeksk

ZELR=HEE—R5MARF Mean+SD *x* ! p<0.001 A tBE




V. BRICEd 5

I-PSS HEFRIEER R I 7 EILE

ToARE  ORVUE
(n=89) (n=172)

5 b 10.9+4.4  10.8%4.1

237 (R)

()

0
-3.8

iE
%
3 57
7
E
1t
2

_10 -

| |
kk

BALR=H5H TR CUSH L) — 8 5P AR

Mean+SD % : p<0.01 2fZA k5

I-PSS ERERRATEELE

TouAE OV UE
(n=88) (n=174)

?ffj'fﬂ(ﬁ';af 63128 64130
(R)
0
14
15
g 27
®
A
7 8-
x
1t
g 4]
.5—
("
N *x

AL B =15 TR CUIr b ) — R 5-BRiGeE
Mean+SD % : p<0.01 2fEAtk5E

PRI © 45 E (FRIRRE, IREOENE, IREUET, BHEDHR) D A3t 227
HRER : 3HHE (BRSUR, IREUBARE, WRHIR) OA#t 227

QOL Ra7 XL EDHH

(=)
1

HIRBSNUN OO

[ oo JOZ=0 %
0=0 F 7§

[ J
*%

koK

8if

LS

T T

12 BEH T
U A IERE)

ZALR=X50 5 2 VIR G T R CUIHF IR —$ 5. BRIAR
Mean+SD  *3% :p<0.01 3% :p<0.001 2EXRRE (7Tt REEE DLLE)

QOL R a7 BIEEDHH

. #e 5. . . . . . BT
il il il il il
51 B AL 1 2 WA 4 14 8 Ud 12 (b 1)
m ko 49+0.8]43+1.1|4.1+1.2|38+1.2(3.4*+1.2|3.1+1.4 3.2+1.4
(175) (174) (172) (168) (162) (155) (175)
SR 47+09|44+1.0|4.3+1.1|40+t1.2(3.7+1.3|35+1.4 3.6+1.4
(88) (88) (88) (86) (82) (82) (88)

Mean=S8SD ( ) PIJEHIEL




V. 1BRICEEd HEH

2) REMHR
<ENE#HEEHER (52 8/[E%E) >37
RINZIRAEAE (S £ O PERFEE RS 364 Bl xlBic, vur Ry v 7B damg 2 1 B 2 [8 A% LY
B%) | 52 WEMRO®KE Lz, TOfSE, PSS h—# /L 2a7 (CPHE YR 12, #5BRMGE,
Bl 4 %, 12 Wk, 28 W% LN 52 #lh TENEN 18.4%6.3, 13.1£6.3, 10.6£6.0, 9.4+6.1 KO
8.2%5.7 LHERE L, 52 MIZH7- ) HRIEROHE RLENEO b, £72, QOL R =7 KU KR it
Y 52OV AEICSE L,
Flo, vr RN U7 %E 8mg/ AN D dmg/H A~ L, £ O%REHEE IR0 TEf & e, &
Horp—JE SR S e o TER & FERERT & L C, T-PSS bw&zﬂz?@#&%%tbi&bf:& =5, W
BHNTFEREF LV HHRIFOHE D00, WTE 52 lICH D LE LT ENRD b,
RITEMBIEIG 1L, 65.4% (238/364 ) Th -7, aztcalwﬁﬁﬁi SHRERESE 25.0% (91/364 f1) | T
7.4% (27/364 %) . N8 7.1% (26/364 f5) | i H< HF4 6.6% (24/364 #) | &P 5.8% (21/364 ) |
5Sbox (&) 52% (19/364 #) Th-o7-, RIEA (EEAMRAME) FHEESIL, 31.1% (112/360 f51) T
bolo, FRRpIER (BRmA L. FV 27 U'Y FEA 9.2% (33/359 #) . ALT L5 4.2% (15/360
Bl) . AMEREGE 8.9% (14/358 f5l) . ~FE 7 v v &R 8.6% (13/357 1) . ~~ ~ 27 U > M
A 3.6% (13/357 f5il) . AST L5 3.6% (13/360 #) . ZRifLEREGH A 3.4% (12/358 i) }Of CRP L5
3.1% (11/359 #4) Th 7=,

I-PSS k—#% LR a7 HIEEDHF

(6=9)
26

I
P
S
S
8
|
b4
)%
A
a
7
Hl
E
& (280) 273) 1268) | (262) | (55
HEK g dokk (259)
8 *** *** HEE gkk g -
6 T T T T T T T T T T T T T T
#E5 4 8 1238 1608 2008 243 2838 32 368 403 4438 483 52
bl

o
Mean+SD  ( )PUIEHER % :p<0.001 UEAtBRE %5 H1ER & O L#)



V. BRICEd 5

QOL R a7 AIEEDHH

BRIENUNCOD

kokok kokok
soksk skoksk kokok

2 T T T T T T T T T T T T T T
#5 4H 8 120 160 20i 2438 281 321 36 400 441 48 523
B
(S
Mean+SD  ( )PUIERIEK %% :p<0.001 IEZAtHRE ($% 5 HIAK & O ig)

RARMEDHR

(mL/#)
19

18 4

17

16 1

15

14

B

13 4

12

11 4

10
(345)
9 T T T T T T T T
b 48 1238 203 283 363 4438 523
P ke

L5
Mean+SD  ( )PUIIEFIEL  *%% :p<0.001 UEARHRE E5 A & O HLER)

(5)EBE - R
MR L
(6);a R
1) ERARBERE (—REAKERE. BEERARERE. FARBLERE) | RERTERET —2~N—XH
. HERTREBRABRONE
O ] i A
(Z24Mk)
L ENERRAT R GUEG] 4,280 BIOEIWEFFEBLERIT 11.2% (479/4,280 #i) Th o7z, AfE CTHRILZE
7R B RR R ORWEN & 2 ORBIFIT, AR B LOHEREE] 3.6% (154 . WR : HRREE
103 1} O TPESHIIE 50 44%) . THIBREE) 3.3% (141 61, WGER : A 111 #F%) | TRk
F] 2.0% (8761, WNaR : FEWED F U 45 R R ORAIMED F 0 29 %) | TRERaER, MEhis K Otk
EE] 1.1% (46 B, PR« &P 44 1F55) | [k - 2HEFL L OB G OIRE] 0.8% (33 #i,
NER AV 29 %) | TBRBIOREEE] 0.5% (20 . WaR : JREYHE 8 R OBR 7 %) T
HoT,



V. 1BRICEEd HEH

(F2hiE)
LERNERRT R GIERI G . AR UE LRI REED 304 Bl & BRI L7z 3,976 15l 2 A T R SER] & LTz,
RN . RARUGER L, BRI OB T AIZ I T, AHIF G-BR 1A O BR84S E R AR A
P L, g [0t TRZE) HEfl) o 4BERCHESNE, TRZE] L T8k &
FEE S UTIEBIOFIG (BUF,  THEZIER] ) 13 14.4% (571/3,976 f5]) T o7,
I-PSS F—# /N 2a7 : GBI & Sf&a ity (RAIR S 12 1) O I-PSS h—# L2 a7 Z{b&
CEB R ZE, LU RFRER) 13-7.56£6.3 THh o7z,
QOL A =7 : GRS O P RIRBE I Z ot 2 BE H O EEE2 R L, 0~6 8F TO 7B TR S
7o BHBRAMARS & R AERHm (ARAIR G- 12 %) O QOL A a7 2 b &iF-1.9+1.5 Th o7,
@ e fif Rl A A
(Z241)
L EMERRIT R SR 3,571 BIOEIWEFAFHRIL 11.4% (408/3,5671 ) T -7z, FH LT Em
RO ORIWER & = oRBF T, THIBEE] 3.7% (131 #l, WK : TH 103 #4%) | [4EERE
FOILERE] 3.0% (108 #il, WK : kRS 85 %) | [iRREE) 2.1% (76 . NR : Ei#h
PEDEV 41 R ORAED E s 31 #455) | [—ik - 2EFEES LR GHAORE] 1.3% (46 #i,
WER : Y8 33 115F) . ek, MsRds K OWERMEEE ) 1.2% (43 ffil, R : &PH 37 1H55) Th o7z,
(A ZhE)
LEEVERRIT R GOEFI 2 5, R CCE LRI ANRE 195 61, i MER (REPRZE) 1 6107 196 64 B
7= 3,375 il % A W PEMEHT R SR & LTz,
M . DRUGERE L, BRI OBLERE TRERIZI W T, AR & R S iz, BRI
23.5% (793/3,375 f5l) T -7,
I-PSS h—# )L A7 : FHBMARE & ikl O I-PSS b — L 2 a 728 (k& (P SRR, L
TREE) 13-75+7.3 Th-oT-,
QOL % =7 : Bl & e #&F Al O QOL A =2 7 28 b & 13-1.9+1.6 Th - 7=,
Qmax : &5-BRIARRF & & E D Qmax 2Bl 1.9+5.4mL/ TH - 7=,
FRIR & o PG BRAAIE & RGN O 5% IR B O A b #13-29.2+115.0mL Th - 7=,
7eks, BLEIR T % BRI RRER X IERE L T Ru,
2) RRFHLELTERFEOHNEXITER L AL - BOHE
Y LR
(7)Z Dt
LR L
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VI. EMEIE (I HIER

1. EEZMICEHEH SLEYMRITILEME
a 1 BRI
—fx TR, T Y UK, v e FAAn Y UlEEE. T FEDLE
EE O 2 (LEW ORI REL, BHOBTRIESRT 2L,

2. XEEA
(OWYEREML - ERKE
u RV AT TR ESGHAL T H DRI, JRIEXR OB = AEIC O T D a1a7 LT U U ZE KT 2 A
T EITT D AR W5 2 LT kY FEURBSMRC TR OBE 2R L, RENEO LA 2]
L. BISZBRIERIEIZHE O JEIRFE T 2 Ui 5.

TEREICETH20 Y D OERKE

BERRAEIR (24)
BIRAEIR (24%)

[/ &

s anzat @ asmas @ aoSw st Q/urrrus Soorse

HifE - ESIATZERRSEIE N ENLRFERFAIE Y ¥ — WK BlliR & EE

(2)FEsh &R+ D RERRAE
1) a1 ZEEZERYE (n vitro) ®
a1 ZEEY T AT (aa. aB. o ZHERE) 22N ENFEI S~ U AHRO LM(tk-)#LoO
oy 2 T, ar BN TH DT 7Y VU EmED N Y F U AE#RE ( [SH) &7 7 v r) Bk
SHEV T RE LTEBFERZER L, b b a1 ZEERT 7 X A S5 2 BMMEL R Lz, &6t b
1R T2 A T T HERE (/e P am/aslt) ZEHELE, TORE, vr Ko
L BZHERICHT D a aTBREROTIRMEIL 162 5 TH Y . anTAERICK L TEWERIEZ R LT,



VI RS ARBLIZ B3 5 H

o1 REKRY TR A T 2B FMER VERYE

_— Ki(nM) a1 ZRIRY T H A TR D
WAZEE | aBZEMR | anZHEE | wa aslh aip, 1Bt
e Rvv 0.039 6.5 2.2 162 2.95
H ARy ot 0.012 0.12 0.030 9.55 3.80
FTT7REDL 23 7.8 4.4 0.372 1.78
AU N3 0.12 0.028 0.078 0.204 0.316
Mean n=3
a) V7 XA TN (aa/aBtERa/asll) TRERRH

FTbH 1M M=pK;i (e1a®»DWFaw) —pKi (aB) ) ITEX Dﬁﬂjbﬁo

2) BEERFERME (in vitro)

b RETSLR R OB RIEENIR OFREA 2 W T, MR REME TH D / VT KU U iU SO %

T 5% a1 EHTEROFETUER 25 Lz BICRIZBIT 5 m Ko v o/ vT R U U RINAEIC T2
HEHUER IIGEEEIIRICIS T 2200 148 5 CTH VD . BISLIRIZKTT D @ WS IR R S vz,
gz EIR M
b kRS, Ko(nM) ,
A BT ST JOERER P
* AR W BRI | LR
vaRyy 0.23 34.0 148
AN = RN (oY 5 0.17 0.44 2.6

Mean n=4~5 X% /wisZIREFIE

3) TERPRERARME (RTILAR. RERUER=AE) IIHTHER (O0F. v M)
UHFROT v b bR LSS IEAR D 2 VT K LT U L aERULHE RS
PUEHZME LTz, v RUUATTERIRIEHAR (RISZMR. JRIE. BEDE =AE) |

WX DUUHEICHRT LTS FEHL L, v e Ry v O FERE (a1a ZRE) 3R
KOWIEERENR (@0 ZBFEK) OFNE KL TRnroT,

TR D ar TEWTER O
BWT, /AT R
WX, e (o1 52K

JIVT FLF Y UERIEICHT SERIER

pA2 X% pKy
A aia ZHE 1B /K aip AR
AISEAR JRAE @ JBEIbE = f4 355 @) ik ) Jifa 5 K EIAR »
va Rvyv 9.60+0.05% 8.71£0.09 9.35+0.159 7.15+0.05 7.88+0.05
K NA Ty YGRS 9.93+0.079 9.00£0.06 9.48+0.149 8.64+£0.06 9.82+0.06
T rEeIL 6.69=0.059 | 6.48%0.11 6.80+0.07 6.300.07 7.48+0.06
7Ty YRR 7.91£0.02 7.9610.04 8.10£0.05 9.34%+0.13 9.17%+0.06

Mean*+SE n=4~5 a) %X b) Tv

o) pKp &




VI S HERIC B9 5 IHH

fisi =R IR 1%
T IR B R AR @
Al AT AR JRIE B I = £ R
vs Mg | vs. KEDIR | vs Bt | vs. KEIAR | vs Wi | vs. KEIIR
vu Ry 282 52 36 6.8 158 30
VAN Q= RS =15y 19 1.3 2.3 0.2 6.9 0.5
F7rEDVL 2.5 0.2 1.5 0.1 3.2 0.2
7T R 0.04 0.05 0.04 0.06 0.06 0.09

a) FEBRESTESPEITRERAZ O, J72bH 10M (M=pAs2 3T pKy (FIZAR. JRIEDH DI
BEE =5 —pA: (FEH D WITKENR) ) ICk DR LE,

4) RENEIZHT HER (Ty k. 4X)
O 7 ==L 7V UFRRENE LA ROMECKT 2R (F v ) 10

JREEF D SD RHEMET » M a1 FIIEEETHD 7 ==L 7 U U2 REREIR & 0 #%5- L. BiSEIRES R IE Y
JED ER- UREPAZEDIEE) 28I LTz, a1 EEEA 7 =17 ) V50 5 RN RKIRFFIRE Y
BEL, 7=V 7V UERRENE LRI 2 MEIEH A MG Uiz, £72, BT O BIERZ v
T, & a1 EWEEO M EIT kT 5 R EBE R LTz,

ZORER, vr RUVEMER TEREZ TR T LY IROVHET, 7= 7 U X DRI RIEN
£ EFZRIREICIHI U=, £72, RENE EFIZRHT 20E1ER & ER FEM & ol (ED15/IDso)
D FERBERINEA BN L2 2 A, va RO FEREERIEIZ 1175 Tho T,

JIZ L7 UFERRERELERVMEICHS HER (BRAES)

BLXETUEEE
(%) (%) (%) (%)
100 100 100 — 100
oo 807 | ee 00807 | ee
® 60 O g 90
w & oy ow % B
" 40 — f af 40 — fi
Ji — 80 £ E — 80 i
20 L 20 L
0 ——rrrm—rr—rTRs P 70 0 T 70
0.01 0.1 1 10 100 1,000 0.01 0.1 1 10 100 1, 000
(1g/kg, i.v. kg, i. v.
BhR ung/kg,i.v.) - (ng/kg,i.v.)

O—=0 JRIEWNIE FH A A GAIO7 2= 7V R RENE EFOTVEE100%E LT,
—® 1M [E . & JEAN R G- SE A i E O S B iEA100% E LTz,
Mean®SE n=4~5

TEREGERE (FIRARE)

5 JRIENIE E5- SRR I+ T PR B R R M
IDso(ug kg)® | EDis(ug kg | (ED1sIDs0)
va Ry v 0.932 10.9 11.7
Hh ATy ot 0.400 0.895 2.24

Mean n=5

a) IDsof : JREWIE EFH %2 50%MH] 92 H &
b) EDis Ml : “EHIMEE 15%IE TS5 HE



VI RS ARBLIZ B3 5 H

© TIEFRREAIEEE FERENE ER L O EICx T 2/ (4 %) 1112
BRI N OREME & — 7V RO FREARRE (RIS IRINHE & 7] 2 23 AHR) 2 BRI L Calse L 7o Bz R
BENE LA &R MEOELEBIEE LTz, & o WS Z AR OFFIR (BRI EAR) 25 30 43 2 i
Peh U, FHEMBARLIC X 2 IRIENIE EH RO EIS k9 5 88 % g L7z,
ZORER, v RUUEMER TEREZ R T L0 SIROCHET, FEMROESHNRIC X 5 Rl ISR
BEWNE LA 28 IRAICEl Lz, 72, FERESRRME (EDws/IDso) ZHHLIZEZA, v Ry vd
THE PR ESRIEIL 237 5 TH o T,

TE#ZRBFARENELERVMLEICHT HER (FBRAKS)

GLAETUEEE
(%) (%) (%) (%)
100 — —100 100 — — 100
80 — 90 80— %
O=O = OO o
- 80 — 80
60 S A N
A c0 2R —0 i
FE 40 i E E 40— B FE
= ~ 60 L — 60
i L 7 L
20 L 50 20— 50
0 e — 40 0 T T e 40
0.1 1 10 100 1, 000 0.1 1 10 100 1, 000
(1g/kg,i.v.) (ng/kg,i.v.)
®kE5& k58

OO JRIEWIE L5, 4 FEFHI$ - 0 0> HEAH R A % 36 IR N E B 5F- 0 A 100% & LT,
— LY £ | 4% FEF B pij o0 i £ O I EAZ100% E LT,

Mean®=SE n=4~5

KM #%3000 M CROR UG E RUTEA L=,

TEREGERE (FIRARE)

| JRIEANE b5 SRR I+ T PR B R R M
IDs0(ug, kg)® | ED1s(ug, kg (ED15,1Ds0)
va Rvv 1.86 440 237"
Z KA R 0.908 0.837 1.21

Mean n=4~5

a) IDsofl : JRIENIE L% 50%80i#9 2 A&

b) EDisfiff : SFHIMEE 15% K F S8 5 &

* 1 p<0.05 X LAAu L EBRERGE L ORI O Aspin-Welch @ t #7E (IR E)

5) AIMIRIBRETILIZHT B4R (v k) B
SD REEMET v MIHERALEY (TAMAT R KHOT A T V4 —)V) & AEHRG LT, B RERE
TNEERI U7z, BRFE FISCTREBENICHI A L7e = 2 — b X0 ARl 2 Figiid A (8.6mL/hr) L, &
PREFOIETEBN DRI EUC AT 2 B AR LTz, vu Ry v b L2 OREE GHIEE) 13 RBRERR

Foh Lz,

ZFORER, v u R 03 0.01mg/kg LA EDOEIRNTER 512X 0 |

ORI U 7 MR i 2 i L7,



VI LRI B9 5

()ERRIRER - FrithFf

BEENERAROUIERICE I SR FRRARS)

(%)

200 J

150
B
&
Ej
B
BE 100 -
1%
# * .
£

50 -

poyicch::d 0.001 0.01 0.1 (mg/kg.i.v.)
ARy

Mean+SE n=8~10
RIh DB, VR O Ty O 5 Ri#EA100LU7= K (%)
* 1 p<0.05 Dunnett®D% H LB E (MHIRE, W HHEL D L)

<JREANE EFIEWEROFRRE (7 b)) >19

SD SRHEMET > MK o EBWRER AR OG- L, & 51% 12, 18 KON 24 BRI FIZ T a1 R THH 7
=L 7 ) U KEEERARE 0 %5 L. BISZIRESIRENIED EFZHIE L, & o EREROMEREeE 2 858 L
72 FOFER. v a R 0T 0.1 mglkg TG 12 B, 1 mg/kg Tl 18 B, 3 mg/kg Tl 24 W F
TRBEEC L C 7 ==L 7 U UEERIRENIE A2 GBI L,

J1 L7 UERRERNE LS ERDOERSE

<°mH23%> AVEDHE 5 % 12850 <cmH2300) AMEOIES % 12850
E 2 E 2
A 2]
E IE *
§ 10 §10 *
% .
0 71
WER# 003 01 03 1 3 @A 003 01 03 1 3
20 KY Y (mgkg, p.o.) 8 LR 0 EEE (mg/kg, p.o.)
() B) et s B () B) 518 B
R 174 P *
& 20 * 20 ?
2] A /
3 E ’
£ x =10 ’
F+ F ’
0 - 0
*TEBE 003 01 03 1 3 *HEEF 003 01 03 1 3
>0 Ry Y (mgkg, p.o.) A LZAAY EEEE (mg/kg, p.o.)
(emH,0) C) BO#H 51424 FA (emH,0) C) BO#5#24 FhA
30 30
R 73
E 20 E 20
N x« A
E E
L0 L 10
F+ F
0 0 .
E# 003 01 03 1 3 @R 003 01 03 1 3
<\ FY 2 (mgkg, p.o.) 2 LARL VIS (mg/kg, p.o.)
Mean—+SE n=8

#: p<0.05 % BBIEL D RADWilliams D% B ek & (il E)
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VIl. EYEREICET 5EHE

1. MAPREDHR
()RELEEMGILTEE
MR L
QEERFABRTHRRAIN-OPRE
1) EYFHREMERR (. hTtL) ¥
RN B (20~857%) 27 Fllc, 7 mAA—/N—EICL Y, v Ry dmg BEXTIH 7 EBLV) &7%E
JERFICH R AORG Lo &, kmldET o @ (Cmax) (% 29.309 &1 28.919ng/mL, ifi 4
FRR EERERT d AR P A (AUCo4she) 1% 122.91 &Y 125.44ng-hr/mL CT& > 72, AUCo-48nr & Y Cmax D%
fEEME D D 90% 5 X IZZ 24 0.92936~1.05133 & T* 0.91528~1.16615 T 0 EWFAIZ[FH
FTHD LR INT, ek, MBETRZGIRREITRIKZ v~ 7T 7 4 —THIE LTz,

BEEZEOKRER (4mg EXEHTRIL) ) omEPI Oy ViREKER (ZEF)

(ng/mL)
40 —

—o 4mgfE

% O—0 4mgh 7t )V

i 30 —

g

a

K 20 —

N

>

10 -

13

0 | | o
0 4 8 12 16 20 24 (hr)

LS|
CEHE+SD) n=27 (12hr % T* 24hr (25Tl 26 #i)

R A BHICZERER 4mg (JEXITH TEIL) BERSEHOEYEEE/NF A —4

Cmax AUCo-a8m® Tmax tie

(ng/mL) (ng * hr/mL) (hr) (hr)
4mg HE 29.309+13.856 122.91139.34 0.89+0.66 5.772+3.417
4mg 1 7V 28.919+14.685 125.44+40.05 1.30%=0.89 5.850£t3.963

(n=27. THfE+SD)
a) 27 Bl 1 BlOBEBRE >V Tt AUCo10m 2 AUCo-asnr & L THER

FERE : AAIO KIS AT B MR OFIRIE T, ARS8 Foo 2 LT LM dng % 1A 2 FE18 I 1
b5, fE, SR U CEERET 5. Th b,

2) EYFMEFHEAER (. OD f2) 19
v K 4mgOD §& OK7e LUIKTIRA) &vm Ry dmg $8 (BEMERLA], K CHIRA) %27 v 24—
Nzl ZnZhE 18 (S u Ry v b LT dmg) MR B ICH AP O&E LT, migdhs
B R UREZE L TR LN EIRE T A —4% (AUCo4snr. Cmax) 122V T, 90%(EHEX HIEIC
THERHENT 24T o 745 5L, 10g(0.8)~1og(1.25) DEEFANTH v . Wikl DA FHY R FPEA HERR S Tz,
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fRERAA BEIZZEMERF 4mg OD §& (K% L THRA) X(d 4mg & (K THRA)
BEEEROEVEE/S A -4

e . Cmax AUCo-48hr Tmax tie
S X J
HAln Uik (ng/mL) (ng * hr/mL) (hr) (hr)
4mgOD $& (K72 L CARA) 31.568£21.57 126.73+t44.54 1.46%0.88 6.60*3.64
4mg 2 (K TARA) 27.25+7.70 115.08£33.72 1.18£1.00 6.411+2.66

(n=25, F¥JfE+SD)

fRERAA BHEIZZEMERF 4mg OD § (K% L THRA) XId 4mg & (K THRA)
HEKSRHOmEFL O R VREHER

| —e-4mg OD#it —-O-4mg#E |

miFhs AR 2RE (ng/mL)
3 & 8 B 8 & & &

(3]

O

0 4 8 12 16 20 32 36 40 44 48
(n=25, Fi#HfE +SD)

24 28
¥R (hr)

A A\ BT ZERERF 4mg OD 8 K THRA) XIX 4mg f& OKTHRA)
BEEZSEHROEVEE/S A -4

. N Cmax AUCo-48nr Tmax tue
FAla () (ng/mL) (ng * hr/mL) (hr) (hr)
4mgOD #& UK THRHD) 24.90+12.02 121.31t52.25 1.04+0.88 7.02+2.54

4mg HE UK THRA) 26.311+13.88 123.46+53.39 1.54+1.33 6.02+2.39

(=27, F¥JfiE=SD)

A BT ZERER: 4mg OD §8 (K THRA) XI%4mg f& (K THRA)
HEESROmMEHRS O MY VIREHRS

| —e-4mg OD#i& —O—4mg# |

w
(5

w
o

n
o

mihs O R Y > BE (ng/mL)
& B

-
o

0
0 4 8 12 16 20 28 32 44

36 40 48
(n=27, & +SD)

24
B¥ (hr)

HEE  AFIOARIN T HELKOCHERT M@, RAIZIEe R & LT 1R 4ng 2 1 H 2 BIRIY %ISR D
Bh5+25, kB, ERIOSCTEERET S.] Tho,
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3) HEREGROEMERE (BERA. ZiRE) 317
e AN B (20~29 %) 12, v K> 0.5mg 705 12mg (7 &) ZZEfEREICHERERR 08 E L7
LEL MET Yo Ry BB REOHINICHE S T ER L, Cmax KO AUCo3fEMEE2 R LT-, £
7o, B AR IR EERERE] (Tmax) 1% 0.9~2.3 Bl CTod 0 | I (tie) 1 3.0~6.5 K] Td >
770

HORORSHOENBE/ NS A —F (EER)

" Cmax AUCo-» Tmax te

(mg) (ng/mL) (ng-hr/mL) (hr) (hr)
0.5 3.9+2.7 18.1+9.1 1.6E£1.7 3.1+1.3
1 5.5+2.3 25.2+6.3 1.6£1.7 4.2+4.0
1.5 10.3%+3.9 47.6+t15.6 0.9+0.4 3.1+1.1
2 12.1+3.9 57.4%£21.7 1.3%+0.9 3.0t1.4
2.5 20.6%+6.0 97.8+25.7 1.3%+1.0 6.56+t2.3
32.1£8.3 112.4+13.9 1.4+1.8 4.7+2.7
59.3%£17.5 321.9+75.9 2.3+1.7 4.5+0.4
12 136.4+53.8 552.0£101.6 2.1+1.7 4.9+0.7

(n=6, “F#JfE+=SD)

vr Ry 2mg T dmg (W 7)) ZHERAOKE L L EomfEfom Mo REHERIT TRIIR
TLBY Thole, b, MEETREMKREITHIA o~ b 7T 7 4 —THE LI,

fRERRA BHEICZEER 2mg X (& 4mg BERIFBEROMEH S O M2 VIREER

40t

30

—4-2mg -m-4mg

g0 FYViRE (ng/mL)

4 8

12 16 20 24
BEE (hr)

(n=6, F¥JfE+SD)

HEE : AAIOAR STV B O RIE Dl% . Ay e For e LT 1 4mg % 1 H 2 F#14 RH%ICHEA
545, ok, IERICS L CHERET S, Thb,



- Y EhREIC B D IEE

4) BERSROXMERE (BERA. BR) Y
e AN BE (20~28 %) 1142, 12 Ry > dmg (B 7 kL) Z2RBGICHEROKEE L L &,
RV R OER Y OIEMENE ST A —H T FRO LB ThoTz,

FoRBDOEYEE/NS A —4 (B, BERS)

Cmax AUCo-48hr Tmax tie

(ng/mL) (ng-hr/mL) (hr) (hr)
D=1 N 23.0+10.8 | 128.8+65.7 2.1+0.7 6.0+4.8
7 v ERAeR (KMD-3213-G) | 21.6£6.7 450.2+216.3 5.6+1.9 | 13.0+4.7
fe{bA#Y (KMD-3293) 17.1+5.9 185.6+96.4 3.7+t1.6 7.614.0

(n=11. E¥E+SD)

5) REZRGHOEYEE (BERA. BH%)17
TR B (20~25 %) (23 m Ry v (7 EL) 1E4mg 2 1 H 2H 7 ARKERAOES 1 HH
FOVTHHIZ 1A 1EEEER 30 2%, 2~6 A HIZ1 A 2 [EHEKLOYEEE 830 5%) Lol X, i
B o U UBREETER S 3 BRICIIERIRIBICE L, 2k, PIERG L0 RBER (BAEZR 0 ME
% OEFIRAERE Cmax/P)E e H-KF Cmax) X 115 TH Y, K ERBEE 22 EREITIZE AL LN ES
ZHNT, R, MR RECRREILRA a~ T 7 0 —THIE LTz,

REZORSHOMEBELS O RS VREHRE (BR)

(ng/mL)
45
—e 1HH
40 0—0 7HA
% 35
EFI 30
2 i
llil 25
3 20 —
‘/ i
B 15
B 10 —
5 —
—&
0 | \
0 6 12 18 24 (hr)
ke [

(n=5, F#¥fE+SD)

REROKEHOEVBE/ NS A -4 (BER)

Wl A Cmax AUCo-» Tmax te

g (ng/mL) (ng*hr/mL) (hr) (hr)

1HH 26.8+9.2 143.9+57.1 2.2+0.5 6.91+3.1

7HH 31.5£8.8 186.7+67.22 2.0+0.0 10.4%+3.9
(28.7+17.6) (134.3+39.0) (2.0£0.0) (10.4+4.6)

(n=5, F¥¥)fE+=SD)
ORNDOEIZ6 HE ETORAERVBELZEZLFIWEREHBEO G ONZHERER LT,
a) 7 A Bl AUCo-48hr
6) NEADEYENRE »
A B GHEAN) [Zvm R 7T eV ERBICRAOEEG LR, BRANOIEYERET v ~7 7 A
NWEFERI LR R AR L, EWEREIC KX R NFEZAITGRD b2 o7,



VIL_ EYEhfelc B9 5 HH

(3)HEE
BRI L
GBRE-HAXOEZE
1) BEOE 17
BERER A BPE 11 6] (20~28 %) (2. vm R v dmg (W7 &/V) Z R 30 73 XITZAZEREC AR O #
H L&, BREGROEEREE CENEI, Cmax 13 23.0 LT 28.0ng/mL, AUCo-ssn: 1% 128.8 K&
N 135.9ng-hr/mL, Tmax (% 2.1 O 1.4 BFfE], tuz (X 6.0 O 4.7 I CTH - 7,

BREUVZEERICESTSERROKRERHOMEF L O N VIREHR

(ng/mL)
45
o—0 &4
—eo ZffilkF
1l
%E 30 |
¥
jmi
i
ié 15
I
0 T T 7 T Y o—
024628 12 24 48 (hr)

B fE
(n=11, *F#fE+SD)

BRRUVZEERICETSEREOKRSHOEYERE/ NS A -4

Beh404 Cmax (ng/mL) AUCo4str Tmax (hr) tuz (hr)
(ng*hr/mL)

Bt 23.0+10.8 128.8+64.1 2.1+0.7 6.01t4.8

Ze g 28.0+9.6 135.9+55.4 1.4+1.1 4.7+3.7

(n=11. E¥E+SD)

HE AR OKR SN TS HEKOHET TEE, RAIZIEye R E LTl E4mg 2 1 B 2 [BIES &% IR
B35, 2B, ERISCTCHEHERET 5,] THD,

2) FRAEDEE : 7 b3V —LRUOOITX L UHAROEYEIRE 10
Q7 baFy—i @OA - ERARFER) I

<HEAT—4E2>
B A B UEA - 20~45 %) 16 B1C #%3T7~W2%mg%lﬁlﬁ4ﬁﬁwﬂ§ﬁb
2HEIZYE R >dmg (7 kL) ZHEEIROKES LESGE. PO 2 RO Cmax KT

AU%mm\VDPyyﬁwﬁﬁﬁtw&f%n%MSﬂ%&w29%:%MLKO

@ vaxT P
<HEAT—%2>
TEFERR N B OMEA 1 20~425%) 16 #lc>1 K2 8mg (dmg W 7 &% 1 H 2 EREO&KE) &
X 0.25mg (1 A 1 [EEAHKSE) % 8 AP L72GE. v r Ry iy ask v odEyEiieic
WL RIES ol

HE  AKIOERISN TS AEROCHET B, RAICIZY e R 2 LT 1 4mg 2 1 B 2 BIE1Y &1%IC
BHT 5, B, RIS C CEETHET S, | Tha,
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2. EMEERBINT A —4

(DR AE
Jray =k A2 NET VTN LT,

(2) W% IR IR [ 7E 3K
M ERR L

R)HKREEH 19
fEFER A BME (20~28 %) 2. 1 Ry > dmg (BE. W7 &N) 2RNOFKG Lz L ZOWEKRETHKIIEN
Z1 0.15 XX 0.16/hr T - 7=,

@GOV TSURW
RN B (20~28 7%) 11 fillZ, v R U3k 2mg &F) % 4 FFREIRNATR &S L TR 722y
7 VT 7 A CESE SR E) 1% 167.0£33.8mL/min Th -7z,

(5) SLRFE
BEFERE A BT (20~28 5%) 11 Hll2, vm R IR (2mg BF) % 4 REHIFEARAAREE S L TR 72510
AR CEYIE YR 13 49.5+17.3L Tho 7=,

(6)Z D1tk
MM ERR L

3. BEH (REaL—3>) @
W 2iwab~
Ay =R AL NET VTR LT,
QT A — A EHER
BISZRRAE KSE (Z# 5 HFFRIEE B E TOERYBRE 2020
RISERRAE RSE (S PE O HERIEEREZ ICr Ry v (7)) % 1E 4mg, 1 H 28, 52 BE® G 5 K5
GBI T D R I BRI S EhREfRT (268 1)) DOFER. EFIKERFO G- 2 KEE#% KON 12 K% O
%ﬁm%$VHPvV%W($Wm+Sm IZFNZh 24.8+8.0ng/mL } (O 7.4+3.3ng/mL TdH -7,
ey RO U REICKTT DEBERICOWTHRF LIEMRER, e R o2 V7 7 0 A3RE, EW
CRP, ALT (GPT) KOMLIEZ VT F=I2 K-> T, SMAAREIIAE, Fh. CRP XU ALT (GPT) |
THELZ=ZITLZ &#Tﬂéhto_h%®%§l¥@5%\Mﬂ(mW)Kowf\ymPyy@mﬁ
HIREICKTT D ENRRENWT LRSI, ALT (GPT) @ E5 (23—83IU/ML) ICkvvmr Ryvmz Y
T T v AR OGMBERITZ LK 47% KUK 27% 18K T % alREMED RIR S L7z,

4. | 4R

MNAFTRAZEY T 1419
BERERRA BT (20~28 5%) 11 Hllc, vm R UK (2mg &) % 4 REHFEARAAREE G X0y r Ro v
dmg (I 7)) ZHEEREAOKRG L0 0 R oD AUCh-BEB LTINS T T A S5 F 1 (F
Bl IR 2E) 15 32.2E11.83% Th o 7=,

Q)RUNEL<BE : Ty >
[14C) ik v R v (Imglkg) %7 > FOMHLESEONL—TNIZE G- L, &5 4 %S LV—7N
VZFRATT D I RE A I E L7z,
H. + 8B ZEEOEBLV—7I23ZENE 91.0%, 16.8%. 31.1% KT 24.5% D FSHENFET L Tk
0. vu RANMBEENSRIN S, B2 6 0RIIIERWEZ 2 b,



VIL_ EYEhfelc B9 5 HH

QRRIRELSE : Ty F>2
HEVEZ » M2 TUC) iRk v R (Imglkg) Zik 0 R OFHIRN S G- L7z & & o Mg P i sE iR £ o AUCo--
R DRI Uik 28% Th - 7=,

GERRER<3%E : v t>?
7 v MZ T4C) 5k v v (Imgkg) ZHEFRRO#FG L TEH LR 2, & D =2 — L& L7253
DZ v hO+ THRIBNICE S Lz, #5EED 15.9% & O 11.8% 08 Z U IRH & OYR R HE S -
ZEDG, BRI X D BWRICGRIZMAA &R TFHEE ORI TH D 27.7% L B 2 b,

. h
(1) 5% — iz BE P9 @ a8 14
<HE: Ty >
[4C) > 1 K v (Img/kg) %7 v MIHERE OGS Uiz & & ORM, N OFF §f O RE I B (X
BERRIE X VIR . PR R ~OBITIHEIIRN EEZ 2 b,
(2)Mi% — BA BE AP @@t
M ERR L
QR)ET~DBITH
MM ERR L
G EERA~DBITHE
M ERR L
(B)Z DD~ DT
<HEZ: Ty >
[4C) ik m N (Img/kg) ZMEMET v MCHEEROKRE Lz L &0, Klfds « MikT o B ae iR X
TEROLBY ThoT,

Ml FEo 0 P U EEENRSHOMREES - PR RRE

JE At HEIR E (ng eq./g or mL)
s - 4Lk

0.5hr 4hr 24hr 72hr 168hr
ik 26.4+16.6 45.9+5.2 5.5+1.8 2.3+0.1 N.D.
IiIR7E:4 17.7+11.4 33.1+4.5 3.5+0.8 2.5+0.4 N.D.
K 4.3+2.5 10.5+1.3 N.D. N.D. N.D.
/1NN 4.2+2.2 10.0+£1.5 0.910.3 0.7+0.3 N.D.
FHE 3.2+1.3 8.2+1.7 N.D. N.D. N.D.
TR 33.0+18.0 288.4+111.7 33.736.7 N.D. N.D.
AR ER 6.1+3.7 26.9+7.1 2.8+0.2 0.8+0.4 0.9+0.1
N 20.1+8.2 127.9+37.1 18.5+4.5 3.5+1.0 3.7+1.5
R 32.9+14.4 112.6%+21.9 N.D. N.D. N.D.
RE 9.9+6.4 43.3+2.5 N.D. N.D. N.D.
R 38.2+18.2 133.8+29.7 7.4+1.8 2.9+0.6 2.310.6
i i 9.6+5.6 29.6+5.3 3.8+0.9 2.8+0.5 2.1+0.6
R 42.5+26.4 140.6+25.6 4.1+1.0 2.3+0.6 2.6+0.2
Jifi 56.0+27.2 197.3+13.1 10.2+1.2 3.8+0.5 2.6+0.2
JiT ik 551.8+291.9 1791.6+454.2 108.6+23.2 47.8+9.3 33.9+8.2




VIL_ Y Ehielc B4 5 IH H

. JE At HEIR E (ng eq./g or mL)
s - 4Lk

0.5hr 4hr 24hr 72hr 168hr
5 ik 193.7+128.0 463.4+37.3 14.3+5.8 7.1+0.1 6.210.8
I 43.7+26.9 151.6+39.2 6.4+2.3 N.D. N.D.
e ik 37.8+23.5 113.3+13.7 9.8+7.4 3.4+0.5 41105
e Nt 55.2+33.0 332.7+140.8 5.3+1.0 2.9+0.5 2.7+0.3
(BRI 6.8+5.0 24.9+9.7 1.8£0.3 1.6£0.5 1.4+0.2
et fg 27.9+16.5 175.0+84.8 6.6+1.1 4.4%+0.6 49+1.3
A 12.2+7.7 44.5+10.1 1.8£0.3 1.1£0.3 1.8+0.4
3 11.2+6.4 37.1+17.8 5.410.2 3.010.3 3.610.6
g 21.6+14.1 83.5+18.3 9.1+2.8 4.2+0.6 N.D.
Bk 112.2+67.8 42.3+3.6 N.D. 3.3+1.4 3.9+0.7
RN 44.8+21.5 132.6+40.7 4.9+1.4 2.5+0.7 2.1+0.7
B 2.9+1.8 11.9+3.3 4.7+0.4 3.11t0.5 3.7+0.4
FEE IR 7.0+4.6 24.2+5.9 6.2+1.1 2.3+0.4 1.9+0.4
EIRYA, 27.1+20.4 49.6+12.9 5.0+1.5 2.5+0.5 1.4+0.2
L) et 10.0+6.4 32.7+12.4 7.310.3 3.610.2 2.6+0.8
JBE I 143.6+49.6 357.3+34.6 7.5+3.4 N.D. N.D.
H 2326.1£1601.8 | 278.094.0 6.4+1.2 4.3+0.2 2.910.3
/N 6427.9+3310.2 | 4971.9+4051.5 24.3+8.1 4.8+1.2 2.0+0.7
K 32.6+11.3 322.7+160.9 43.0+7.9 3.6+0.8 2.3+0.2

7 =2 FHIEESD 2R, N.D. : # RS AR

(6)MIEBEFEAE 17
B RIES oS KT DA I 95.6% (100ng/mL WRIINE | RAMIIIE) Tholto. 2B, ERKEA S
VRIT o EEMERE 2 L Tdh o 7= (in vitro) .



VIL_ EYEhfelc B9 5 HH

6. £t
(1) BER L R ML R 17
u R OERRBESMIITHTH Y, & LTT Aa—ABiKEREEZ LT VT b FiK#ERESE, UDP-
INr o o BEEBER KO CYP3A4 (2 X RS, b MfsER o E2R8mE 7 v AR
(KMD-3213-G) KUk (KMD-3293) Th o7z,

0 FY U OHEE B

& = Q
P TKOVCQ?H /\\/ \< NH2
SN0 ek E N H Chs NH

KMD-3310 CYP3A4  CYP3A4 KMD-3289

@ ’\/N o
. H\fﬂ\% CYP3A4 Ej\ e
C;\H/] | FeC \/0 H CHs ‘ N/\/com
H

KMD-3213-G KoH H>i l

HOH

NHz
FaC H CHa

KMD- 3241
(UDP-GT) (ADH,”ALDH)

Gag Gaigede

KMD-3293

Hom H oHs L N~ com
\= COzH
H Q0
KMD-3241-G HOKSH H>iH KMD-3295
H OH

KMD-3213-G : KMD-32137 v oaBia stk

KMD-3241-G : KMD-32412 L 2vr s a stk

UDP-GT : UDP-Z Ao st B (4 T UGT2B7)
ADH./ALDH : 7 a— LBk RRER K U7 L Fe R RBER
KMD-32410 6D EHEE I HEE

QQKBIE5 T 58E (CYPEH) OHFE. 55X
vua Ryt FEe LTV a— U BkB#EZER T VT b RBKkERESE (ADH/ALDH) . UDP-7 v 7 v
MRisREE (UGT2B7) . 7 k71— P450 3A4 (CYP3A4) 2k W fR#sh 5,
QRHEEENROEERUVZDEE D
va Rvroey (K 777 AF, b hOFMEEDR 20%FfE TH Y | FiRicBiF27 147
U7 4138 80% LHEE SN, "AFT ATV T 415322% Thotzc, ZORKELT, ¥r Ky
ORHITIT CYP3AL KON P-HEX L XV OB ENRE 2 Hid Z &b WLE TOYIELRIE RO R 523K
TNeE IO,



VIL_ Y Ehielc B4 5 IH H

@GRBEYMOEEDOERERRVEMRL., FHELE
<HBEAT—E2>
fEEES M (FMEIA 0 19~385%) 6 fillc, [14C) fEik> v Ko v 8mg (FIK) Z#HERR DL Lz L &, M
o RE AUCo12ne ICXT L C, RO m Koo v Ryvro 7 s a Uigfasaid (KMD-3213-G)
KOG (KMD-3293) @ AUCo12ne 1%, £30E4 24.0, 21.9 XX 34.9% ThH -7, £ DO
DEIEIZ, WTILh 5% FTholz,

<BZE :invitro>?d

t bar ZBFEEY T2 A7 (a1a, aaB. ap ZHK) 2N EFNRE Sz~ 7 2A#H3kO LM(tk-)ffE D5y
\A2HAWT, [BH) R 7 v o B EY Ao RE LTEEBRERZERL, a2 Koo ha
VZBREEY T XA IR D230 U, SR (a1a/ s b X QR aia/ ap tb) ZBEH L7z, ZOHEE,
vua Ry roZ s e f@giaais (KMD-3213-G) &N KMD-3293 & & APEIHK< . ZihitkizznEny
g RO 1/8 KN 1/42 LM LK -T2,

01 RERY T2 4 TITHT 2R BIYMOHEMME

. pIi A o R
Al
wASZHEE | aBZAEKR | ap AR | aa aiB aip (ﬁrﬁz (ﬁ]l)AJ;/t

KMD-3213-G® | 9.50+0.03 | 6.53+0.10 | 7.09+0.06 1/8 1/46 1/37 933 257
KMD-3293 8.78+0.03 | 6.97£0.02 | 7.13£0.04 1/42 1/17 1/34 64.6 44.7
KMD-3310 <5.0 <5.0 <5.0 N.D. N.D. N.D. N.D. N.D.
KMD-32419 10.5+t0.05 | 8.56+0.01 | 9.16+0.08 1.3 2.3 3.2 87.1 21.9
KMD-3289 10.2+0.02 | 8.92+£0.01 | 8.87£0.02 1/2 5.4 1.6 19.1 21.4

pKiff : ‘F¥IfE+ESD, n=3 N.D.: HH&F

a) ZIZ KMD-3213 (va Ry ) 21 & L EMERT, 20770 10M (M=pKi (#5RIE) —pKi
(KMD-3213) ) IZL VW EH L,

b) V7 XA TR (a1a/ a1t E R a1a/ e b)) (HREREZ O, 77205 10M (M=pKi («1a) —pKi
(es®HDWTan) ) ITLVEHLE,

¢ KMD-3213 7V 7 v VA A Na %

d) KMD-3241 3 = 7 EgH

<BE:FvL>

7 v MRV TR 2B FISZRA~OBATIE (RIS BAERE TR & M TIREDOL) ZREtLzL 2A, &

n R ORINIREATIEEZ 1 L LeGa 07 v 7 v UG (KMD-3213-G) OBATHITN 1/10 (4 FFH]

FiftiEA$R) Th oz,

b MZBT D EERBY O an TAEKRITH T 2B ML ORISZRBITHE D, Zv 7 v U BRia Ik
(KMD-3213-G) M OER{LA#H (KMD-3293) 1> v Ry v OEPEMAREIUCKIETHENMENEEZ S

nrz,

EE  AAOARBRIN T HEROCHET @, AEye Ky LT 1R 4mg % 1 B 2 BRI A% O#

59 %, B, ERIOECTEHERRES 5, | THD,



VIL_ EYEhfelc B9 5 HH

7.8 it

(1) BER BB R R RR ®
b TR R OEP IS D,

(2)8Eitt 2 17
B (65~75 5%) 12 B KR OFEGER B (21~315%) 9 Fllc 7 K> dmg (7 L) ZHlRER 30
DRICHERR ARG LT & & O 5% 48 FFH £ TORT RERE RIS, FEEE TEEIREbIK
N 23 KO 24%, v RyrorZnrs oo giaaik (KMD-3213-G) 23 1.6 KT 1.8%., by
(KMD-3293) 7% 4.5 K10 4.9% CThH -7,
<HBEAT—E2>1
TEFEEME (SMEA : 19~38 %) 6 #illc [14C) FEiks 1 R v 8mg (AIR) AHEROBE L& %, B5%
240 FE £ Tz, G HHHED 33.5% 3R, 54.9% M FEH I X7z,

R AMOAKBSHTOLAELOMAREE DEF, JACEy e R LT 1A 4mg % 1 H 2 [BI94 &% 0%
59 %, b, ERIDSC THEHERET 5. | THD.

()bt
AR L

8. FTUVARAR—E—IZEAT B1ER
va RV PHEEAEORE CTH D 2,

0. BHFIk BREE
LR L

10 ENEREHTHES
(NBHEEETEICE T 2EYENRE 317

BHSREIR T (L7 F=0 2707 TR 27~49mL/min, 53~72 i%) 6 Bl OBEELESE (7 L7 F
=7 V77 A :125~176mL/min, 21~46 %) 7HIZ 7 R > dmg (W7 &/V) % Z2fEIFIC HEIRR 1
FehH L7zl &, BEERTE CIBHMELTTHICHAT, v u Ry romEhREmigEo ERRED R
7= (Cmax3.1 {5, AUCo-«3.2 %) . Z OMIEFHRIEIRIE O EFILMIER o B2 L7 bz Xy
FEEIC R 2 TREMEZ & 0 | MSE PR SRR BE & (i3 T o -RMERE & L X 7 IREE ORI VAHBEASER D B LT,
B, v Ry OEHRORIERARBUCEBER G T2 LB 12 o2 MEPHEEEH T 7 RV RED ES
ITRIEIRE LV /NS5 72 (Cmax1.5 %, AUCo--2.0 5) . 723, M R 3k 7 o~ k2
Z 7 4 —TCHIE L7z,



VLY Ehie!

R4S EH

BHEETERVEREEEEICS T AMEHRI O MY URE

(ng/mL)

120

BEVCTOUEER

O—O BRI TH
—e EiMREIEHE

i

48 (hr)

EHAEEETERUVBERELEEICTZIEE dmg BRIREBOEMEE/ NS A —4

Cmax AUCo-» Tmax tie

(ng/mL) (ng * hr/mL) (hr) (hr)
el 72.22+44.12 305.76+115.38 0.67+0.26 7.55+1.50
BHMREETH (1.48+1.30) (6.34+3.43) (0.83+0.26) (8.71+3.94)
B TE 21.51+8.52 94.75141.28 0.86+0.56 3.94+1.57
¥ (0.71£0.13) (2.96+1.09) (0.86%0.56) (4.39£1.34)

(F¥IfE+=SD)

() NoEFmERIEEEH 0 P

a-BEERER VNV IRE L

miEpo ke

S E-o
L.

2= E D Cmax & AUCo-- & DR

(ng/mL) (ng-hr/mL)

1,000 1,000
3 r=0.871 3 r=0.953
] ] Q)
4 J %

® o
o K3
Cmax 1004 AUCo-» 100 @
3 o © 3 O¢g
J [ J 7 o O
] o ® i
i ° J
4 88§ J
O
10— © ; 10 T T T

120(mg/dl) 0 30 60 90
Q- BRYENES 1N IREE

0 30 60 90 120(mg./dL)
-BRMERES S 1N RE

o BHEEK T (n=6) OEMRIERE (n=7)

Q)EREICHEIT5ENEE (BE) 17

%%%ﬁ(%wwm)m@WU#%W%T(m~mﬁ®9w:vvaymm(ﬁ7tw)%ﬁﬁ%ﬁ%
\CHER O %G L2 & & &l B0 Tl Tmax 1% 2.5 BEREL, tuz 13 10.5 Bl CTH -7, @ BMEICE T 5
/ﬂ%//®£%@ VRIS R & B L CH B REWIIRD bR o Tz, ks, MR b A
iRk v~ 777 4 —CTHIE LT,

d\



VIL_ EYEhfelc B9 5 HH

11.Z D1t
B R L

SHBMERVESRBEICEFIMERS D PO VREHRE (B, BEKE)

(ng/mL)
30
O=O Filh Bk
o—o J:Elh A M

25—
%
EP 20
2
SR
F 15
S
< _
i 10
B

5 —{
'@
0 — T \ @
0 6 12 18 24 30 36 42 48 (hr)
ke

(CE¥IfE+SD)

SHEURVESHBEICE TSER 4ng ERBRERKOENHE/NS A —4

BRI ) | (o - L) ey ()
Rl 1 21.8+11.6 142.4+54.7 2.5+1.4 10.5+4.0
(n=12)
#ffifﬁz 20.5+6.5 121.5+38.1 2.3+0.5 8.7+3.1
(VH/{i=SD)




VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ERNREFTNDER
EIN Ty

Rl

tEARLETOER

CEE (ROBHEICIFERELEWNWIE)

AFN DR LIRBUE DB ERE D & 5 B

fiEER

R EEEHE LCRE L,

2O & D I BE TILEEUEN T D NS 2 DD 720 RAIO AT L 2 EEUE ORI L7 B
Wi, ARG E2RT D2 L,

N
R

3. MEERIIMRICEES HFE L ENER
(V2 HEERITHRICEET HFE] 1

4. BERUVAEICEET 5FE L ZTDEH
BEIHTHRWN

5. EELEXRMIRE LT DER

8. EELERNMEE

8.1 AANIFNER ORBLENE < FHEAZEIER & L THBREEREHEEICRD LN TWDH D, RAID
FERICH T2 > T, AFIDO VU R 7 Z+512k5 o B, B L THIRWERH OB %+ 201217 - 7= ET
T2, [11.23H]

8.2 ENIMEIRIMIENH HbOID I ENHLHDT, RMEBRIZL D MEEICERT L2, [9.1.1 ]

83 DEVWRENRHLDLND ZENHLDT, @UTE¥X., BEVEOEE R EfEREZ L (FEICEFRET 258
WITEESED 2k,

8.4 AFIBL G- BRI FEEAIR 5 OF BIZOWTHIZ ZITV., BIERIDNEE STV A5EI2ImE2EbIC
HEEL, MERFRA LN E EITE, MEXIHIET 22 8MUR0EL2175 2 &, [10.2 B3]

gt

8.1 AFNIRILIRERIEICFE 5 PEIRIEE 2 H 3 5 B THRIERO PR LB R0 LI 03, FH%r 728l
TER & L CHHERE S GO TGS MRS ICR® b/ 72k E Lz,

BISEIRAR RIE I O HEREERE 2RI, v u Ry v h 7Pl dmg, UE7 T8R4 1 H 28] 12 MR
A5 L2 BB O I E R BLE (RREMERE 2 5T) 13w P v 69.7% (122/175641) . 7' F
TR 36.0% (32/189 #i) Thole, ZDH L, FHEEE FITHRES) ORBIEILII 1 RV U 22.3%
(891175 Bl) Th o=, 7T BRBETIERD N oT, £io, SHHEREOFERIFEILEIT 65 A
33.3% (26/78 ) . 65 mkLA F 13.4% (13/97 ) TH Y, 65 MAMDBEICELIFBO LT,

2B, AFNC K DHREEF IR ONHERTHY | SERSE (ED) 7 LIt~ HAEE~OREIZD 7
WEEZEBZbND, L, BEOFRORIICE o TZITEY FiTHR 0 | FRHEEBI O BE 2B W T
(IR & 22 D ATREME S D Z & D, ARFIE G RN EFIC OV TREICHFITHA ATV, U AT &
X274y hEBEL, FREEELFATEIBEIHRGTH L,




VI 2zttt (B EokEgss) (CBd5HA

AANT XD HEREEFIL. a1 (FFIZ aaa) BEWTIT IS < PR BEALRR- W AT OBARIC L 0 | SRR O IR HESEE
(NIRIE D) OBSHARNAE U, BIRSBEENICHIE LT L E 5 W THESH 5 W0, ar ZBER (FFIZ aaa
ZRR) ITRBECHEEICLEBIIOMALTVDZ Enh, TOEKIC LY | HE - BENEOK T, [HED
THI2A U, BEREICHEERSHE T AVWRHHEETH L WEENEZ DN D,

8.2 a1 EWrERICHBEOEEFEHTH D,
— AT ar TEWT IR G IE, BN RS M O NGRS an Z A MIENHERIC L W REFE SN D720,
MRMERH 5D End b,

8.3 a1 EMIEERICHBEOEEFEHTH D,
AT an TEHTERAS BRI, ENTRRIC T D AR I E OUED cr EWRHERIC L VE SN D0, HF
WRERHLDND Z LR D, EAMEE, ABEOELR SR E LD ERICEF T 258 2T EEN L
EThHD,

8.4 ar WD 5B [EIMERE] (T3 2B IR E b 72 VRN EOEEFHTH S, ([VIL7.(2)
HEATEEZOEA BH)

. BENEREZEITHLEEICHT IR

MEBE - BEREZEOHLEE

9.1 AHHE - BERZEDHLEH

911 BMELNEDOH S EHE
TERPELT BTN H D, [8.2 5]

a1 WHEANC X 0 ENZRFZ, RIEIAE OIGESLE SN D7), 20 & 9 REE TiE, LRI EER A5
BRI emBEZABND,

Q) BEHEEERE

9.2 BHElEERSE
BEOREZBIZE LN OEME (1 [\ 2mg) 2»o&GEHBTLIREEBETLHZ L, a0
MmAEPREN B35, [16.6.1 Z]

R

AFICEMERTE (21 T7F=027 U772 :27~49mL/min) K OEHKEEEESE (Z v T7F=22 077
v A 0 125~176mL/min) % %fGUZAT o 7o BEREHRERIC B W T, BREE TE oM T 2 R 0 Cmax
F OV AUCo-- X BEHRE EHEHE DTN TN 3115, 32 /2R LT,

v Ry oA ELE LTIET arBRrElE 2 o X7 LREET 5720 METHRED IR E & g T arBRrElE ~ oo
B ORITIZE OB SR bz, 07, BHHEIR TE ISR 2 MM THRIEDIREE O F 71X ar-BRIERE #
YR RED FRICERT b D EEZZ NI, 2B, vr RO MERIERAEIRE O ERITHRIEMIRE D
FRIZHARTNER DO TH o7 (BHEREIEH H &t Cmax1.5 %, AUCo- 2.0 %) .

( TVILA0.(1)E#EIETEICS T 5 EMEIEE M)

¥, AGEIFE COPREEBRE 2SR L LBRRBICB O TERER TS (FL— R 1* RO L— K 2%2)
X9 DR 24T o 1o, PEE (VL — K 2) ETOBKEBRTEICBWCEIERBEY 27 0 |
FR0. BRIRAYICRIE & 72 2 BWERIZER O bz o T,

(I8 BEERINEMEARR—E<BRERETOAH>] 1)

Ll BHREED D 5 BEHE COMARRIID RN, MBETHEMIREN LA LRRINTNDL D
Enn . REIEEGT DR A &N DG T 22 CEBEICRES T ENULETH D,



VI Zzs4efh (B EoiEEss) (CBId 5HA

%1 : OBUN : JEAE %88 2 25mg/dL K, @27 L7 F=> : EUEMAB 2 2mg/dL K, @REB : +. OV E
7= EH]
%2 : OBUN : 25mg/dL LA E, @7 L7 F =" : 2mg/dL LAk, @REH : 2+LL . OWF & w7z 3hER]
[EIE S S ORIER OEEESFEEICOWT (ER 44 6 A 29 B3E72H 80 &) |

QifHREEEERE

9.3 FFiEEEERE
BEOREZBE LN OMEHE (1 B 2mg) No&RGE2MGET R ELBETHZ L, R RO
MAEHREN R T 28200 b5, [16.1.56 ]

C

Ok

Enr

N

SR -
AHND R 5B I 1T 2 RMEHERM B AT T IFEREDFRIE CTH 5 ALT (GPT) O EFIZEY, v R
D7 YT T AROGMARENMET U, MSE TR DS B D AIREMEDV R SN2 RGE LTz,
2% REE SR BN BB CITHSREIR T D 7 U 7 T v A~D 8 2 gt L7-#5 5. ALT (GPT) 78 23 75 83IU/L
W ERL2%E, &5 2 K% (Cmax (135) O MBETIED IR IIATHRE DS EH 25610~ 1.7 5 (26.6—
45.2ng/mL) T EFH-9 2 AREMEDS R S L7,

( VIL3.2QNTA—FEEBER| &)
7k, KRR E COPRREERE 235 & LEBRRBROEEIR TE (L — R 1BLE*Y) 133 254
FRMT Z2AT o 7o H. BIER OR BT TIFHEREIER &) & TITHERBIKTE ) TIRIEFRRTH Y . TITFHERBIK T
B W TERRIICHIE L 725 X0 REWEMITRE O bz o,

( VI8 EEZBERAMNEMERAETE —E<FHRERTOSH> | )

LU, ARAIDIHGTERTH 5 Z &6 ATEREMRS BE Tld, MRPIREN AT R H 0 . AH
ERGTHBIMEAEN GG T 52 CEBEICRG T EBUETH D,

*1: OeYrey: 1.emg/dL Ll @AST (GOT) . ALT (GPT) : 501U Ll EXi3##MEx1.25 L L, @y -GTP :
FEHEE X 1.5 LL . DWW Z 7 3R]
[ 38 S D EIVEF O TS A REHEUE 2 W T CERR 4 45 6 H 29 H K225 80 =) |

AEFEREEET HE
REIN TN

(5417
BIE STV

(6)#ZFL1F
BIE STV

(7R
REIN TN

(8)= &

9.8 EhE
FFRERE UL BHEBE MK T L CO D AR E (1 | 2mg) 2527570, BEOREEZ+
BB LN OHRET5 2L, EmbE T —ICAEFEENME T LTS, [16.1.5. 16.6.1 2]




VI 24tk (B Fokss) (355

R

<EWE LIEEIE IS 2B R~ D>

mEATE (65~T75 %) CIEMmERSIE (21~31 %) Z R LICERARIKERER T r Ko o 7 /1 dmg H[AI#H
GREOIEYEEANT A —F 2 LT 2 A, tieNETER L2 OO GEmilm B 8.7 FFfH., mils B M 10.5
M) . AUCo~. Cmax %O CLtot/F (FEEfiE 35.710.2L/hr, Eli# 31.4+10.8L/hr) ICHEAITED O
nimotz, ( [VL10.)E#MAEICH T2 EMERE (BE) | 2R)

<l & IR 2T D REIE R BUEE >

E N O RISZIRARRAE A O PEIRFE B 2 5t 5 & U 72 BRIRERBRIZ 35 1 2 RIE 38 BRI S OVig PR o 7 i 52
IR Tmlmd (65 bl b) | & DE&imE (65 MRl | THELZRER, milind CTRIVEZIC
TR bR oz,

AR
R

=inE EFEEEICS T SRMERRTINT O L

65 mEAT 65 i Ld I
n=297*! (n=289) *2 n=576*' (n=564) *2
HEBE | BEE (%) FHEHE | BERE (%)
BIVEAH (BRAER) 153 51.5 238 41.3
BIVER (BRAMAE) 60 20.8 125 22.2

*1 0 BIVER (BRIRAEIR) MRAT T SUEFI K
*2 0 BIVER (BRIRRRASR) AT 6 SUE B AL

PEXY | EEE CIEIEERE S LT, e Ry omEhRENSE T LR TAHEAAH D5 00, BIVER
FEHURDL NS I L0 RELS BT D2 L3RV EEBERI LRI,

L L, — A @il TR OB RE S O EBERE MR T L TRV | A4 DAIHELZA L TV 2580 H
L2 00, RBERPRE LT ROAEMENE X LD, ZOTOFRESCBEMEENME T LTV 5561
A= 1 lEIng) PO LZRET L2, BEDOREEZ 5 u%ﬁ%@bﬁﬁ%&"ﬁ-f%;kb\dé\%k%z?)?ft
7=

. HHEER
10. 48 E{EF
va Ry dde LTF 7 r—2A P450 3A4 (CYP3A4) Ik iisinsd, [16.4 ]
fiEER
VI6.fX& =

(MBERZER L ZDER
BRE I LTV



VIl. ZeME (B EoES) (B3 5EE
QFEEE L ZFDERA
102688 (BFRICEET H 2 L)
R4 ERAREAR « HEE D7k KR+ faksiN 1
BRI EIMMERIER D S d 2 &3S | BEAIRR A T o BF 1Tk LR IE
[8.4 &F] LZOC, WRTHREFEETDIZ L, | AENMET LD HARH D,
RAKRTEZRAT 77— 5 IEMERZ | R I WIEFEERDER D Sbi | AFNL o ERERZ2H3 5720, 6
9B HH L EDHEND D, Az ohsomEEERIC X
VIVTFT 4 V7 PR LREFEREZH BT BENRH
PIVF T T VR K R A 5,
T = VR EA SR CYP3A4 Z#PRET 27 b2t | 7 — LR HIEEAIIX CYP3A4 %[
A N ary— 5 V= (BOA EREREE) Lo | ETHILENL, INLOEALEOD
[16.7.1 ] PFHICE Y e ForomERRE | FHRICIE, e RUr o
OEAPED LN TS, ERLERTIBZEARD D,
7Y=L RPIEEA L OPFHIC X
D, vu Ry rofiEhEEN L5
TAHBENRHHDOT, BET SR
FrEETLH L,
fiRER -

<HKRARY T AT T —Y 5 HEMEM AT 5 3H >

AN o EHHERZAT 2720, OFHICED AT F 7o v = VBB, VT 7 ¢ VIRRRIEK ) 70 LR
ARV T AT 7 —E 5 EEMER T 2HEA O, MEIRIEAC L DBEMEAEHERT 2682 0RHHZ L XY
E LT, PRI X VIEREMERNER S Sbhd EOWMERH 5,

BB, HAETORKRRIZIBNT, Y r R eV T T T 40 HLWVEZE T T 40 L OHEBEIFERHR 52 X
% M E~ DB Z R LA R Clid, 65 il Bick\ T, DFARICITUE A 5~15mmHg, $EHEN M+
23 0~10mmHg O T T L7223, BSERME, O FWEOIERBIULFED BTN,

< TV — VRBTEEHF] >

NETOREDE (16 #) ZxfgL Lizva Kyt haty—iu (n&s) gPARRICENT, 7 b=
FY = BEREEO S m R Cmax K ONAUCo=lE s 1 Ry » BB G ZE 24 3.7 F2 K O 2.9 fi5 i
EaRLic, 7 ha b — L oROFNIAREET TH D0, FERIETH Y, 1\ CYP3A4 BREMRMAZ AT

7 Y —VRPEREA BEAA) EAROHFMITEE T 286E R HHLEZX LN, ( [VIA1.(4)BRE - FFAX
DFELE M)

Bl

1. BI{ER
ROBWER RS BN ZENHLHOT, BEE ToIATV, BEDBRD bNCEE IR 21T 5
7R EWY) R ALE 2T O T L,

(MEXZEIVER & FEEK
11.1 EXLZEEA
1M1 k- BEERE HELRH)
MR T — WO EREREN DL L DONLD Z LMD D,
11.1.2 FF#EEREE (HEARY) | #&E (HEELRY)
AST E5. ALT ERZZME O IHERERE, HELRH bbb 2 End 5,




VI 2zttt (B EokEgss) (CBd5HA

fi#Es -
ENOERRREBRIZIBWNT, TEEAR [ph - BilkiEd) RO TAFHERER S, BIE ) 1380 oo, itk
WCARKE ORRE NGRS EE TOcph « BilliEde) KON TIFERERSE, 3] NRO LN Enn, AHIC

%o TEHRZEIEM] OEE L TEEREAZIT-> TV D,

)znHnEI{EA
11.2 DD EI1ER
5%LL 1~5% AT 1% At N
WK - BPRSREE GUAT | A VR T A, JRGEE
Eags | PRSP
(17.2%) ™
Wikds | 0B BHARPE, TR, REE, | IEE, K. BACRIR, B, E | DK
1550 i, MERBIERRL, b REE R,
TREEE . BEVEE. BR. EHEE
B, Mo, Bbohug +2
FENGIEE . HRRHEn, HEE [E 4
n, FRAERE, AT AR
TE HEWN, LB BH, S| JFI Y, EHRAR— LT AL, IR | LUNM
R HoE, HHF R PEBKEGE, BH K
I 2 s, PR st %
Evr DFEANE), B, SRR, AEENR,
ot =g cceiPAN I VRV i (6 WS
MEERT, fEEH
I HE B, BB, B, =B, £ | AEER, TIEER. W
PERL SATEIE. AmEERE. IR
Wy NE
5} ROFEIM, B OpIr, FhEFEHIN | #7552 8RR T E i
B (IFIS) . T HH
Ji ik AST k5. ALT k5.
v-GTP L&, eV
vy k&, AP EH,
LDH L5
5 gk BUN L&, 7v7F = &
iR F I ERE D . ARIMERER | A EREE £ i/ M S >
T M B, A~
~ ~7 Uy MEED
ZoM | PV 7)Y | BEK CRP LE. o | HOIETY ., B, &k, M. | #E, =M bILzE
K EH VAT a—)V EEPREE | MR, TR, BT 1E T,
L5 RIBE ES- SORE., MiGH Vv AME B
MR AT, Al R B R
m, REE LS. REAQ LS
) [8.1 2]




VI Zzs4efh (B EoiEEss) (CBId 5HA

S EFRBE—RERE
QeMERRRRERVEBRREEREE K

BIERARIREE
TRy RSN TE 1% TRA
L2 VEARAT RF GE 1 5k 873 7851
BIVEMRBIBI%L (BEEE) 391 (44.8%) 887 (11.3%)
RIVE R B 787 1101
BIVEM o FEE BB CRBIBEE)
MedDRA/J (Ver.16.1) W SCE TR ALER %A
SOC PT FOHHARE Bl (BEE) Bl (BEE)
BRYWE R KOS RIE | RS — — 1 (0.01%)
SRS 35 — 1 (0.01%)
SAHEA S — 1 (0.11%) —
R s — 1 (0.11%) —
1 JE 2% — 1 (0.11%) —
NHEE 2 — 1 (0.11%) 1 (0.01%)
B PR, SR 1 (0.11%) —
Bl — 1 (0.11%) —
PR S — — 1 (0.01%)
NERYE i — 1 (0.11%) —
B, Bk X OGERA | Bt — — 1 (0.01%)
BoHAY (3B X O | & — — 1 (0.01%)
RV —TaED) [ - 1 (0.11%) —
B — — 1 (0.01%)
RRFEHT AW — — 1 (0.01%)
TR L Uk E PRI — 1 (0.11%) 1 (0.01%)
AARIGE RAARE 8 (0.92%) 2 (0.03%)
& I e Barzara—n k&, o
MU Z Y%y RKES B 1 0.01%)
KR THRYE — 1 (0.11%) 3 (0.04%)
U v R—JgEk PEARIRGE 3 (0.34%) 1 (0.01%)
19 DREIR — — 1 (0.01%)
T R EEEui TS - - 1 (0.01%)
Jibi e S — 1 (0.11%) —
FAROIE (R — 1 (0.11%) —
TP BRI — — 1 (0.01%)
FEIED E U SHOX 23 (2.63%) 40 (0.51%)
BHE 23 (2.63%) 45 (0.57%)
IRALIE D F SEHL B 31 (3.55%) 60 (0.76%)
BRI — — 1 (0.01%)
MR R S 2 (0.23%) —
SER G 5 (0.57%) 1 (0.01%)
SER 19 (2.18%) 9 (0.11%)
T SR LT 4 (0.46%) 3 (0.04%)
RIS — 1 (0.11%) 1 (0.01%)
Bk ENRES VSN 1 (0.11%) 1 (0.01%)
— — 1 (0.01%)
AR R — 1 (0.11%) —
F B RE R BEMA— LT BT — 1 (0.01%)
BERLTE — 4 (0.46%) —
P SHS R — & BT 1 (0.11%) —
AGETHR IR 6 (0.69%) 7 (0.09%)
55T WA SRR — — 1 (0.01%)
R—F ) U — — 1 (0.01%)




VI 24t (A EoEES) (B4 AIEA
BIE MR oS G GEBUEE)
MedDRA/J (Ver.16.1) WA TRFRIRE ALEIR B Z A
SOC PT FLEHEE % (%) % ()
AR Fie AR o> 2L % — 1 (0.11%) —
PN — 1 (0.11%) —
F A . F B . 1 (0.11%) —
T UL — PR IR S — — 1 (0.01%)
RS A — — 2 (0.03%)
iR Fe if. AR o> 72 1. 2 (0.23%) —
AR 75 ] B 2 e IS My 2 ek — 1 (0.01%)
75 — 1 (0.01%)
AL — 1 (0.11%) —
T A H — 3 (0.04%)
Bk — 1 (0.11%) —
IRIR % 5 EEIE B Dhd i 1 (0.11%) —
IR 2 FEiE H DD I 2 (0.23%) —
[ S — 1 (0.11%) —
Hi L Ok kEE HiE — 1 (0.11%) —
Hug Hug 6 (0.69%) 1 (0.01%)
FAPRRR — — 1 (0.01%)
L g B 2 FoS LN Y S — — 3 (0.04%)
Be Ui — 1 (0.11%) 2 (0.03%)
KBRS PASHAR 20E - 1 (0.11%) —
IR IR 4 (0.46%) 3 (0.04%)
D A D A 2 (0.23%) 1 (0.01%)
PR — 1 (0.11%) —
DR ZE — — 1 (0.01%)
EuflEs EuflEs 8 (0.92%) 3 (0.04%)
SIS SIS 2 (0.23%) —
MR BNk 1 (0.11%) —
AR R 2 (0.23%) 2 (0.03%)
DM — 1 (0.11%) —
I AL EHDIETYH 1 (0.11%) —
&£ M E 5 1 (0.11%) 3 (0.04%)
AR if £ MK T 1 (0.11%) 6 (0.08%)
LERVA U IS INERS LERVA U IS INERS 1 (0.11%) 6 (0.08%)
LA —H% — 1 (0.11%) —
FTY FTY 3 (0.34%) 2 (0.03%)
EDIETY 3 (0.34%) 3 (0.04%)
MR . FOERES & ONGERS | ZERFEIL FE 1R — 1 (0.11%) —
PR It 1, — — 1 (0.01%)
AL 3 2 (0.23%) —
AR — 1 (0.11%) —
P R e — 1 (0.11%) —
S i S i 10 (1.15%) 4 (0.05%)
£ s 28 (3.21%) 81 (1.03%)
B — — 1 (0.01%)
EPA%E P 1 (0.11%) —
[ h=s — 1 (0.11%) —
R A4 — — 1 (0.01%)
2R 23 5 (0.57%) —
FHRY —F — 1 (0.11%) —
FREDORAE — — 1 (0.01%)
1 [N S AN — 1 (0.11%) —
A EnE gE R — 1 (0.11%) —




VIL.

el (I EoEEs) (BT 5EA

BIE MR oS G GEBUEE)
MedDRA/J (Ver.16.1) WA TRFRIRE ALEIR B Z A
SOC PT FLEHEE % (%) % ()
H ke EFERAS R B 72k 4 (0.46%) 3 (0.04%)
H AR 10 (1.15%) 12 (0.15%)
TIEEE 1 (0.11%) 2 (0.03%)
b S B — 1 (0.01%)
I TS e IEE T e 3 (0.34%) 4 (0.05%)
[ [ 4 (0.46%) 3 (0.04%)
T IEHE TIEHE 2 (0.23%) 2 (0.03%)
-G ER I HIw 5 (0.57%) 4 (0.05%)
X7 (XA 12 (1.37%) 14 (0.18%)
(E=37IBE] P (145 450 — 4 (0.05%)
T T 35 (4.01%) | 132 (1.68%)
L/qid 34 (3.89%) 75 (0.96%)
M PRI 78 2 (0.23%) 2 (0.03%)
+ RS + RS 2 (0.23%) -
THEAR B Mg <2 1F 3 (0.34%) 5 (0.06%)
i d% — — 3 (0.04%)
R — — 1 (0.01%)
T {58 — — 1 (0.01%)
53] HURHE N 5 (0.57%) —
e 558 B RIEE 0 2 (0.23%) 1 (0.01%)
B B 5 (0.57%) —
EES B 2 (0.23%) 5 (0.06%)
FEPEE % FEPEE % 2 (0.23%) —
B R E W R — 1 (0.11%) 2 (0.03%)
H ke BRI, R - 1 (0.01%)
EES — 1 (0.11%) —
H Bt 2% — 1 (0.11%) —
20, & 5 8 (0.92%) 8 (0.10%)
AL — 1 (0.11%) —
W ZE — 1 (0.11%) —
A% A% 1 (0.11%) 1 (0.01%)
b — — 1 (0.01%)
B3 — — 1 (0.01%)
o — 1 (0.11%) —
Mg - M - 5 (0.57%) 4 (0.05%)
JTFA 540 7 8 BR AR AE — 1 (0.11%) —
PR — 1 (0.11%) 1 (0.01%)
DR b S B 3 (0.34%) 1 (0.01%)
(MY S — 1 (0.11%) —
M OSSR — 1 (0.11%) —
AL E IR 2 (0.23%) —
G S — 1 (0.11%) —
T T A R J TP A PR 1 (0.11%) 1 (0.01%)
JFNRIE R PR E Jrine Bn JFFERERE S, H#HJH 3 (0.34%) 12 (0.15%)
A FrEkReREE, HH — 1 (0.01%)
JiF R FrEkREREE, HH — (0.01%)




VI 2zttt (B EokEgss) (CBd5HA

BIE MR oS G GEBUEE)
MedDRA/J (Ver.16.1) WA TRFRIRE ALEIR B Z A
SOC PT FLEHEE % (%) % ()
B R X O TR E | B ERAE — — 1 (0.01%)
B g e — 1 (0.11%) —
AR T2 — 1 (0.01%)
ez ez 5 (0.57%) 2 (0.03%)
g R Z VEiR5 A2 1 (0.11%) -
AR S 1z 1 (0.11%) —
2T HIT 4 (0.46%) 1 (0.01%)
w2z S tan 1 (0.11%) —
FES Jia2 — 1 (0.01%)
T O PEIE T O PERL 6 (0.69%) 6 (0.08%)
35 W5 5 (0.57%) 12 (0.15%)
35 2 (0.23%) 1 (0.01%)
FLBEM: R 95 532 — 1 (0.01%)
E iR EAER 3 (0.34%) 3 (0.04%)
BT D FEIE % 9 FERK 1 (0.11%) 2 (0.03%)
EHERE AT — 1 (0.11%) —
Kb R — 1 (0.11%) —
B ¥ R KON AL | BIETRE — 2 (0.23%) 1 (0.01%)
s A ER I [E3r] 5 (0.57%) 2 (0.03%)
IR T TR 7% 3 (0.34%) —
B e — 1 (0.11%) —
SR — 1 (0.11%) —
FHTR I — 1 (0.11%) —
VU Jie 9 — 1 (0.11%) —
L TANEAFHERE — 1 (0.11%) —
B R R W5 1 (0.11%) —
A B R A EL =) 2 (0.23%) 2 (0.03%)
Bk L ORI E IR — 1 (0.11%) —
R A — 1 (0.11%) —
PR A — 2 (0.23%) 6 (0.08%)
MR — 1 (0.11%) —
EXARPE B b — — 5 (0.06%)
PEIR Fw — 1 (0.11%) 1 (0.01%)
REYE — — 8 (0.10%)
7 u— e — — 1 (0.01%)
RIEHEIR — — 2 (0.03%)
AFR — 1 (0.11%) 9 (0.11%)
S B BIIJENL%, sVvrF=v L (0.01%)
k&
BB AL — — 1 (0.01%)
JRIRAE JRIRAE 12 (1.37%) 5 (0.06%)
PR EA — 1 (0.11%) 2 (0.03%)
PR — 1 (0.11%) —
FEREGNEE S — 1 (0.11%) -
IR N JRIER — 1 (0.01%)




VIL.

el (I EoEEs) (BT 5EA

BIE MR oS G GEBUEE)
MedDRA/J (Ver.16.1) WA TRFRIRE ALEIR B Z A
SOC PT FLEHEE % (%) % ()
AEFER B KOS AR E A LML A - 1 (0.01%)
SHAG R SPESREE GEATPERRESS) | 102 (11.68%) | 188 (2.39%)
SRR BE SPFEREE (TR — 1 (0.01%)
KB g — 1 (0.11%) —
SLEES — 1 (0.11%) —
HIRAICTS — 1 (0.11%) 2 (0.03%)
Rl o FEIE — 2 (0.23%) —
WL TSR E FHEREE (WTHERRES) | 48 (5.50%) 65 (0.83%)
] — 1 (0.11%) —
SRE MR RE R 2 A VRF VA 1 (0.11%) —
A TE AR — 1 (0.11%) —
PE AR B — — 1 (0.01%)
G Ny A URT A 11 (1.26%) 3 (0.04%)
PEZFAPLRS — — 1 (0.01%)
FHHSTR — — 1 (0.01%)
PERRBERR — 1 (0.11%) —
— - RHEERS X O | EE — 1 (0.11%) 2 (0.03%)
R VAEIN = Ji R A PR g 3s 2 (0.23%) 2 (0.03%)
s oy 2 (0.23%) —
A — — 1 (0.01%)
N SR — 1 (0.11%) —
PRI PR AR — 1 (0.01%)
IR — 1 (0.11%) —
TR R 3 (0.34%) 1 (0.01%)
BHAR—E T 5L 6 (0.69%) —
— 1 (0.11%) 1 (0.01%)
R FTY 2 (0.23%) —
PR PRI 12 (1.37%) 7 (0.09%)
R M I — 2 (0.03%)
FEEN — 1 (0.11%) —
K78 K78 48 (5.50%) 62 (0.79%)
(7R g MK T MK T 4 (0.46%) 6 (0.08%)
MF -5 M 5 3 (0.34%) 4 (0.05%)
B B ER A B — — 1 (0.01%)
U a~EZ oL | — 1 (0.11%) —
TS PR AR S B N HIT ST PR SR N 2 (0.23%) —
KR B SPREREE U TSR SE) — 1 (0.01%)
IR k) — 1 (0.11%) —
B I L B — 1 (0.11%) —
JFl s B AST k5, ALT b5 % — 1 (0.01%)
BE, hiER L OWE S | i — — 1 (0.01%)
DFAE JEHE B — - 1 (0.01%)
BlEPHE — 1 (0.11%) —
SHEEET — — 1 (0.01%)
= H AR — — 1 (0.01%)
SRR £ TR RBR A OEE : KMD-303 &5, KMD-202 #8k, KMD-201 &%, KMD-203 35, KMD-305

HBr. KMD-206 R % HE4
MBRLEIR eI OER - EANGERA., BEHERICRE T 5 Fre i AR a2 oS



VI 724t (EH EoEES:) ([CBd 5HEE
ARREEEELH
FilVE A oo FkE SIS G BUBEE)
MedDRA/J (Ver.16.1) NP TR IR BUEMR 5e R A

soC PT RO AR FEBUGIEL xSk (BT | BB <t 5Bt ()
BT | AR M ERECHE N - 1./ 847 (0.12%) —
AR IMERS AR IMERS D 14 / 847 (1.65%) —
N = 2 JIIREES e %) 14 / 846 (1.65%) —
~< k7 Uy MEb ~~ 7 Uy MERD 13 / 846 (1.54%) —
[N — 1./ 847 (0.12%) —
iR iR 2/ 847 (0.24%) —

B ERE N I EREE % 7/ 847 (0.83%) 1/ 7851 (0.01%)
[ i BR AR B 1 Bk Es 16 / 847 (1.89%) —
R L HN — 1./ 81 (0.12%) —
R ) R AR 2 / 851 (0.24%) —
M e Y e e “wreyarry k5 11 ./ 852  (1.29%) —

;i;;j;ﬁ“;gbg MasT L 19 / 82 (223%) | 5/ 781 (0.06%)

Z;f;%{u P72 AL L 20 / 852 (2.35%) | 5. 1851 (0.06%)
%f;gb? IAEATTINP L 11 /849  (1.30%) -

i A FLER I K SR EE SRR N | LDH E5- 9 / 851 (1.06%) 3/ 7851 (0.04%)

;f;f)éi%’;[f 772 -GTP B 19 / 846 (225%) | 1/ 781 (0.01%)
M=z 2Fa—udhn (ka2 7ra—L L5 14 / 851 (1.65%) —
me s~y 7Y Rgghn | N 7 U ) KRR 62 / 838 (7.40%) —
me sy Z7U+ey R | — 1./ 838 (0.12%) —

1 PR SR N BUN L& 8 / 852 (0.94%) 2/ 7851 (0.03%)
mer7 vrF=48n | Zv7rF=r L5 5/ 852 (0.59%) —
1fn. BRI HE 0 PRI b5 7 / 848 (0.83%) —
7 ) o BEEN MmiEH U 7 2 LS 2 / 850 (0.24%) —
A Y o A — 1./ 850 (0.12%) —
C-I & A s CRP L5 21 / 534 (3.93%) —
AISEAREF BAEPUEHEIN | AR BRI 1./ 171 (0.58%) —
PR R F B JREH E5 8 / 840 (0.95%) —
JRH TR o PG JRbE EH- 11 / 841 (1.31%) —
PR B PRI 5 9 /823 (1.09%) —

SOIKFRREE TORKRABRAGE DL -

#Br., KMD-206 & F&

KSR TE R

KMD-303 #Bx. KMD-202 5. KMD-201 #Ek., KMD-203 5. KMD-305

A OGS - MR AGRETEA, RIGERICBE S 2 Rl i iR A 2 R




VI Zzs4efh (B EoiEEss) (CBId 5HA

QEBEERINBERARBEHEE &
AEWAKRE. GHHE. EEERUVFHOAESFERIOBERRERAE

TR i FH R AR A R E A A R A
Bl ($HEE) Bilds (BEEE) Bilds (BEEE)

sk 391/873  (44.8%) | 479/4280 (11.2%) | 408/3571 (11.4%)
, 65 AT | 153/297  (51.5%) | 157/912  (17.2%) | 120/740 (16.2%)
i 65 mLl L | 238/576 (41.3%) | 322/3355 (9.6%) 288/2831 (10.2%)
e EoR)) 277/558  (49.6%) | 282/2474 (11.4%) | 266/2165 (12.3%)
2L 114/315  (36.2%) | 197/1805 (10.9%) | 142/1403 (10.1%)
B BEE oR)) (FFHERERE 2= O A 0F) 18/149  (12.1%) 8/74 (10.8%)
FRE) |72 L DIAZ 461/4130 (11.2%) | 400/3494 (11.5%)
A OHE HY (BHSRERE = DA B 8/105  (7.6%) 8/57 (14.0%)
(R |7 L DS 471/4174 (11.3%) | 400/3511 (11.4%)
PR3 HY 298/591  (50.4%) | 276/2384 (11.6%) | 255/2195 (11.6%)
2L 93/282  (33.0%) | 202/1887 (10.7%) | 153/1375 (11.1%)

STKGREF FE TOMK AR DR : KMD-303 A5, KMD-202 7Bk, KMD-201 75, KMD-203
Bk, KMD-305 i, KMD-206 &% f &

<HFHKRERE T DA 0F >

AGRIF £ TORINZIRIEIIE S O PERIEE BF 2515 & LR ORIk TE (7 L—F 1)
(IR D ER O R HIRMT 24T o 7o 2R BRI O FB =T TIFEREIE R &) & TIFREIR 8] TIRIERBRT
HY . THHEREIR T H ) (ICBWTERIICRIBE L 72 5 K5 REWEMIZERO b s o7z,

FFEREEEEE SRR TEICES T HRMERRETRIKR DL

R RE £ JFHEREIE T (L — 1) 2
n=790%3 (n=772) *4 n=83%3 (n=81) *
TR BLEIEL FBLE (%) HEEFIEL FBLRE (%)
BIVEAH (BRASER) 352 44.6 39 47.0
BIWER (R A E) 166 21.5 19 23.5
%1 : KMD-303 i, KMD-202 785, KMD-201 75k, KMD-203 Bk, KMD-305 i, KMD-206 X5
%2 : O E VU LE Y : 1.6mg/dL LLE, @AST (GOT) . ALT (GPT) : 501U PAE X3 IE%HEME 1.25 DL, @y-GTP :

X5 DL B, OWT I 7= 35

MR EORIER O EEESEEMEICONT CEk 4456 1 29 A3R%ZH 80 5) |
¥3: BIER (BRERAEIR) AT S H %
%4 BWER (BRRIRAE) RN SE RIS



VI 2zttt (B EokEgss) (CBd5HA

<BHKRERE TR OB 0>

GBI £ TORNZPAERIE (CHE O PERIEE BE 2 x5 & LR ([ZB W TEIREIR TS (L — K 132
KO L= 253) TR DM RN 21T o TR, PHE (1 —F2) ETOBKRERTEICENT
BIWEZEHY 27 O L7, RRIICRTE & 72 2 BWEIEERD S rin-o T,

BHELEEEEEREETEICS T 2EMEARRRKTOLLER

B HRE IE R BREEIRT (ZFL— R 1) "2 | BEEET (FL—F2)
n=688"4 (n=674) *5 n=159" (n=153) *5 n=26"4 (n=26) *5
FEEGIE | BB (%) FEEGIE | EHE (%) FEEGIE | EHE (%)
il {1
(BB 311 45.2 70 44.0 10 38.5
wﬁiggzgﬁﬁ) 143 21.2 36 23.5 6 23.1

X1 : KMD-303 # R, KMD-202 35k, KMD-201 75k, KMD-203 35k, KMD-305 #5k, KMD-206 5k
%2 : OBUN : ¥l A2 B2 256mg/dL K, @7 L7 F=>  KHEEEZBZ 2me/dL K, @REHA : +. OV %73 5EF
%3 : MBUN : 25mg/dL U L, @27 L7 F = : 2mg/dL U L, @REH : 2+ L. OWF 7= 3 5ER]

I 38 5 2 o0 GIVE R 00 TS FE AN JEELUE 2 ST CERR 44 6 H 29 H %255 80 =) |

w4 BITER (BRIRAEIR) FRHTC SAE (15K
X5 BIMEH (BRI fRAT e SUE 5K

9. BRARREMRBRICKRIZTTHE
BE S TR

10.BEKRE
BE STV

MBERALDEE

14, BRALOZIE

141 EFIZFEFEOEE

(BRI F38)

1411 PTP @ZEDIHEANLPTP o — bWV L CTIRAT 2 X5 HET 25 Z L. PTP v — FORAEKICZ L D |
BRSNS~ U, BIZIE L EZ B 2 L ORI SO RERAIHEZ PR T2 &0
b5,

(OD &>

1412 AHNTFO LICOTTHERZIZEEEL L RET 70, K LTIRATETH S, £/, KTIRA
THILEHLTED,

14.1.3 ARANTELEEORETIE, KRLTRHALRNZ &,

fiFsR

(BRI Ft38)

14.1.1 PTP @ZEDHANILBOIEEFHTH D,

RO EER & LT, SO0 TTORM, 5% LN bRAZ S, IRAOBEOEE S Iz T S
e LIRS 27— AR <HmE STV D,
F7z. PTP v — bOREIZ LV | EFICEEREGIHERE ET 27 —AnHEI TV D,
(OD &)
14.1.2 OD $E3FD Lico®, MEERZRESE5 L OENTHRET S Z b, KR LTORALATEETH D




VI Zzs4efh (B EoiEEss) (CBId 5HA

D3, RSN S OWRIIZ K0 R 2 W4 2 3HACTIER< . MR E7-IIK THRAATLLENH D
TEMBRE L,

1413 OD EXBE-EEFOWRETAZR LTCIRAISE-SES, BEICHEL TCRELRE- T ENEZONL -
ORRE LT,

12. ZDDFEE
(MBEEERERIZE D < 1%k
15.1 ERIREEAICED I1EHH
o 1R 2 AR P O BRI O H 5 BEFEICB W T, a1 BRERIC X 2 LB 2 5N A
EXIRAK TEMEERE (Intraoperative Floppy Iris Syndrome) 23% Hbivd & OFERH D, [11.2 ]

SR -

EPNAMCIB N T o EEEEORAHH L < IZRHRBRO & 2 535 T, KEARILAL B PR R o I i 88
RAK NIEMRE (Intraoperative Floppy Iris Syndrome [IFIS] ) & Hbid & OHENH - 72 2329,
IFIS &%, HMlERUEGERED —FEC, T OWIFRITIC L DULE Othfk & I8k, TR OMEITIEORMERE, T 3K
s AR FLABIRT D BIBHER ~ DR H D 3 JER D PFRENFHEA T H 529,

INDLOBREROY 7 Ry OMSAFIERICIB W T IFIS AR b2 &b, [ZofosER] (2 THR)
DHEABRL L, TR RRE MEREE JFIS) | it L7,

(2)ERGEREABRICE D < EHR

15.2 FEERAREAERICE D < I1FHR

1521 YHRTO 104 BREH 5K ER
20mg/kg/ H UL E O G5 TRFEIILROBE DO EANRD bz ORENH 5 25,

1522 Jv FTOZBERVERETOMIHREREICET R
200mg/kg/ A LA E OB GHETRME IR IO BT 23, 600me/ke/ H #-5-HE THME D ZiE « 22,
BT AR L O T E DWW DR BTz & ORENH D 260,

5 -

15.2.1 FEFEIROILIEIT, BRI OUHEIH 2R3 5 Z LD, Mkt ORBUIE o i BB ER NS Lz
AREMENHER STz, U ARAFEMRBROA TR LN TH L Z D, FEHEEHIZEL ST
7 A DHNEAE D FEEERROPEIRDS @B TR BL L 72 FTREME N B 2 BTz 29,

15.2.2 MFFTRIL, 60mg/kg/ B L F OG- R CIEHED b3, ERHIEME (0.16mgkg/H 4mg % 1 H 2
mEEH.. B FPORES 50kg & L CEH, AUC : 373ng-hr/mL) & ORICIT#& 55T 375 %, AUC T
X T EDOREIBD G DAL 26,



IX. FERGEAERICES 9 HIEA

IX. JEERPREERICRI I S 1HA

1. EHEHER
(1) ZEEIEHER

[VI.EMFEIEICEAT HIER | &R

Q)= MEEHER
SR WE | B5En (ﬁjij HER A
PR IR R
L Zv bk p.o.? 02, 2 |EEHL
fTanRse : FOB 20 HEURIEET. 210 I CEE
BHEH Zv bk p.o.? 0.2, 2, 20 |&&4L
02 2 |EEkL
KR Sy bk p.o.2) 20 BE5% 1RV 2BHEICHBEISTH LEAE
N 1.3CORY 1.1CODET
IEFLETEN
0.2 2EITL
05 35 14X p.0.2) 2 B 5% 4 BREIZ—BEDEMm
20 #®51% 3 RU 6 FEIC— @M
IR -
AESOFE UEEEEA
EBMRSE 14X p.0.? 0.2, 2, 20 | &L L
—EIEREHE
& pH
DIE %R
02 |B5#%1BREIC 12%0ETF
44101 4R 0.0 2 BE% 1 BEI= 13% DET
20 %5% 05~8BEETIET (RX 23%9)
0.2 2EITL
E IR HA M £ 14X p.o.? 2 BE%Z 1~6 BEETET (RX 18%)
20 | B57% 05~8BMETIET (A 24%9)
0.2 B 5% 1 BRBIZ 16%°0ET
2 B 5% 1 BRBIZ 12%0ET
SRR T po o |BE5®1. 54 6RUSHMICET (B
X 2299)
A% 4 X p.o.? 0.2, 2, 20 | &KL
PR fElf@
LER g??ﬁﬂgﬁﬁ £ % pod |02 2 20|E@AHL
QTc
HEK293 o 1x107~ |1x10%mol/L & U BEKRFMIZ HERG &
HERG Eift P in vitro 1x10° | &4
mollL | ICs=8.91x10°mol/L
1x107~ 6 < 5 <
OBENELRE | TATyE | nuwo | 1ol 1 o D erapg oMl

a) p.o.: XAEE

b) XTHEEEL vm R BRI B EHRIRDEE R T,
o EHRIL ( CEYWEGATOFEEE —EY B 5% ORKIE T LI BROFEE) /350

T fE)

X100 TR LT,




IX. JERRAREAER(CRE4 5T H

@)
<
e!
A

7

DD TR
GINGEESI S e

VRARUSA DKL ERICE LT, a2/, 1A, 22D Y VREER, 8 P =V EEBRGR
R LU THEEIREIC SV CORBRMEZ R LTs, —07, B SAIRICK L C k@ Bt 2
ST HERERF LR, va Ry vidpe %

NN S N
L7zie®, WERT v M FEEAZ AW T B2 ZARIC

HIRIZ

% LT 3X106mol/L LA ECHHiEH 2~ L7z,

2. 4R
(N E AR5 SRR 20
B DHEIEE (mg/kg)
P 508 & HHARPY
By T ifd HE i3
N 800(LDso : 878) 800(LDso : 878) 75 90
A X 1500 - >50 -

LDso : 50% 3t &

QRER S EEHRER 320

1)

2)

3)

Sy k4 ERRE
Z v b 4 BRI O &SRR (20, 60, 200, 600mg/kg/H) TiE, 60mg/kg/H LI ok /IR DN
ZEPEDS . BET/NE UL TR o0 A7 Ee R L A3 200mg/ke/ B LL_E O MERE CRFRIB O IR A, M kL L

I TR S OSHPEE I AR DN
TULTEPE D TCHENGR O BT,
B bz,

P2 HANE D BE R A3 78
AST (GOT) KW' ALT (GPT) D&EfE».
600mg/kg/ A CHEf L 72 1T M CHEE R & CTlIHE T P450 &
v k13 BMERS
Z v b 13 R 0 & 5Bk (25, 100, 400mg/kg/H) TiX, 100mg/kg/ H LA EOHETHMAL DAL Z
ANBE LR TR O IR K OV A 2338 D BTz, 400mg/kg/ B OMEME T HPENENT OARAE A HECTIRE
T ONIERBIENR A58 OARAB I QN I O SRRk OB HET/NERDEF RO E R, FLEROBIE R, 1
B DM ORI BB DIE R 2358 b7z,
S b 26 BMERS
7w b 26 BERROKEERER (1, 5. 15, 60, 300mg/kg/H) TIiX, 15mg/kg/ H LA EOHETIbED B E A
B BT, 15mglkg/ B LA EDO#ER O 300mg/kg/ H o i T RGO AG IHZE M Fo OV INE Hh Uy TR o i K
7D BTz, 60mg/kg/ H UL DOMETHR OB OMEREIE b EHAR DR 23FE 0 b7z, 60mg/kg/ H
ULOY’E&U\ 300mg/kg/ B DMET/INEEFLMERT AL O 4F M b 23538 B vz, 300mg/kg/ H O MERE T H 4
JEWG DARAELAS T TR E K ONEBERR A DARAEAS . M T bl D i, Lk o0 his P D TOIE Je OF-"5 D 2
DB BV, 300mg/kg/ H TIHE L 72 M A GEE R E CIIMERE TR P450 & &0 EENRD Hiv7e,
1 X 4EEERS
4 X 4 R OESHREE (25, 100, 400mg/kg/H) TIiX. 25mg/kg/ B LA EORERECTRIRD 5 - A3,
TR D ZEHE K QNI ER DZETEAGRY BTz, 100mg/kg/ A LA EOMERE TR = L AT 7 — /L o @ fE K
OITFHlEDOERN, HETT 4 7V ) — 7 EORENRD Hivlz, 400mg/kg/ H O#EK& TN 100mg/kg/ H LA
ot C E R BREEERE 2358 DALz, 400mglkg/ H O MERETHE L FI] J OE BB O E, (REOKMHE, Mm
JE K OVUAAE AR T, IRERIR, OO P . PR M, QRS A QT MROIER, JRFEEH,
I/ R ES e O EREE O S 23, #ET AST (GOT) . ALT (GPT) KUV L7 F=2 O EfENARD
LTz,

WO BT, 600mg/kg/ H DOMERE T H IR D ZEHE 23,
e CELIR O L K OVFLT 5
G B OB



IX. FEERREER (ZBE4 5 IH H

5) 4 X 13 @K%k E5
A X 13 AR 05 BR (10, 50, 100, 200mg/kg/H [#5- 7 H H X 0 i fHE% 100mg/kg/ B 2 E] )
TiZ. 50mg/kg/ A UL EOMERECTHRE DKL, HETATERORBGRIEDS, TR OB Hh
77 50mg/kg/ H LL_EDHER O 100mg/kg/ H DM CTHRIIRDOZEHE TR BTz,
6) 1 X 52 AMKRE
A X 52 W N LB (5, 20, 80mg/kg/H) TiX, 5mg/kg/H LA EOMERE CHFHIARIC T FENE (SR TEAE
2. 5mglkg/ A LL O RER O 20mg/kg/ B PA_F o C 8RBT PR AN b R AP I WSEEME SR 1035 0330 B
7z, 80mg/kg/H OHEMECHE, FRIMEE DKM RD biviz,
()EEF MR 320
F ¥ A == ALK RAY — DM Z D Y R 5 RBRC 31T 2 RENEMEALRIETFAE F O MR AL L
TiE, MMM 2R 500 1 g/mL P OO @ T O RBIER G AERD DT, Ml 2 O B 18R 22 B
.~ AU 7 =<l v U A2 A0SR L DT v b ORFild E2 VD A EH] DNA A /% (UDS)
REBCIBERETH T,
(4D A TR PEERER 320
~ A 104 BRI AJEMERER (- 20, 60, 100, 200mg/kg/H [#5-27 B E L v =% 100mg/kg/ H
W] | M - 60, 150, 400mg/kg/H) Tid, 20mg/kg/ H UL EORETIREFIRILIEOSEE O LN bz,
150mg/kg/ A LA_E Ot CELIRIEEE O HEAN2Y . 400mg/kg/ B Ot FRAKRRIE O HEMNTRD Sz,
Z v b 104 B D AFEMERER (. 15, 50, 150mg/kg/H ., M : 15, 80, 250mg/kg/H) Tix, 150mg/kg/H
D C FRLR R R b e AR 0D B N 28 58D B 7z
(5)ETEFE E SR ER 320
1) ZIEERVERETONHEREEICRIFTEE (Y H)
7 v MEZIRRE R OVE IR £ TOMIBIIRIE A B 5 MErER: 5508k (20, 60, 200, 600mg/kg/H) TiL,
20mg/kg/ H LA ETZIRRDOIKAEA ., 60me/kg/ H DL E TR DER X IFiH A3, 200mg/ke/ H LA E TR
FEOMAEAY, 600mg/kg/ B THRTE & OHEER R OARMEFRD H LTz,
HeBE 5B (2, 6. 20, 60, 200, 600mg/kg/H) TiE, 200mg/kg/ H LI L CHHNE IR FRITB O BLTE A3
600mg/kg/ H THEMIE DZEi « 220, K AF R R U OBD 2380 b, 20mg/kg/ H UL LT
FROBREOEANSRD NI, 2 BHOKREIM 23T 5 2 & CRIBEROFKRFICHT 2 BB
{8 L7z, ZZRHRICOV T 600mg/kg/ H T H EITRRD B o iz, M 5505k (0.6, 2, 6, 20mg/kg/H )
Tl EHED 20mg/kg/ A 2BV T H AR L OFIHIREA I 2 BITRO bvknroTlz, BLEX
D MERER 5RBUIC B VTR DT Z IR KR O BEDE FIZOWT, ZIREOE FIdETHEMIT,
RREROIKTITMETCOENIZHKRT 2D B2 b,
2) & - BERREICREIEE (Sv k. 99F)
7w MR - BRYEFEACE T 3B (30, 80, 240, 700, 1000mg/kg/H) TiE, FHIERILED Hivie
N,
o AR - JR IR I 5Bk (20, 60, 200mg/kg/H) Tid. 200mg/kg/ H THRE K OMEAT SO KA,
B OFRIL, REY DR B O MK TISER 5 &5 2 5 26 RRE L Qe E & OREY TN
EREIE T RO GSENED bz, BaERITR® bivkr ol
3) HAERMRUHAROFREL RICBADKEEICRIFTIEE (Sy )
7 v AR R O A% O AN NS RHAO BRI 32 3Bk (10, 30, 100, 300mg/kg/H) Tix.
100mg/kg/ H UL ECTHRAMM IR T 2 BEICEEEOREN RO bz, 300mg/ke/ H THRAMIC
BT LREM OO bivic, B OERERE, HAROABIEE KOG EN N A TEERR I X7
HRBIIFRO N7,



IX. JERRAREAER(CRE4 5T H

(6) BRI 4L ER
RMEE R L
(7)Z Dt DHFRF A 327
1) R
VE RIS T AR OELE Y MIx L THURMEZ R S 720 6 O &l S iz,
2) mAARILEVIZET BEER
O~ AN AFEMERBRICB VT, 150me/kg/ A LL_E O CHLIRIEE OHNAS . 400mg/kg/ A O T FHEA
JRIE DBEIMAFED Btz Z & s, M~ 7 212 6, 20, 60, 200mg/kg/ H % H[E K O E S L, i
RE RO EIC REFTEEERF Lz, M7 e o7 F o0 EiX, EEES5 ToO 60mg/kg/ H
PLEDHE, EHETD 200mglkg/ H OMETRE O b, MHEOMER UIERMER X, KER G TO
60mg/kg/ H LA EOMETRE D Hive, BT, HE R ORER G X 5 iR LE o ~DOW 50 8T
RO BRI oTe, v U ARAFMERBRIZE O TR S - SUARES & OV T TARREO SN X, A
~DT 1T 7 FUAWITTEREE LTV D TREME SRR S T,
©@ 7 v MERE EMERBRIC I W TR LRI OIE K K OV OZEHE e ERRO LN Enb, i
HEZ > M 5, 15, 50, 150mg/kg/H % MR R OREHR G- L, A HR/LVE > L OPERINC RIZ T8 %
#ﬂLtOM¢7m77%/@mﬁi.aE&5f®5mm&yauL®w%,&@&5f®5m@&ga
D TR m%mtoﬁﬂﬁmiﬁxim%ﬁmi ﬁ@&51@5m@&gauimmf WO T,
7 v b RAEERGEERBR TR DO AR BT 2 BMICiE, b~ T e T 7 F TR
BIG- LT 2 ATREMEAMESR STz,
3) FIRBREEKI(ZBE T S 5iER
7w MR AFEHERBRIZ IV T, 150merkg/ B ORET R BRI B IE OB ZE O b2 &b, £
DIEBREFF 2 R4 572, [MEZ »~ FIZ 150, 300mg/kg/ H % 4 B ERE 05 L7-, 150mg/kg/ H LA L
CTHIRERO&EfE, UDP-Z/ V7 o v iinBiEs (UDP-GT) {EMED E5 K ORI o JE K 28
300mg/kg/ H TF 11 3% 3 o O @il e LIRS AS L8 o OARAEME I 23380 BTz, T v 23S AJFPERER
IZEB VTR DAV FIRMROTE M IEBRAE O BINIE, Ao UDP-GT 235#3E S, FURARA VT ARG
MESNDZLICED 74— PRy 7R N LT v NSRBI LSV kiR b LR sz,



X. EHRHEIHICEY HIEHA

X. EEMEERICEY SEE

1. RERXH
R A BIEE, ALGEEER  EE - EMEONFEIC I VTS L
BHRRSy  BIEE

X

2. H»EAME
ARHHE - 34

3. BENRETORE
HEIRRATF

4. BRWLEDIEE

20. L EDEE
(EF| &)
201 TV B —alEBR BRI L CTIRIFT S 2 Ly
(OD &)
20.2 BHIOFEE, WRIC IV EAFREIN SO ZERD D,
20.3 FEAIRMEICHEHARIC LKA, RAKRDEADBRENHALNLZ LN H D,
204 T b —alEREZ IR AR TRIFT D 2 L

5. BEMITEM
BEREELTARN FY <FHLoLEY A
ZOMOBETEM : [XI.2.ZDMOBEEER] M1
(55— =4t ERERE NI AR — 22— : httpsi//www.medicalcommunity.jp)

6. A—mM% - RME
L

7. EEEERE
2006 4£ 1 H 23 A (AA)



X. EERYHEIHICB Y D IH

8. BLERFCADEABRVARES, RMEENKEAR. RETMAKBEAR

<z —T8E>
- B IR 78 A s SRAM FEEUL L, RFEB4R
E&JL% fﬁﬂ A %nm\%ﬁ ﬁzﬂ A fﬁﬂ A
) — 75 2mg 22000AMX01779000
200847 H 25 H 20084212 4 18 H | 200942 A 5 H
oY — 75 dmg 22000AMX01780000
<z J—7 0D &>
U5 R 8 T 2R, . . S N 2 HE L
Win %LE%E? R B %fﬂﬁf}fﬁﬂﬂéﬁ E&éfﬂ;u
2 —7 OD §& 2mg 22700AMX00768000
201548 H 17 H 20154212 A 11 A | 201641 A 18 A
= —7 OD §& 4mg 22700AMX00769000

MEERIFZREM. RERVAELEEEMNEFOEABRVEZDOAR

W

%2 LR

k=i

10.5EERRE. BiE#ERLAREABRVZTORNE
<2 U —7§E 2mg, = U — 7§ 4mg>

11

FRAMIF@EEEA B - 2015426 H 25 H
PREARE RONE © IR, RS O

=l
[a[=N=0N

APOBANETOWVTRITHEE LR,

BHEERHM
<Y —78E 2mg, 2V —T78 dmg (V) —T7 7N 2mg, 2V —T7 7N dmg IRGEHHET) >

AWM 84 : 200642 1 H 23 H~201441 A 22 H
<=2 J—7 0D § 2mg, =+ U —7 OD §& 4mg>

A= RO

12 R FHRMGIRICEE T 5 1FH
AFNZ, FEHIRICE T 2 HIRIZED AT,

AINER O ENE O TR IZ BT DIEHEH 14 R 2 HE 3 75




X. EHRHEIHICEY HIEHA

13.&@a—F
EEHEE ERIEZE L7 hEE
HR5E 4 HOT (9#1) &S | ZEMEZERH a—F IR R T L
EEHZI—F (YJa—F) a—F
') — 7% 2mg 118805902 2590010F1023 2590010F1023 620008570
') — 7% 4mg 118806602 2590010F2020 2590010F2020 620008571
a')—7 OD £ 2mg 124418202 2590010F3026 2590010F3026 622441801
a')—7 OD %€ 4mg 124419902 2590010F4022 2590010F4022 622441901
14 FRERTLEDEE

PPN
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1) fENEFRF : fEFEER A E RS & L7285 T ARRGARRER (2006 45 1 A 23 A&, CTD 2.7.2.2)
2) FNEER R A XS E L2581 AR RER (2006 4= 1 A 23 H&FR, CTD 2.7.2.2)
3) ¥ v T EMRASH  KREHEEE (7'

4) FENERE BINEIRIESIEICRE O BEREERE 5 g & L= %35 D E R RER (2006 4E 1 A 23 A&Z2. CTD

2.7.6.3)

5) FEPNERL : BISZIRAEIEICHE O PERIEE B Zoa R & U IR RS (2006 42 1 A 23 HIKGR,

2.7.6.3)
6) Kawabe K, et al. : BJU Int 2006;98(5):1019-1024 (PMID : 16945121)
T) EE HIE  WIRERSMEE 2006519(2):153-164
8) SH HaIF) : HFMERE 2006;126(Special Issue):209-216 (PMID : 16518085)
9) Murata S, et al. : J Urol 2000;164(2):578-583 (PMID : 10893647)
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CTD

11) #ENEEL o X T AEARRRIEGE ERENE EA-E7 IC T 24EM (2006 4 1 A 23 H&FR. CTD 2.6.2.2)

12) Tatemichi S, et al. : Neurourol Urodyn 2006;25(7):792-799 (PMID : 16894620)

13) #WNERE © T v MANARIERET VBT 21EM (2006 451 A 23 AR, CTD 2.6.2.2)
14) /bR GEIED> - BEEHESE 2006;126(Special Issue):231-236 (PMID : 16518088)

15) #ENE R} : BRI R O 7R VAN 31T 5 A2 [R) S5 3R R

16) #EPNERE P R E K ONHTIRBETIC 36 1 2 AR 7 0 R MR

17) EKBEENED ¢ 3RZEHEEE 20065126(Special Issue):257-263 (PMID : 16518091)

18) % v & o A TSt - KGR EEE R (BEAl)

19) #ENE R« BERERR & x5 & U 7- B RS EERER (2006 4 1 A 23 H7&RZ, CTD 2.7.1.2)

20) tEPNEEL © BIZIIEIOEICHE O PEREEEE 2R L LRI GHER (2006 £ 1 A 23 HIKGE,

2.7.2.2)
21) WK ET1ED « EHESETE 2008;34(7):623-629
22) FAJFUE ANED> - FFHERE 2006;126(Special Issue):237-245 (PMID : 16518089)
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25) fENEEL . v T A To 104 B 558 (2006 4F 1 A 23 A&, CTD 2.6.6.5)

CTD

26) ENEEL: 7~ N TOZIEREN OFE K £ TOWHIIRIE A B3 258 (2006 4 1 A 23 HEFR, CTD 2.6.6.6)

27) RIEE —1F7)> « FFHEEE 2006:126(Special Issue):247-256 (PMID : 16518090)

Z DD SE T



XIl. BE&EE

Xll. 3&&%

. EGHETORTIKER
AINZ BT Dhme TR FHELOHEIZLLTO LB TH Y | SMETOARRI LI1ZRR 5, ERNOARA
BOFRPHTAR ZHAT D Z &,

\

<BhBES TN >
A ARAERIE LA 5 HEIR
<ZNBES TN e\ B ¢5EE>
AFNC X DIBFTRRFE T < SHEBRIETH D Z LICHBE L, AAIE LI X0 T 20080835 /s
WAL, PITRIEZR L oY) 2 REEBETH 2 L,
<HELRUCHE>
WE . AT e R e LTl dmg # 1 H 2 BIEIY B#ICHROREGT 5, k. JERIZIS U Tl a
=15,

FHNETOREIRR (2025 F£1 ARA)
< K[E (2008 FFKZR) >

Sut4 Allergan USA, Inc.
W74 RAPAFLO

K - Hirk Capsules: 4mg, Smg
FoeHE H 2009 4 4 H

ZHHE ST 3N R 1 INDICATIONS AND USAGE

RAPAFLO®, a selective alpha-1 adrenergic receptor antagonist, is indicated for
the treatment of the signs and symptoms of benign prostatic hyperplasia
(BPH) [see CLINICAL STUDIES (14)] RAPAFLO is not indicated for the
treatment of hypertension.

FVE KR OV & 2 DOSAGE AND ADMINISTRATION

2.1 Dosing Information

The recommended dose is 8mg orally once daily with a meal.

Patients who have difficulty swallowing pills and capsules may carefully open
the RAPAFLO capsule and sprinkle the powder inside on a tablespoonful of
applesauce. The applesauce should be swallowed immediately (within 5
minutes) without chewing and followed with an 8 oz glass of cool water to
ensure complete swallowing of the powder. The applesauce used should not be
hot, and it should be soft enough to be swallowed without chewing. Any
powder/applesauce mixture should be used immediately (within 5 minutes)
and not stored for future use. Subdividing the contents of a RAPAFLO capsule
is not recommended /see CLINICAL PHARMACOLOGY (12.3)].

2.2 Dosage Adjustment in Special Populations

Renal impairment: RAPAFLO is contraindicated in patients with severe renal
impairment (CCr < 30 mL/min). In patients with moderate renal impairment
(CCr 30-50 mL/min), the dose should be reduced to 4mg once daily taken with a
meal. No dosage adjustment is needed in patients with mild renal impairment
(CCr 50-80 mL/min) /see CONTRAINDICATIONS (4), WARNINGS AND
PRECAUTIONS (5.2, USE IN SPECIFIC POPULATIONS (8.6) and
CLINICAL PHARMACOLOGY (12.3)].

Hepatic impairment: RAPAFLO has not been studied in patients with severe
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hepatic impairment (Child-Pugh score > 10) and is therefore contraindicated in
these patients. No dosage adjustment is needed in patients with mild or
moderate hepatic impairment /see CONTRAINDICATIONS (4), WARNINGS
AND PRECAUTIONS (5.8), USE IN SPECIFIC POPULATIONS (8.7) and
CLINICAL PHARMACOLOGY (12.3)].

<EU (201041

HEE) >

Eaw

Recordati Ireland Ltd.

Mot

Urorec 4mg hard capsules / Urorec 8mg hard capsules
Silodyx 4mg hard capsules / Silodyx 8mg hard capsules
Silodosin Recordati 4mg hard capsules / Silodosin Recordati 8mg hard capsules

BT - Btk

Urorec 4mg/8mg hard capsules : Each hard capsule contains 4mg/8mg silodosin
Silodyx 4mg/8mg hard capsules: Each hard capsule contains 4mg/8mg silodosin
Silodosin Recordati 4mg/8mg hard capsules : Each hard capsule contains
4mg/8mg silodosin

201046 H (K1) fih

BRE ST R

4.1 Therapeutic indications
Treatment of the signs and symptoms of benign prostatic hyperplasia (BPH) in
adult men.

IEK O &

4.2 Posology and method of administration

Posology

The recommended dose is one capsule of Urorec/Silodyx/Silodosin Recordati
8myg daily. For special patient populations, one capsule of Urorec/Silodyx/Silodosin
Recordati 4mg daily is recommended (see below).

FElderly
No dose adjustment is required in the elderly (see section 5.2).

Renal impairment

No dose adjustment is required for patients with mild renal impairment (CLcr
> 50 to < 80 mL/min).

A starting dose of 4mg once daily is recommended in patients with moderate
renal impairment (CLcr > 30 to < 50 mL/min), which may be increased to Smg
once daily after one week of treatment, depending on the individual patient’s
response. The use in patients with severe renal impairment (CLcr < 30
mL/min) is not recommended (see sections 4.4 and 5.2).

Hepatic impairment

No dose adjustment is required for patients with mild to moderate hepatic
impairment.

As no data are available, the use in patients with severe hepatic impairment is
not recommended (see sections 4.4 and 5.2).

Paediatric population
There is no relevant use of Urorec/Silodyx/Silodosin Recordati in the paediatric
population for the indication of benign prostatic hyperplasia (BPH).

Method of administration

Oral use.

The capsule should be taken with food, preferably at the same time every day.
The capsule should not be broken or chewed but swallowed whole, preferably

with a glass of water.
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