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40C. ARDATEWIE, 35 H Bl L | Bk L AN A7 L
7!7 AN AN 53 NS
4mg . AR - - -
H ek 7001k, T R
SRR | mieL | iU | B | ZleRL
25°C. VAT &L 60 5 Ix-hr

. ARERVBEBROREN

A% L7

CfeFlEDEREELE (WMEIEFEHEL)

A% L7

. RHIM

2mg §E. 4mg &, 2mgOD FE, 4mgOD £ & & 15 /3R OB H=RIT 80% LA ETH - 72 (H Wt~ L) o

10.5%% - %

()EENRBELGRS - BF. NESRRGRS - BKICHT S1FER

FARANA




V. IR HA

2| %
(vu Ry 8 2mg [DSEP) )
(PTP) 100 #& (10 #£X10) 140 #& (14 #&X10)
500 #E (10 $£x50) 700 £ (14 #EX50)
(FF7RAF v 7R ML 28F) 500 &
(vma R 28 4mg [DSEP) )
(PTP) 100 #& (10 #£X10) 140 #& (14 #&X10)
500 #E (10 $£x50) 700 £ (14 #EX50)
(FFAF v 7R ML 28F) 500 &
(m R > OD # 2mg DSEP] )
(PTP) 100 #& (10 #£X10) 140 #& (14 #&X10)
500 #E (10 $£x50) 700 £ (14 #EX50)
(FTZAF v 7RIV T FEFIAY) 500 6
(1 F¥ > 0D % 4mg DSEP] )
(PTP) 100 %& (10 $£X10) 140 §& (14 $E X 10)
500 #E (10 $£x50) 700 £ (14 #EX50)
(FTZAF v 7RIV RT HEBAIAY) 500 £
B)FlHE=E
Y LR

4)BBRDHME
vu R U8 2mg - #E 4mg [DSEP]
PTP 1w % :
P T P:RIVFavLr74vh, TAI=TAHE
P — FTAI=UA-RBIZFLLUTIFR—KT 4 A

TTAF 7R bV
AOh v @BEBER)F L
Xy v RV mEL»
v K> 0D § 2mg + OD % 4mg DSEP|

PTP & %
P T P:RIVFubLr7 4V, TIAI=ULE
P o— FAI=UA-RBUTFLLUTIFR—KNT 4ILA

TITAF 7R bk

A bV BEER)=FLV
Xy v R L
VLM A UL

1. 31#IRH &0 3 AHE
AR L

12. 2 0ft
AR L



V. 1BRICEId 5 EHHA

V. ‘aRICEI SIHE

1. REXIEHR
4. REX TR
AT ARAEKEE IS4 5 BEFRIEE

2. DEXFIMRICEES HEE
5 MEEXIIHRICBEET IR
ARANT X DIEFITF L CIER L, SHERIETH D Z EICHE L, AAIBRGIC X W HIfT 220108155
NRWEEIX, FIRRIER S, OB RLELEETLZ &,
SR -
a1 EWEED S B THDZIERIEICHE O JERIES | 1S 2 208 U R & b > TV D IR @ o E FIH
Th D,
AZIRIE RIEIZ F 1T D HRIRFEE (I, BTSRRI I 25 B A PAZE & BTS2 R85 O R 12 X 2 BERER) P ZE
OWGFNEET 5, AFNE. a1 GFIC o) EEITERIC L BEEEMMAZELZER L, JRIENEEZKT S, JHR
PEE 2 BT 228, K & R DRNLBEZ O b D2 8EFET 5 b D TIEARW,

3. HERUHAE
(ﬂ RERUVRAEDHER
WE, AT Ry LT 1Rl 4mg 2 1 H 2 BV BZICRAOEET 5, B, ERICE U ClER
=15,
QFEERUVHAZEDHRERE - 1R
V5.3)HERIGIERRAER] DHEA SR

4. BERUVHAZEICEET 5EE
FRE STV

5. ERERAIE
(MEBRT—2 /vy 5r—2
PR
(2)BRPR R ER
1) BEEEHER 29
R A B (20~29 5%) (2. 1 Ky > B 7 k)L 0.5mg. 1mg, 1.5mg. 2mg. 2.5mg. 4mg. Smg X
1T 12mg (KBE 6 B) Z 2SR PR OGS L2 L 24, 2mg THE 1 6, 2.56mg T H< S 1 4,
dmg TROARE 16, SRR —ET 50 14, 8mg TV HL LA 16, EANR—LT 5L 16, K
141, 12mg TEHL HA3H], [ AR 34, ESZPHRME 1 FIARBD bR, WTNHRETH
V. FHCERPICE L R b5 0nb D TH o7,
Fo, BRMRAEMN (KT, MRA PR &K ORBRE) ICBWTHERGRT & REFTRITE O
LR T,




V. iBRICEEd 5 HHE

2) RIEEFEEGHEK Y

fERER A B (20~253%) 64, vu Ry A7 1.6mg & 1 HEHEO T H BIZITHAEI 30 /5
1|, 2~6 HEIX 1 A 3EEREI30 pRICROELG L2 A, b b& 1, Wi 161, #{#
161, JOoAE1BIBFRD LN, FRCHEERMICEEE RN D ThoTe, £, HKRMAEMIZE
WTHRFRLT RE RFEFTRISGED DT AREIRGF ThH o7,

R A B (20~27 %) 1IC. 1 Ry > 7 &L 4mg, 6mg XiE 8mg (£ 6% Z# 1 HHEKNRTH
EIZIZH BB 30 i 18], 2~6 HEHIZ 1 H 2 [BFIR LY BEI 30 & IR AFREG L& 2 A,
4mg T T 3 B, #RAE 11, DEMEHISMGHE 141, 6mg T ALT(GPT) L& 1 #l, 8mg Ty AR 2 i,
B BATHL ENEEME 16, 77— ER 1HIARD S, WIS R EERAYICHRE &
RHRNS DO THRFMITRL Th o7z,

HE  AFOARB SN TV L HELOHEZ, EE, ATy Froe LT 1H4mg 2 1 H 2 B £%I10#%
A5 2, 28, RO CGEERET S, | THD,

R)AERGIFERAER

1) ERGETHAE || HEEAILAERGHER ©
AISERRAE RIEIC L O BERFEERE I, a0 Ry 7L 0.1mg, 1mg, 2mg % 1 H 2 &% LN &
%I 4 R OB Ui R, FEFHMEEE Tk 2 M UGEE ([ dE) + TH5E%E] ) 14, 0.2mg/
H 23.1%. 2mg/H 27.8%. 4mg/H 33.3% & &5 BEOHMNIENLEROBNNNRD H=m, BEWICH
BATRD N0 o7, 7o, [-PSS & HWHIEEAEIZ RS < B RIER OFFMN & OHE R HEICFES <
PERE: QOL ORIz, A% BLEOARFRIT, HEKFNOABEREEDR IR i,
—J. BARMIZEL T, BERERAERIERD b ho T,
LLEX O BISZRRIERIEIC A O BERBEHBF IS T 2 A0 R Sz A3, dmg/H & 2 2 FHETOMR
FRMETH D LI,

2) ENEEIE TH _SSRLEHR Y
AT IRAEAIE N P D PEIRBEEBE 235, v e RV v 7|V 2mg, 4mg X7 78R % 1 A 2 8] (]
BREOYEE)  4BBROKES Lz, TO/RE, e Ry o7 dmg %5137 7 R Ll L C
HME I-PSS h—% Vv 2a7) 2HREICEE LT, £72. I'PSS F—X LA a7z T [RXFL)
VL EDOHHRE R UTIEG OEIAIL, 778K 41.6%, 4mg/H 55.8%. Smg/H 62.6% & . Smg/H L 77
TR EORICHBZENRED bivie, BWERRBEEIGIZ, 15.6% (42/270 ) Th-o7=, HERIOEIVEH S
WEIAIX, 77 vREE 7.9% (7/89 1) . 4mg/HEE 16.9% (15/89 #1) . 8mg/HEE 21.7% (20/92 fi) T
HoTo, FREWERIT, FHRFEE 0% (0/89 f5) | 11.2% (10/89 f5) . 6.5% (6/92 %) (77 &R, 4mg/
H. 8mg/H DA, LLTREER) . A% 1.1% (1/89 1) . 0% (0/89 #) . 5.4% (5/92 #i) TdH-7=, EIE
A (BRERAEE) EBEAIT. 6.7% (18/270 ) Th-7-, AEHORIMER (FEREM) BIEIEIL.
772 AREE5.6% (5/89 ) . 4mg/HEE 6.7% (6/89 #) . 8mg/AEE 7.6% (7/92 #) Th -7z, FRmEIE
M (BEREM) 3. U ZUEY FESF2.3% (2/86 1) . 3.7% (3/82 ) . 2.4% (2/84 %) (FF+&
AHE, 4mg/ HEE, 8Smg/HEE) Thotz,



V. 1BRICEId 5 EHHA

I-PSSa) b —% LR T DEERIEDEL

. . 7T R REE L DR
YN - ‘EI o /( ,734
e £ P G- BRARIEH E Pe b 4 %A B Dunnett F12 F LR e
77 R 18.1+5.6(88) —3.0+£5.8(88) —
2mgx2/ H 18.3+6.5(84) —5.716.1(84) p=0.013
4mgx2/ H 18.7+6.0(87) —6.6+5.5(86) p=0.000

BAQT R Mean=*SD () : REEIEK
a) I-PSS: EFERNZAER A 27 (BIE : 07, FEEAE : 8-19, HIAE : 20-35)

PLEXY, o Ry v oFRAEEAREIL M1El4mg, 1 H2E] &2 517,

CAFNOEKB SN TWAHELOHEIR., @, Ay e R e LT 1El4mg % 1 H 2 [BIEIY BRI
NS B, A, RIS U Ol ERET 5. | Th b,

(4)RREERIERBR
1) BRI
<ENENHE_EERLEKRABR>O
I-PSS h—# L2273 8 mll b, QOL 227 H 3 8LLED 50 mE Ll EOFISEIRIERIE S LE 5 PheIR o B
FHERMBIC, Ya Ry b7 dmg X7 78R %2 1 H 20 (FHB%EECYER) | 12 BRERO&RS
L. Zhigkdem e R TREE LB 21T - 72,
ZORER, ETHEIHMEEE TH 5 I-PSS h—X LA a7 OFK5ai%OELE (Mean EHERZE) (X, 77
TR —5.3+6.7, ¥E K2 —83%+64THV, vu FrO7T7vRICHTHEBIENBIES T (2
BEAR ¢ BRAE @ p<0.001) . F7=. BGBALBRHZIE LT I-PSS h—% /LA 27 8 25%LL_keks L 7= fE B
FHIEZ, va Ry 76.4% (133/174 41]) OV 717K 50.6% (45/89 ) TdHh v, FIEENEIE (I-PSS
hN—=F /L Aa7 8 Kiii) £ TUFHELIIEFMOEISIX, v Ko 47.7% (83/174 ) LT 7 &R 31.5%
(28/89 fil) Tdh o7z, vm KL rOBRIERITERS 1EEO RO SE L, BEEFICK LT H U
RO BNz, IHIT, FPSSHRIEIR A =27 (GRIREE, RGEHE, REIKT, BEEHRA 27 0E&FH)
FOERIEIR 2 =7 (BRBR, JRETNEE, KEBRA 27 055 |« SHRICET 2 QOL 2 a7 £ i
FROEHRI#OEREICENT, 77 vRICH L THERWHENRDIRD LIz, BKIRIEER OB 5/
BIZB T H2E(LE (Mean ZHEHER ) 13, v1 Ry v 2.24+3.96mL/Fb, 77 &R 2.42+5.50mL/f T
WIERHEGANCHARCHE LN EBERETED bkh oo, RRRERITIPERREICKE < BE2 %
F5ZEND, BERIGOPIREEZR X T25HEG (FG-Ri#% OPERBEEN £50%UN) OFsERICE
T D ERARIRIEERDOEEIT, v r R 1.70i3.31mL/*’/\ 778K 0.26E221mL/BTH Y 7T ERIC
KL CTHBEREENRD biLe (2Rt BE @ p<0.01) .
RIERZBLEIGIL, v R RE54.9% (96/175 ) . 7T B AEE 22.56% (20/89 #l) Th -7z, F/2HE|
TERE, v m R U RECHIIEIETE 22.83% (39/175 #1]) | #EX A BA 8.6% (15/175 ) | JRKEEE 5.7%
(10/175 ) . T4 4.6% (8/175 ) . £PA 4.0% (7/175 6i]) . 77 LAREECTHE, 08K OTERE 4.5%
(4/89 #l) Th o7, BIEM (BRRMAEM) FHBEIGIL, v N8 31.4% (55/175 f5) | 77 AR
21.6% (19/88 ffil) Toh o7z, EZRENWEM (FRRBREM) (. o R BHETIE RN 7Y &Y FEA 12.0%
(21/175 1) . CRP L5 5.7% (10/175 1) . v -GTP k-5 3.4% (6/175%1) . FFEARBETIZRY 7'
VU R EF10.2% (9/88 %) . LDH &% CRP LF-4% 3.4% (3/88 f5l) THh-7-, EELRFRNEMITER
O ORI,



V. 1BRICEId 5 EHHA

I-PSS k—% LR a7 HIEEDHTS

I 24
' 2 BEAURE (S aF Y rvs 7 5E58)
P 22 1 #x 0 P <001
g 20| skk 0 P <<0.001
T 18 |
7 16 }
v
A 14}
a
7 12}
il
’ﬂj:: 107 ok
il gl ok
— sk
j=1 6 —— 3TNy o TFER
e inag 18 2.8 434 83l 1238 58 TR
(LiZrpkwy)
i3 i) EBHiti+SD
I-PSS F—# LR T7DRIEE. ZEERUVEHBE
N " 1 5-B AR HETIRE S f o LK A& 148 95%
Bl iz et | omer | 2R BERE | (R
AT N 174 17.1£5.7 8.8t5.9 —8.3*+6.4
— —30 | —46, —1.3
7 7R 89 17.1£6.1 11.8£7.1 —5.3+6.7
% Mean+SD

BE1EBRRU2BRICEITS I-PSS h—2ILRITELLE

5181 Hw528%
TSERE SORS B TR SORS B
(&) (n=89) (n=174) (n=88) (n=172)
0
1.2
I 2.2
P
S
S
e
2
Ju
Z
|
7 L
%‘J‘l; sk
g -10
*kokak

FLR=3EE— R 5 MeantSD sk p<0.001 2iEAKt#E



V. 1BRICEId 5 EHHA

I-PSS #REKR AT ELE I-PSS EREKRR AT EILE
TSERB JORSOE TouAEE YORYVE
(n=89) (n=172) (n=88) (n=174)
ﬁfﬁﬁ’ﬁ 109444  10.8+4.1 ?fﬁﬁ%* 63128 64130
() ()
0 0
,1 -
1.5
-3.8

T E 27
" ®
A 5 A
| pus |
7 F o8
3 'y
1k 1k
1 E

-5 ~

104 n
*kk
*% 6

ELBE=$54% TR QU3 IERE) —32 5-FaaRE E(LE=F54%8 Ty (OU3rpbrE) — B 5 BRI
Mean+SD % : p<0.01 2fEA(RE Mean+SD #* : p<0.01 2HEAtRE

PEPRIERR © 4 THE GRRIE, RIS, JREIKT, ESER) 63227
EREK - 3 THE (BRHSR, REUNAK, KFEHIR) OBFHA=T

QOL RO 7DNEILEDHF
(=)
1
o—e T R B
O=0 75 RBE
Q
0
L
A
a
7
?—:‘
e
T -1.1
.—1.7
k%
* kK
2 T I T \ |
5 18 2H 43 83 12;8 P 5T
B bl (I3 IERE)

s HA

BLE=% %5 D VGRS TR GO IER) — 5 5 IR
Mean+S8D % :p<{0.01 %% :p<0.001 2{EAtHTE (7T tRBEEDHED

QOL R a7 RIEEDHT

(4\( 2
BERE | & 5-BRARE 13 238 438 81 1238 (%ﬁ&ig)
m ko | 4908 | 43+11 | 41+12 | 38412 | 34+12 | 3.1+14 3.2+1.4
(175) (174) (172) (168) (162) (155) (175)
Sopp | 4709 | 44%10 | 43+11 | 40+12 | 37513 | 3.5+14 3.6+1.4
e (88) (88) (88) (86) (82) (82) (88)

Mean+SD  ( )PNITIEHIE



V. iBRICEEd 5 HHE

2) REMHER
<ERE#HHREHE (52 8FK%kE) >99
AMSZRRAERIE N FE 5 BERFEEBE 364 flaxtRIC, vu R 7L 4amg % 1 H 2 B (HEEZK DY
B%) . 52 WAL Lz, TOME, I'PSS h—% /1227 (MeanEHE%E(RE) X, #5-BI4ARE,
B b 438t 12 %, 28 WH% KON 52 %k TENEN 18.4%6.3, 13.1£6.3, 10.6+6.0, 9.4£6.1 K
8.2+5.7 LHEB L, 52 WIZHh BRIEROBEERUGENRD LT, o, QOL A =27 KO KR
Y B2 MOV AERBICKE L, £/, Yu Ry 7% 8mg/HND 4mg/H~HEL., TD#H%
B SR o TEGI A ], B — S R S e o TEGI A FEEER & LT, T-PSS h—#
NAAT QW E I LTz & 2 A, WEFIIEHEG LD HRIFL0LELI 00, WIih 52 #Hich
7o 0 ZE LT UGENR O i,
RIERRBEIA1X. 65.4% (238/364 i) Th o7z, FBIWEMIZ, FHEEE 25.0% (91/364 ) . T¥#i
7.4% (27/364 f5) . M8 7.1% (26/364 f5]) | iH < B 6.6% (24/364 ) | P 5.8% (21/364 ) |
SboE () 5.2% (19/364 f51) Th-o7-, BHEM (FERMRAMRE) FHBEISIL, 31.1% (112/360 fi) T
boto, EREWEH (BARBRAEME) X, NV 27 U&Y FEA9.2% (33/359 f4]) . ALT E5- 4.2% (15/360
B) . AMEREGED 3.9% (14/358 f5l) . ~FZ/ n b Bl 3.6% (13/357 1) . ~~ b7 U v M
b 3.6% (13/357 #i]) . AST L5 3.6% (13/360 f]) . FRIMEREIRA 3.4% (12/358 i) KT CRP L5 3.1%

(11/359 #5)) TH - 7=,

I-PSS F—4 LR AT HIEEDHTE

(50
26

24 1

I 22
g 20
S
18
|
5 16—
)%
A _
9 14
7
biil 12 -
i
10
ook 200 42 (259)
8 K REE e ok ek gy g o

$k %

6 T T T | T T | | | T I T | T
5 48 8 12 163 2038 2438 283 3238 368 40iE 4438 483 523
bl
R A
Mean+SD  ( )PVAEMFIE  #%% :p<{0.001 VEARRE (3255 & O H#)



V. iBRICEEd 5 HHE

QOL R a7 AIEEDIHTRE
0
6
5
Q
0
L
A
| 4
7
Hl
E
filf
3 -
sk kokok ok (259)
dokk ok
sk
2 T T T T T T T T T T T T T T
%ﬁéﬁ 4 8 123 16 2008 248 2818 3218 3614 40 441 48iH 5218
B

LR
Mean+SD  ( )NIZAEFIE 4ok :p<{0. 001 IHEACHOE (55 B IAET & D i)

RARBEDHR

(mL/#)
19

18 4

17

16

15

14

WS

13

'(232)
12 *kk

11 4

10 4

9

T T
#E 48 1238 20l 28iH 363 44 52l
ey
(S
Mean+SD  ( )PURGEFIEL  *kx :p<{0.001 VEACHE (55PN & O i)

(5)EBFE - RERIHER
M EE R L
(6):a B
1) EAKERE (—REAKERE. BEEARGERE. EABBLERAE) | BERFTERT —2—X
. HERGTERERAZBRONE
OEARERE
(REH)
Jed i O RIS F UV T ZRMEMET G RAER] 4,280 Bl DENEHFBL=IE 11.2% (479/4,280 1)
T olz, KA THE L ERBWENRSERORIEM L 20381, THRRL L OHLEREE] 3.6%
(154 i, WER : SPHSPEE 103 L QAT TIESTRSIE 50 115) | THBEEE] 3.3% (141 i, MR : THI
111 #55) | THRRCRIET ] 2.0% (87 fBil, PNGR : WFEMED W 45 L TMRALMED F 0y 29 15%5) | TiE
WEs. MEhds L OMERRIES ) 1.1% (46 B, PR : &P 44 %) | [Tk - 2HEEFR L ORGEAOR
HE] 0.8% (33 #1, AR : M8 29 %) | BB X ORKEE] 0.5% (20 #il, W : JREDHA 8 RO
BR TH5%) Tholz,

%’I.I.I



V. 1BRICEId 5 EHHA

(Az1E)
LM GIERI 7 & | AR UCEEREAT AN RE D 304 Bl & RSN L7z 3,976 B 2 A AR S SAERT & L7z,

ERBCEEE, BIEFOBIEE TRRICEWT, vu N UGG ORI R E 2 2 ERT )N & /Y
WL, Tt ook TRE) TEL) o 4BECHESNE, TR XuE TEk) L5
i S IEBIOEIE (LUF, TSR] ) 13 14.4% (571/3,976 f5l) ThH -7,
@I-PSS h—X 2=
B b5 BbARs & AR (v r Ry v b 121) O I'PSS b—# L2 a7 (ki () LR,
LIFRER) 13-7.5£6.3 Th o7,
®QOL x=7
FHIEE A O PERARREIC X9 2 BE H B O R E AR L, 0~6 s E TO 7 BPECREfl S iz, 5 BRAARE
LRI (Ve Ry o fh 1230%%) © QOL A 2 7 2L &13-1.9+1.5 Th-o 7=,
O EFEMABERE 9
(REH)
FeFE i DR E AT A (IS BV T MR SIER] 3,671 BIOENEHFEH AL 11.4% (408/3,571
Bl) Thotz, B LI ERBEIRPERNORIER L 2 0RBHEIT, THBEEEF) 8.7% (131 i, Wik :
T 103 55 | TAGERBS LORLEREE ) 3.0% (108 il AR : SHREMETE 85 1H5) | ik Rk
2.1% (76 5, PNER : FEIWED F 0 41 R OMRAMESD F vy 31 4F5) | T - &2 EEB X OGN
OIRTE] 1.3% (46 B, WGER : B8 33 #F55) | TRPEReER. MEldk L OWRIEE ) 1.2% (43 . AR &
PH 37 %) Th -7,
(B%hE)
LRVERENT I GIEBI > & | SRUGE G ARE 195 i, #SAMER UREHRAR) 1 BIOF 196 il ZBRu 7=
3,375 15 2 A7 SPERRAT S SAER] & L T2,
@ 7K
ERRYGERE L, BREGIOBIEHE TRAIZE W T, AR & RIRICEHE S iz, BRI 23.5%
(793/3,375 i) T -7z,
@1-PSS h—X 1A=
B BARIE & B A&REMIRE O [-PSS h—# A a7 ki (CFY CAEYERZE, DL FRIER) 13-7.5£7.3 T
Holz,
®QOL 227
BRIAIS & &R TIRF D QOL A =2 7 2 L &I13-1.9+1.6 Th -7,
@ Qnax
B G-BIAIE & ot RHTIRE D Qmax 21 E1E 1.9+5.4mL/MTh > 72,
@FLIR &
B G-Br A & ot FHmIRE D7 IR O 2 L &13-29.2+115.0mL Th > 7=,

g

¥, BLEIRFE TR BRIRERBRIE M L TuZeny,

2) RBEHLE L TERFENHNEBRIIERELZAE - ABROME
M E R L
(7)% Dt
M EER L



VI, R B B 2D H

. EMEEICEHY HEAE

 EEPYICEAEHSLEMXITIEEME
o 1 BT R
—W TR, T T R, T UL A ARV U, 7 hEUL &

HE  BEEDH 2 LEW DRI

IR EFL, BHOEBFRLEZRT L L,

. EBER
(WIERERGL - 1ERF

va R AL T ERIR AR T H D RISIIR, JRIE K OME B = FA 581
T ENT D AREARR MW TS 2 Bk D . FEBIRESHHRR T
L. RISZARAERAEL

T D a7 R U IKYyT7 24
B OB ZFER L, JRIENED 57 % ]

ZFE D PRIRBE S 2 T 5,

(Q)EMEEfT 1T HHERME
1) a1n ZEEERMYE (in vitro) 10

2)

Eh arZEERITZAT (aas aB. anZBK) 220 TNFEBLS T2~ U Al kO LM(tk-)#ifgo
By E 2 HNT, a1 I TH LT 7 Y VERREO N T U LERE ( [BH] ST 7 v r) B
WYY FE L TEREREZFERL, & b aXBEY 72 A AT 282 RE L7z, S6ice b
a1 ZREY T 2 A T T DRIE (e/ el RO aw/etl) ZHRE L, ZO/RKER, vr Fvr
E aBZAEICKT D 0 aRARORREIZ 162 THY . ana AWK L TEVETIMEZ R LTz,

01 RERY T2 4 TITHT 2RMER VERKE

Sl Ki (nM) a1 RN T H A TR 2
1A AR a 1B AR o 10 K a1al 1B bt o 10/ « 1B
=1 NV 0.039 6.5 2.2 162 2.95
B hAT Y R 0.012 0.12 0.030 9.55 3.80
FT7 hEDL 23 7.8 4.4 0.372 1.78
7T R IR 0.12 0.028 0.078 0.204 0.316
Mean (n=3)

a) Y7 XA TRIWE
Tabb 1M (M=

(a1a/ e BEER TN an/ a1 bt) IZIBEHRZ O,

pKi (a1a®BME ap) —pKi (aB) ) ICEVEH L,
fig 2 E R (in vitro) 1V

b AR K O D IR O RAZA 2 AT MR B
T 5% an EREEOFETUER 2 Mgt L7z, Rz Rz

B CTHD VT KT U RIS %t
s5iT5va Ry T KUY UG I 5

HEHERIZIGFBEEIRICB T 2200 148 5 TH Y . BRI T 2 @B R S Tz,
fEER IR
b ks Kb (nM)
HHA BT REPR
AR % (BRIEEIR) =
v Ryy 0.23 34.0 148
VN SRS 1 3= 0.17 0.44 2.6
Mean (n=4~5) . X4 B L



VI, R B B 2D H

3) TEIRERAEM (RIIZER. RERUVEBR=AR) ([CxdHER (VHF, Sy k) 0
UHXROT v bR LS REBEEAD 2 VT KLU RIS 5% o1 IERTEK O RS
PUERZRET LTz, vu RUIE TR FIIIR, JRE, B =A) 2w T, /A7 KLt
IZ X DUEIC e L CB<HEII L, v r RO FERE (aa AR BIPEZ, MR (om0
K OWTEHRREAR (a1 ZHE) OFNE L TRl

JIVT FLF Y UERIREICHY SERIER

pAz X% pKb fi&
HF a1 IR a 1B K o 10 AR
RAITYZHR @ JRIE @ JEEIE =430 @) JI ik ) a5 X Eh R )
D= N 9.60+0.05¢9 8.71+£0.09 9.35%£0.15°9 7.15+0.05 7.881+0.05
ZhAu v oS 9.93+0.079 9.00+£0.06 9.48£0.149 8.64+0.06 9.82+£0.06
F7 hETL 6.69£0.059 6.48+t0.11 6.80£0.07 6.30£0.07 7.481+0.06
TI R 7.91£0.02 7.960.04 8.10£0.05 9.34%0.13 9.17£0.06
Mean=SE (n=4~5)
a) UH¥. b)) Ty b o pKbiA
fisi 2R E IR 1%
TR AR
S AT PRIE e = fa 0
vs Ui vs KEIR vs i vs KBEIR vs [ vs KR
va Rvr 282 52 36 6.8 158 30
WAy RS 19 1.3 2.3 0.2 6.9 0.5
FT7 FETL 2.5 0.2 1. 0.1 3.2 0.2
T R 0.04 0.05 0.04 0.06 0.06 0.09

a) TEUREERIRIETRESREEZOL, 725 10M (M=pAz XI pKb (FTZ,
(Mg do VTR EIIR) ) ICK W EH LT,

& D WM =E8) —pAs

4) FREAEIZHTHER (Ty k. 41X) 12

D77 UFEERENELRERVMEICHT 2%EA (Sv k)

R T D SD REEMT v MZ a1 ffEETHL 7 =1L 7 U Va2 KEREARE D &5 L.
Eo LR (REAZEOEE) 28807, & a2 7 2= 7Y V&RE50 5 457l
BE L, 7= 7 U UBRIRENTE RIS 2 MEER 2 Re Lz, £/, BRERT OBIEERZ A
T, & a RO M %9 2 8 A fEt LTz,

ZORER, vu RV VEMER TERZ R T I BIERWHET, 7= 7 U I L AR IRIEN
JE B2 B IREICNE Lo, E72, JRIENE BT 2 EIER & iER TEH & okt (ED15/ID50)
MO FERBERREZREEH L2 A, u RO FTEREERIEIZ 117 Th - 72,

HITSZ B PR IE N
(KRB EFR &0



VI, R B B 2D H

JIZ L7 UFERRERELRERVOEICHT HER FIRAEES)

[# L2 0> iERE
(%) (%) (%) (%)
100 — — 100 100 — — 100
oo 807 | ee 00807 . ee
| — 90 b | — 90 b1
§ 60 R % 60 4
al 40 —| [fll P 40 4 [ﬁl
g -g0 B E - g0 'E
20 L " o20- L
0 H"Hl‘ T |||||”| T ‘UHH‘ T ||||||‘| T TTTTIm 70 0 T \H'H" T \””‘" T |‘|U|‘ T ‘”H‘l‘ T TTTTIm] 70
0.01 0.1 1 10 100 1,000 0.01 0.1 1 10 100 1, 000
. (1g/kg,i.v.) _— (rg/kg,i.v.)
O=C RiENIE R K EAEL A O7 ==L 7V R RENE EROVFEEE100%E LT,
—8 T[T, 45 A D T LD T A100% E L
Mean=SE n=4~5
TEREZERME FRIRAIRE)
A JRIENE E5H- S I IR B SR
I1Ds0 (uglkg) @ EDi5 (uglkg) P (ED15,”IDs0)
e Ry 0.932 10.9 11.7
AN = B IG Y 5 0.400 0.895 2.24
Mean (n=5)

a) IDsofE : RIEWNE EF-% 50%Mi3 5 H &

b) EDisfE : FEEMER 16%IE T &5 A&

QTEMBERBFRARENELARVMEIZHT H4EH (4 X) 1319
BRI T OREME & — 7V RO T REREE (RIS 2 W] 2 AZRARE) 2 BRI L CRE%8 L7l
EWNE EH &R MEOEbZBEE Uiz, & a B A a0k (B FRIR) 75 30 4
B U, FIEMEANKIC X 2 IRENE EF K OUMEIZ 5 5 8 A g U7,

IR SIS
gapirNalb]

i

%@?’F% vu P ATMER TER 2R3 L0 SIERWHET, TIEMREO BRI X 2 Bz R

BT EF 2RI Lz, £72. TERESRME (ED15/ID50) #HEHL-EZ A,
D T ERR BRI 237 [ TH o 1=,

THEAZRHEFRRENELRRVCMECHT 4R GEIRAKZE)

Boazas ik
(%) (%) (%) (%)
100 100 100 — — 100
80; 90 80 — 90
=0 H80 *® OO —80 *®
& 60 L TR 60 L T
H P | B ]
A 0 m W 1 0 @
E 40— r K E 40— 5 H
- - 60 Lo — 60
7 L 7 L
20— 50 20— — 50
0 e 40 0 T 40
0.1 1 10 100 1, 000 0.1 1 10 100 1, 000
(ig/kg,i.v.) (ng/kg,i.v.)
"EE wEE

O—0 [RIEMNHE L7 & ZEA B G- Ao T R Al G 2 R IE N E _EH o EE100%E LT,
o—o [EFY (A SR EE L a0 L £ O ERBE A 100% 2 LT,

Mean=SE n=4~5

B R 1£3053 W C e KOG E RUER M AL,

e Nvyv




VI. SREHERPRC B4 2 H

TRRAREHERYE FRIRARE)

s JRIE T A S I TR R SR
IDso (uglkg) @ ED15 (uglkg) P (ED15,IDs0)
va RNvv 1.86 440 237*
B NA TS Rt 0.908 0.837 1.21

Mean (n=4~5)

a) IDsofl : JREANE LF-% 50%40H 32 H &

b) EDifE : FHmMEZEZ 15% KT S5 HE

¥ p<0.05 ¥ AR vV UEBEREGREE OMO Aspin-Welch @ t #E  (FHIRE)

5) BIMRIBRETIVIZRT B4R (S k) 1B
SD RHEMET v MIHERLEY (TAMATOB Y KON A N T VA —)V) ZREHRE LT, A IRIERE
FNVERL U 72, B TS CREEPICIRA L2 = = — L X 0 e EE 2 FieiE A (3.6mL/hr) L, &
PRI OIEIE BB MEARIAE S T 2 B A R Lz, v Ry v LIXZORE: GHIRES) 13RIk
AQUE =Py
ZOFEFR, > a R 03 0.01mglkg UL EOFIRNEE 512 L0 . BIRFFIZAE U7 BRSO 2 $l L7z,

BEBBERROIERICHT H/ER GFHRARS)

(%)
200

150

100 —

S5 20 5 o o o R 1

50

FTEREF 0.001 0.01 0.1 (mg/kg.iv.)
ari

Mean+SE n=8~10

M OREIE, BER Y R O 5REE 100 & L-HER (%)

* : p <0.05 Dunnett O EILERE (WHRIFE, xHEE L D)

(B)EAFTERFA - FrftkerE

<REANELBMFEROFHEE (Fv k) >10
SD SRHEMET » MTH o EWIERZ R NG L, &51% 12, 18 KU 24 RERICHRFE TIC T o FEEETH 5 7
==L 7Y U RIEEEIRE D &G L, AZERENED EFZRE L, & o BEEOERF LB L
7o FOFER, 1 R 0T 0.1mg/kg TIEAG-% 12 FEE], 1mg/kg Tt 18 FE[E, 3mg/kg Tk 24 Kl £ <
MBI LT 7 ==L 7 U UBRBRENE A2 A BICHHl L,



VI. SREHERPRC B4 2 H

JxZ L7 UERRERNELFIGEERORERE

(umH%((;) A) O 512650 (emH,0) ANEOIR S 128
301
g % 20
A A
E E *
E E *
g 5 101
g .
0! 0 [7]
*fER¥ 003 01 03 1 3 *EBE¥ 003 01 03 1 3
<A K (mgkg, p.o.) A LA 1AL A5EIE (mg/kg, po.)
(emH:0) gy g2 43 5 4618 B4R (em ‘-_:3(())) B) O 518 BRI
301 1
R 501 73 7 *
& 20 * 20 ?
M A /
E E ’
£ 10 101 i
" El ?
0- 0
B 0.03 01 03 1 3 *tEEEE 0.03 01 03 1 3
0 Fi 2 (mglkg, p.o.) A LA 0L UIEEE (mgkg, po.)
{emt1,0) C)BRAHEH24 Kia {emi1,0) C)#ERO#E5#24 KA
307 30 ;»
17 R
= 20 ﬁ 20
] « W
; ;
) 10 = 10
0° " 0
*tHB# 0.03 0.1 0.3 1 3 »ifE#E 003 01 03 1 3
L0 KL (mgkg, p.o.) A2 LA O LUIEEEE (mgkg, p.o.)

Mean—+SE n=8
#: p<0.05 % HAEE O RIOWilllams D25 8 gk & (iR )



VIL_EYyEhielc B4 5 HH

VII. EYEREICET 5EHE

1. MAREDHR
()RELEEMGILTEE
MR L
QEERARTHREIN-IPRE
1) EYFEHIEEERR @&, ATEL) 17
R AN S (20~3573%) 12, Z B A — "—{EIZX Y, vu Fvdmg BEXTH 7 EV) & ZEEIR
WCHRERORE Lz & & EmiifEr o R RE(Cma) 2 29.309 & O 28.919ng/mL, i
FP R T AR T FE (AUCo-4ashe) 1 122.91 }2 T 125.44ng-hr/mL TH - 7=,
AUCo-ashr & UF Cmax D ATEEIED LD 90%(EFIX [ 1L 1241 0.92936~1.05133 J T 0.91528~
1.16615 TH Y . AW FEMICFETH D 2 L BB SNz, 7ok, MR REMARE XKy o~ K7
Z 7 4 —TCHIE L1z,
HEROJRSHE Amg (EXIEHTwIL) ) omEdS o R VREHE (FRE)

(ng/mL)
40
i —O 4AmgHE
i3 O—=0 dmgh 7tV
h 30 —
N
% 20 —
N
>
# 10
B
0 | T L
0 4 8 12 16 20 24 (hr)

R

(FEHE+SD) n=27 (12hr BV 24hr IZDULNTIE 26 1)

R A BEICZERERF 4mg (BEXEH T L) BRSO ENEE/ NS A —4

Cmax AUCo-48nr @ Tmax tue

(ng/mL) (ng + hr/mL) (hr) (hr)
4mg $E 29.309£13.856 | 122.91+39.34 0.89+0.66 5.772+3.417
4mg H BV 28.919+14.685 | 125.44%+40.05 1.30%=0.89 5.850*=3.963

(n=27. Mean=*=SD)
a) 27 Bl 1 BlOBERF ISV TUiE AUCo-100e & AUCo-a8nr & L CEEFRF
EE  AFOARB SN T HEROHRIZ, THEE., RAIZEYe R LT 1E4mg % 1 B 2 BIFS %I
A5 5, ok, ERISC CEERET S, | THo,

2) EFHIRIE MR (8. OD fF)
v K v 4mgOD 88 OK72 L XIK TARH) & v Ry dmg §E GEHERIA] K CHRA) 2 7 0 A4 —/3—
T2 znEghnz 18 (> ae R LT dmg) @R A BSOS LT, mfEF e Ko
VIREZRIE L CE LN EEMENRE T A — 4 (AUCo4shr. Cmax) (2T, 90%( #H X M52 CTHEFHR
Mr&1T o 7245 R, 10g(0.8)~1og(1.25) DHIPHNTH ¥ . WAl D AW LRSS TR S iz,



- HRYEhREIC B D T H

RERABIEICZERER 4mgOD §f (K4 L THRA) XiF4mg e OKTHRRA) HEERIZSHOEMEE/NS X —4

. Cmax AUCo-48nr Tmax tie
SER I D
FAlks () (ng/mL) (ng * hr/mL) (hr) (hr)
4mgOD #& (K72 L CTHRA) | 31.58E21.57 | 126.73=44.54 1.46+0.88 6.60+3.64
4mg #E K THRA) 27.25+ 7.70 | 115.08+33.72 1.18+1.00 6.41+2.66

(n=25. Mean=+SD)

B R A B 1222 R AF 4mgOD £ UK 7% L THRA) X1 4mg 88 CK THRA) BEIHRERFOmMEF S O K VREHRE

(ng/mL)

—s— 4mgOD#E  —— 4 mgdi

30

TS

s

[~]
[*1]

20

e AN P AN
b3

. . A — S .
0 4 8 12 24 48
W5 ] (hr) (n=25, *FH+SD)

R AL B it (ZZ2RERF 4mgOD £ (K THRA) X3 4mg §it CK THRA) BRI 5RO EMENEE/ T A —4

e . Cmax AUCo-48nr Tmax tie
SER l v
AL () (ng/ml) | (nghr/imL) (hr) (hr)
4mgOD #2 UK THA) | 24.90+12.02 | 121.31+52.25 1.04+0.88 7.02+2.54
4mg #E K THRA) 26.31+13.88 | 123.46+53.39 1.54+1.33 6.02+2.39

(n=27. Mean=*SD)

BEER AR MEIZZRER 4mgOoD & (K THRA) XI&4mg & OKTHRA) BRREBEOMmMFER I O R ViREHR
(ng/mL)
40 -

35 L ‘ —e— 4mgOD$E —— 4medE |

EEVCROVEEE
=]

10

5
0 . s X — .
0 4 8 12 24 48

IR§ [ (hr) (n=27, F¥H1ii+SD)

HE  AAOEBE I TS HEROHEIX, TEE, RAZIZr R e LT 1E 4mg % 1 H 2 BIEY BZICR
A5 5, 2B, RIS CEEBET 5, | Thb,



- HRYEhREIC B D T H

3) HEIREROEYEE (BEREA. EEF) 919
R AN BE (20~29 %) 12, 2 K> 0.5mg 75 12mg (W7 &/V) & ZEfERpICHERR O #E LT-
LE, MR e Ry IR G REOBIICHE S T ER L, Cmax KO AUCo13#EEE R LT-, £

7o B IME PR EERERFH] (Tmax) X 0.9~2.3 FFHTH 0 | PRI (tiz) 13 3.0~6.5 K] TH -
77
HEROBRSEOEYHENSA—42 (ZER)
& (mg) Cmax(ng/mL) |AUCo-«(ng*hr/mL) Tmax(hr) t1z(hr)
0.5 3.9+2.7 18.1+9.1 1.6£1.7 3.1+1.3
1 5.5+2.3 25.24+6.3 1.6+1.7 4.2+4.0
1.5 10.3+3.9 47.6+5.6 0.9+0.4 3.1+1.1
2 12.1+£3.9 57.4+21.7 1.3£0.9 3.0+£1.4
2.5 20.6+6.0 97.8425.7 1.3+1.0 6.5+£2.3
4 32.1+8.3 112.44+13.9 1.4+1.8 4.7+2.7
8 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. Mean=*+SD)

v Ry 2mg XE 4mg (W7 ®0) ZHRERE ARG Lo L comfEh e n B REHERIT TR
TLBY Tholz, 7ok, MEETRECERETHIK vu~ 7T 7 4 —TRIE LT,

R BEICZEER 2mg X3 4mg BERIBREROMEHF S O P VIREHER

(ng/mL)
40 -
Mmoo 30 -
,{é —— 2mg —®— 4mg
v \
w20t
) |
_/
£ ol
%10 LL ’
ALY
M -
ol . i — —u
B P 12 24
IRE[H] (hr)

EE AR OEKBINTWD HER &I,

A5+ 5, 2k, ERIOSCTHEHERET 2, 1| ThHD,

4) BERSHOENBE
HEHERA BHE (20~28 %) 11 fic,
by RUEARR

FRREMOEMEE/NS A —4 (B, BEKE)

(REERA. B#&) 19

(n=6. Mean+SD)

D@s, AICIEY e Ry LT 1 El4mg 2 1 B 2 B4 &% Ik

u Rvramg (BW7EV) ZREBEICHRBREORG LIZEE, v
YOI ST A —Z T TERDLEY THoT,

Cmax AUCo-48nr Tmax tue

(ng/mL) (ng-hr/mL) (hr) (hr)
D=1 % 23.0+10.8 128.8+ 65.7 2.1+0.7 6.0+4.8
7o n etk (KMD-3213-G) 21.6+ 6.7 450.2+216.3 5.6+1.9 13.0+4.7
Fe{bA G (KMD-3293) 17.1+ 5.9 185.6+ 96.4 3.7+1.6 7.6+4.0

(n=11. Mean+SD)




- HRYEhREIC B D T H

5) RIERSHOEYEE (BEBRA. BER) 19
RN BT (20~2553%) (v m Ry (A7 kL) 1E4mg 2 1 0 217 ARKERAERELE (1B H K
O 7HBEX 1 H 1 EEAAEE 30 0%, 2~6 HAIX 1 H 2 BEIAEKOS BEE 30 /5#%) Lics &, migd
v RUUREITRE 3 HRICITEFREBICE L, kb, PIERGNOORFEE (BEAEQR MEED
TEHIRAERF Cmax/f)[EI & 5-F Cmax) 1L 1.1 5 Toh V| R ERIEE 2 5 FBEEIXIZE AL VW EZE X BN
Tz 7B, MAEHREARE XK o~ N7 77 0 —THIE LTz,

REZARSHOMEBEHI O RS VREHRE (BR)

(ng/mL)
45
—e 1HH
40 0—0 7HH
% 35
& 30
v -
]E\! 25
s 20
‘/ _
m 15
B 10
5 —]
—3
0 T T T
0 6 12 18 24 (hr)
S|

(n=5. Mean+SD)

REZOREROENBE/NS A -5 (BE)

W A Cmax AUCo- Tmax tie
(ng/mL) (ng-hr/mL) (hr) (hr)
1HH 26.819.2 143.9£57.1 2.2+£0.5 6.91+3.1
31.5*=8.8 186.7+67.22 2.0%0.0 10.4£3.9
7HH
(28.7£7.6) | (134.3£39.0) (2.0+0.0) (10.4+4.6)

(n=5. Mean*SD)
( NOfEIZ 6 HE ETORAERVBEELZLIWEREHREOOEONIZERE R LT,
a) 7 HHIZX AUCo-4shr

6) NEADEMENRE ¥
R A B GHEAN) ([2vm oo 7P ez BBRICGERAKRE LIERER, ARANOEYERER T 07 7 A
NERPL U RZR L, BYEREIC KX M NFEZEITRD DL o T2,
()=
Y ERR L
GBE-HRAEDEE
1) BEDOFE WY
fE R AN B 11 1] (20~28 1%) (31 Ry v dmg (W7 &L) &k 30 4y NITZEE R BLAIRE O % 5-
Lzt &, A%EE R OZEEER S TZNZ, Cmax (X 23.0 %O 28.0ng/mL, AUCo-ash: 1% 128.8 2 T8
135.9ng-hr/mL, Tmax /% 2.1 &8 1.4 Fff, tield 6.0 LN 4.7 B CTH - 7=,



HEIC B HIHH

BRERUZEERICE T AHERBOXERHFOMBEHL IO F VEEHT

(ng/mL)

g45L

o—0 B
o—e ZEjfik;

i
i 30 |
v
jm§
y
i
B 15
|3

0 T T T T = Qo—

02468 12 24 48 (hr)
e
(n=11, Mean+SD)
BERUZEEBICE T HERBEOREHFOEMEENSA—4
Cmax AUCo-48nr Tmax tue
2.
B3 ¥ (ng/mL) (ng-hr/mL) (hr) (hr)
Bi% 23.0+10.8 128.8+64.1 2.14+0.7 6.0+4.8
7 i i 28.0%9.6 135.9£55.4 1.4+t1.1 4.7+3.7
(n=11. Mean=*=SD)
HE  AAOEGBE I TV HEROCHEIE, EE, kAZIZyre R e LT 1E 4mg % 1 H 2 RIS BZICR

A5+ 5%, ok, ERIOSCTCHEHERRET S, | Tho,

2) GrREDNEE . ¥ raFV—ILRUDIX L UHRABOEYSERE 19

D& kaFY—IL @EOF : BEREXRET) 58

<HEANT—F>

R AN B E UMEA - 20~457%) 16 Fllc v —1200mg 2 1 B 1181 4 HEE DS L, 2 H
Hicva Ry v dmg (W7 &) ZHEIROEES LZEA, FHRKEO Y 2 K2 ® Cmax KT AUCo-
X, v RUVHEME SRR TERE 3.7 5K TN 2.9 128 L7z,

@TIxLUHtHA

<HEANT—F>

fERER AN B (PMEA : 20~427%) 16 iy v K2 > 8mg (dmg 7 7/ %2 1 H 2[EFEA#KSE) &
¥ 0.26mg (1 H 1EIERAO#KE) 2 8 HRIOFH L7256, v v Ry idvax v oy sk
BE RIS R o Tz,

B AR OEGR SN TV D HER O &I

A5, 7o, ERITE U

\— ‘?/

G@s, AT Ry LT 1El4mg 2 1 B 2 [BIEI4 &%
HE&T 5, | Thd,

2. BRYEERIINT A —4

(DR AL
J v Ay = kX NETIVTHRET LTz,

(2) RS IR FE 7E 35
U ERR L

(B)IH KR TE L 20
fEEERR A BT (20~28 %) (2, v K > 4mg (8E,
F10.15 1 0.16/hr TH -7~

A7eN) ARG L L & OEKEEERITEN



VIL_ S Ehie I c B 5 I H

@Ho2IVF7IR2
BERERRA BT (20~287%) 11 H1IC, v R UK 2mg GA) % 4 RERFEIRN ARG L TRO =28
707 7 A (Mean = 2R A) 1% 167.0433.8mL/min Th - 7=,

)R MBI 2V
R A B (20~285%) 11HIIC, v R UK (2mg &) % 4 RERIERIRNATE G L RO 72500
A (Mean +1RYE(RZE) (31 49.56+17.3L Th -7z,

(6)Z Dt
NG E L

3. BEMA REaL—23Y) @@

(A&
J A=k AV NET VTR L2,

()5 A — R EHER
<ANZRRIERIE A 5 HERFEE B T oKy E)HE >22.29)
AT ARAEAIE IS PE D PRIR R ERE I r Ky v (W7 &A) % 118 4mg, 1 H 2 [\, 52 ML 32 R
HREBRIZ 1T 2 IRREA 72 RHESE B REMRAT (258 ) OFE R, EHEIRERFO 5 2 WFfi % & O 12 R o HE
EMEF 1 Ko E (Mean=SD) IXE 1121 24.8+8.0ng/mL & T} 7.4%3.3ng/mL Th > 7z,
Mg m [ RS 2 ZEB BRI OV TR LICAER, vr Ry o7 VT 7 o AR, i,
CRP, ALT(GPT) X UMILIEZ LT F =10 k- T, MAREITAE, S, CRP XOALT(GPT) 2k~ T
WEEZITHZENTRBINT, ZNDDOFER TS L, ALT(GPTIZ2OWT, vu Ry oo mfEjRE
(T B BN RE N ERHEE S, ALT(GPT) @ EF7 (23-83IU/ML) IC LV Ry v 7 U7 T A K
O ARITCNE IR 47% K 0K 2T%IK T 9% rlREVEDS RIZ STz,

4. % IR
MNAFTFTRASEY T4 20
BERERE A BT (20~28 7%) 11 #lic, vm UK (2mg GA) % 4 REHIFIRNAARER G- KO m Ro v
7 dmg AHEROFKG L D R AUCkh bR LEAL T T XA T8 T o
(Mean + E#{F#) 13 32.2+11.3% TH -7,
QBRIELI<BE : Tv >
[4C) ks = R v (Imglkg) %7 v FOEEE R ONL—TRNICKRE L, &5 4 RHZICEL—TN
(ZERAF T DU AR 2 IE LTz,
B+ 8. E5 R EGL— 7123 E N2 91.0%. 16.8%., 31.1% & O 24.5% DS REDNEIF L TR Y |
vu R ANMEEEN SRS, 56 OWRIITIERWEE 2 b,
QBRIRELEE : T k>0
HEMEZ » M2 T4C) ik v R v (Imglkg) Z#% 0 R OWIRNER S L7z & & o MR £ o AUC
SHE R FH L2 28% Th o 72,
GERRERE<EE : 5v k>
7w MZ T14C) ik v R Y (Imglkg) #HEROKEG L TER NN 2, BE T = — L& L7
D7 v hO+ FEHBNICEE LTz, BHEBREEED 15.9% & T 11.8%23 F i Z UM H K QR R IZHEE S vz
ZEnn, BIFERIC X D FRIGRIZIEH &R PHEEORTITH D 27.7% L B X HiLT,



VIL_HEAdEhielZ B4 2 H H

5.

5

(1) %k — A B8 P9 @B 1
<BE: Sy >
[4C) fERk s 1 Ry (Imgkg) %7 v MCHEREOEG L7 & & OKRME, /N O R RER 130
BEFRIREE L VK< . FARA R A~ OBATHEIHR VW E B 2 b,
(2)Mni%k — RAAERE Y @Bt

TR L

QI ~DHITHE

AR L

(4B~ DT

AR L

B)F DDA~ DFITHE
<BE: Ty bL>9
[4C) @k v oo (mgke) ZHEMET »~ MCHEERR ARG L2 20, Kl -

ML T O BEIR BT T

HDOLEEY THoT-,
M4Cl BE 0 FL U BERROKRSHONRS - A RstaeRE

e gn gl HHERRE (ng eq. g or mL)
IRz - AR 0.5hr 4hr 24hr 72hr 168hr
il it 26.4+16.6 45.9+5.2 5.5+1.8 2.3+0.1 N.D.
il ik 17.7+11.4 33.1+4.5 3.5+0.8 2.5+0.4 N.D.
N JilES 4.3+25 10.5+1.3 N.D. N.D. N.D.
/Iy Jibd 4.2+2.29 10.0+1.5 0.9+0.3 0.7+0.3 N.D.
H ] 3.2+1.3 82+1.7 N.D. N.D. N.D.
I 33.0+£18.0 288.4+111.7 33.7+36.7 N.D. N.D.
iR B 6.1+3.7 26.9+7.1 2.8+0.2 0.8+0.4 0.9+0.1
N— A — ] 20.1+8.2 127.9+37.1 18.5+4.5 3.5+£1.0 3.7t1.5
RN 32.9+14.4 112.6+21.9 N.D. N.D. N.D.
= 55 9.9+6.4 43.3+2.5 N.D. N.D. N.D.
BT R 38.2+18.2 133.829.7 7.4+1.8 2.9+0.6 2.3+0.6
J¥q Jig 9.6+5.6 29.6+5.3 3.8+0.9 2.8+0.5 2.1+0.6
i fik 42.5+26.4 140.6+25.6 41+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 g | 551.8+291.9 | 1791.6+454.2 108.6+23.2 47.8+9.3 33.9+8.2
=) g | 193.7£128.0 463.4+37.3 14.3+5.8 7.1+0.1 6.2+0.8
gl R 43.7+26.9 151.6+39.2 6.4+2.3 N.D. N.D.
JIEL Jii 37.8+235 113.3+13.7 9.8+7.4 3.4+0.5 4.1+0.5
i fik 55.2+33.0 332.7+140.8 5.3+1.0 2.9+0.5 2.7+0.3
H 5 6.8+5.0 24.9+9.7 1.8+0.3 1.6+0.5 1.4+0.2
B a5 W 27.9+16.5 175.0+84.8 6.61+1.1 4.4+0.6 4.9+1.3
O 12.2+7.7 44.5+10.1 1.8+£0.3 1.1+0.3 1.8+0.4
i & 11.2+6.4 37.1£7.8 5.4+0.2 3.0+0.3 3.6+0.6
i1 it 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
UorooN i 44.8+21.5 132.6+40.7 49+1.4 2.5+0.7 2.1+0.7
ko 3 2.9+1.8 11.9+3.3 4.7+0.4 3.1+0.5 3.7+0.4
I S 7.0+4.6 24.2+5.9 6.2+1.1 2.3+0.4 1.9+0.4
GV 27.1+20.4 49.6+12.9 5.0+1.5 2.5+0.5 1.4+0.2
oo E 10.0+6.4 32.7+t12.4 7.3+0.3 3.6+0.2 2.6+0.8
55 o 143.6+49.6 357.3+34.6 7.5+3.4 N.D. N.D.




VIL_ S Ehie I c B 5 I H

B L g gk WO REIEE (ng eq. g or mL)
e - A 0.5hr 4hr 94hr 72hr 168hr
g 9326.1+1601.8 | 278.0+94.0 6.4-12 13+02 2.9+03
/ W | 6427.9+-3310.2 | 4971.9+-4051.5 | 24.3+8.1 18+12 2.0+0.7
x 5| 326+11.3 322.7+160.9 43.0+7.9 3.6+08 2.3+0.2

7 — %% Mean+SD Z/~7, N.D : & H R A A

(6)MITERFEAE 19

b MIHEZ 7 ISR AR A ERIT 95.6% (100ng/mL WK : [RAMERLEE) Tholz, B, EREEL v
PRI F ety o7 Tho7- (in vitro) .

6. X
()R BBRL B UM BHRER 19
vua Ry oFERRFEIIFRCTH Y, L LTT Vv a—APikEBREREL T VT v RiikERSE, UDP-

TNra s REEBEEE LY CYP3A4 ([T RS, b MLEFRF O ERREWIT V7 v o B a Ik
(KMD-3213-G) KO (KMD-3293) Th-7=,

o0 kYU OHETE KBRS

N
E\'/OVCOZH o ™S NH2
SR, FiC O H CHs

KMD-3310 wpsm CYPSV KMD-3289

A)P-GT ADH/ALm
/\/ o
ot T i "“ CYP3A4 @ K

N’\/i
CoH | H O N COzH
00
KMD-3213-G OH H
HO¥='H v KMD-3293
l H i
Z o/\/N NH2
FaC._O H CHa = N/\/\OH
KMD-3241
(UDP-GT) (ADH,”ALDH)
) H i N H 2
7 o/\/N > NHz @O/\/N S NHz
FiC O H CHs o FoC_O H CHs N COH
=/com | -
HJ—00
KMD-3241-G HOKOH H>iH KMD-3295
H OH

KMD-3213-G : KMD-32132 L oayigfa itk

KMD-3241-G : KMD-32414' L2 /Egaffk

UDP-GT : UDP-Z' Ao ginis sk (4r FREUGT2B7)
ADH/ALDH : 7V a—LBIARRER R OT7 L TR ERER
KMD-32415 6D SRR I HE T



VIL_EYyEhielc B4 5 HH

QKB5S T 2BHECYPE)DHFiE. T5XR19
va R UATEE LTT v a— VKB EE K T VT v NKHERES#E (ADH/ALDH) . UDP-Z v m
iR EESE (UGT2B7) KOV R 7 u—2 P450 3A4 (CYP3A4) (oL v fansd,

QBHEEENROAERVZDEE 2
va Rvrofly (R 7V 77 A%, b hOFMEEDR 20%RETHY . FRcB 57147
UT 4138 80% L HEE SN, NAFT ATV T 41% 322% Th o7z, ZORREELT, vr R
DORHNIE CYP3AL KON P-FEX L X7 OB ENEZ HID Z Linh | W LE TOYIERRIEN R DR 51K
ENneEEZ bR,

GRBFVOFEDAERVFENL., FELE
<SEAT—F >19
fERER M OMEA - 19~385%) 6 Billc, [14C) fEik> v Ky 8mg (WIK) ZHIERR NG Lo L & i
HHORIEEEE AUCo120e IZKT LT, RO Ky v va Ryro sy a UiaasidR (KMD-3213-G)
K OWEAREHY (KMD-3293) @ AUCo12m (3. £40Z4 24.0, 21.9 KT 34.9% Th -7z, Z DOMOREH
DEEIL, Wb %LU FTh-oT,
<B%E : In vitro>¥
Ehal ZFEYT X247 (a1a, aB. e ZHEE) 22 ENFRE I~ U 2 HKO LM(tk-) AL O &
Sy VT, BH) ik 77 v o At Ao RE LEBEREREZERK L, >0 K rofR#@moe
b a1 ZHREET T XA T T D BREZ TN L, B (cw/albkPNaw/amtt) ZHELEZ, Z0
R, e Rvros iy e @giaasds (KMD-3213-G) KON KMD-3293 & & BIREIIR< . #hikkixzh
Zhvua Ryro 18 LN 1/42 L& FME B K- 72,

o1 REBARY T2 4TI 2B ORI

. . 9 1A SRR
S PRI AL A R D
CAZBR | aBZHE | anZERK Q1A « 1B 1D ain/ o | s/ aip b

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+0.0316.970.02 | 7.13£0.04 1/42 1/17 1/34 64.6 447
KMD-3310 <5.0 <5.0 <5.0 N.D. N.D. N.D. N.D. N.D.
KMD-3241 9 10.5£0.05 | 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

pKif& : Mean+SD, n=3 N.D.: ZHH&§
a) ZhHEHIZ KMD-3213 (v Kvy) 21L& L7zEx0fEERT,

ki 10M (M=pKi (#53K) —pKi (KMD-3213) ) ICL v EH L=,

b) V7 XA TERME (w1a/aBlEE O a1a/ e bl) 1TEEH

HHNME aw) ) ITEVEHLE,
¢) KMD-3213 7 V7 o gl &k Na Z1#
d) KMD-3241 3 = Uil

St 24,

Hi&

D, 75 10M (M=pKi («1a)

—pKi (a1B




VIL_ S Ehie I c B 5 I H

<BE T v >

Z v MZBWTIMHEF 2 & BN RA~OBATHE (RIS IRE & M PREO) ZMEt L2 h, &
0 R UORNIEBATHELZ 1 & LIEGa0 7 v 7 o UEEaa ik (KMD-3213-G) OBATHEITK 1/10 (4 FFfH
Pt N%2) Th oz,

EMNCET D EERBHD O a4 TREITHT 2B MR ORISR BITIENS . 7 V7 v U BRS R
(KMD-3213-G) K OE{bA#EM (KMD-3293) (X3 v R v OBMEMRBUC KIETEHENMENEE 2D
nic,

EE  AROERRB SN TS AELOAEZ, H@%, RAICEYr R LT 1 E 4mg # 1 A 2 B#FAZICRA
5T 5, 2R JERIOSC CEERET S, | THD,

708

(1) e EBGL R UHRER
b TR R OSERICHRE S LD,

(2)4Fitt 2 19
EE BV (65~T755%) 12 Bl R OFEE R B (21~315%) 9flicy 1 Ry vdmg (7 &) ZElifiE
HX30/3 4 IC B O 5 L7z & & 4% 514 48HEf £ TR REHEIERITmEE . Rl TENEIARE
BARDB23 K V' 24%, v Ry D77 v @giaagdk (KMD-3213-G) 728 1.6 & UV1.8%., bR
(KMD-3293) 234.5K (*4.9% Coh -7,
<HEAT—%2>1
fERFEBEME OMEA : 19~38i%) 6f6ic [14C) ks 7 o 8mg (WKR) ZHEIROFELG LzL &, &5
%2405 £ Tl B HHAED33.5% A RIS, 54.9% 03 FH ISP STz,

PR ¢ AAIOAG SIUTV S MR OFIRE, [, AR ® K32 & LT 1 dmg % 1 H 2 B8 %I
B53 5. A, SERICH U CEERET B, | Th B,

(3) kit R E
MGk L

8. FTUVARR—E—IZEAT BI1EHR
v RV PHEEAEOERETH D 29,

0. FMHICLHBREE
LR L

1V RHENDERERTHEE
1) BHEEETEICES T 2EMEIRE 9 19
BRI TS (L7 F=0 27 0T F A 1 27~49mL/min, 53~72 %) 6 GBI OBHERELER & (7 LT F
=7 V7 7R 125~176mL/min, 21~46 %) 7HIZ> 1 R > dmg (I 7 &L) ZZ2fEREICH IR O
BhH L7z &, BEERTE CIIBHMELT & ICHT, e Ny romEhREmigE o 73R 5h
7= (Cmax3.1 {5, AUC0-3.2 %) o ZOMIEFFRREDIRED EAITMIET o - BIEREY 7 LD s Xy
WAL DATERMEN S 0 | MAE RIS IR & M5 o - BRPERE & o X7 SR ORNCIEE WHBI 2SR Hiv iz,
B, va R OESKRORIERRBUCEERE S T2 LB b2 METIEEAT Y r R BED E5-



- HRYEhREIC B D T H

THFEDIRE L v /&S ho 7z (Cmaxl. 5, AUCo2.0 %) o 7238, MIEFREBARREITEIA 7 v~ 7

Z 7 4 —THIE L7,

BHEETERVEREESEICS T AMEHRS O N UREYREER

(ng/mL)
120
O=0O BIHEREIN 4
o—o BHEAEIEN
"
EP 80
v
|m}
Iy
¥
§4m
Jig
0 | —v —0—
0 6 12 24 48 (hr)
Rg ]
Mean+SD
BHEEETERUBTHAETEEEICTEER 4mg BERSROEYEIE/NS A —4
. Cmax AUCo- Tmax tie
72.22+44.12 305.76+115.38 0.67+0.26 7.55+1.50
B fis Lb
FRRE(T T (1.48+1.30) (6.34+3.43) (0.83+0.26) (8.71+3.94)
‘ 2151+ 8.52 94.75+ 41.28 0.86+0.56 3.94+1.57
EX s Lk P
FERERE I 1 (0.71£0.13) (2.96+1.09) (0.86+0.56) (4.39+1.34)
(Mean=*SD)

O ROEIFmEETIERE S v P

or-BEMERES VRNV EELMEFRS O RS VBREYEE®D Cmax & AUCo-& DFER

(ng/mL) (ng+hr/mL)

1,000 1,000 5
7 r=0.871 ] r=0.953
] ] °
] ] %
| ] ® o

. )
Cmax 100 AUCo-- 100 - @®
] o © 3 90
a1 (] ] o O
] o ® ]
] ° i
| 8& i
o
10- © : : 10 . . ;

0 30 60 90 120 (mg/dL) 0 30 60 90 120(mg/dL)

ai-BRENES >IN RE
® ERREIETE (n=6)

i-BRMERES >IN RE

OB IERZE (n=7)




VIL_EYyEhielc B4 5 HH

2) BMEICEITAEDHE (BRER) 19
B (65~75m%) 12 IR OFEmERAME (21~315%) 9flicy v Ry v dmg (W7 kL) ZRIAEI 30
SPRBICHERRO®BE Lz & &, @il BTl Tmax 13 2.5 R, tiz X 10.5 Bl Th - 72, @i BEICBIT 5
vu Ry ORYEREIIIERE B & R LTI S REWIEERD Do Tn, 2B, SRR LR
WXk va~ 7T 7 4 —TCHIE LT,

SHEERVESHBEICSFIMmMEFI O Y VREKE (BE. EERE)

(ng/mL)
30
O=0 il B 1k
—eo LBt
25
e
EP 20
o4
a4
k 15
S
> 104
w0
i 3
5 —
0 | i | | T @—
0 6 12 18 24 30 36 42 48 (hr)

LS|
(Mean=+SD)

ENEMERVESHBIEICE TSER 4ng ERREROENHE/NNS A —4

HREH D) (ot bl ey e
mEE B (n=12) 21.8+11.6 142.4+54.7 25+14 10.5+4.0
kBT (n=9) 205+ 6.5 121.5+38.1 2.3+0.5 8.7+3.1
(Mean=+SD)

1. Z Dt
MBI L



VIL 24t (A EoEES) (B3 5EA

VIIl. £ (ERLOXESE) T3 HER

ERNREFNDER
EIN TN

B

2. ERRB L ENEH
BEER (ROFBEICFEELGWNI L)
AFNDERAT 5 L BUE DBEERE D & % /B3
fRER . —RARESIHLE L TRE LT,
DX D R EE TIIRBAENFFET 5 /RN E Z BN DT AR & 2 BBUE OBEED I L
TR, A ORGZRET H 2 L,

L

3. MREXIIMRICEET TR L ZNER
(V2HEERIIZRICEET 53T OHELZM

4. AZERUVA=ZICEET 5FE L ZDEH
FRE I TV

5. EELEARMIE L TDEH

8. EELREARMIEE

8.1 AANIRWEM ORBLNE <, FMAREIER & L CHBRENSEEICED LR TV A2, KAl
DT> TX, BAID Y 27 Z+o3cimato b BEFICK U UIEWEH OB 2 +21217 > 72 =T
22L&, [11.2 M)

8.2 ENIMHERMENH LD I ENHDHDT, MEHICL D MEE(LICERTHZ L, [9.1.1 ]

83 WEWRENHLLDOND ZLRHDHDOT, MmPTTEE, HBIHEOERL LERE M EEICHEFT 256
WITEESEDL 2 L,

8.4 AL PAARHC BRI G O EIZ OV TRIZ 21TV, BEADREG SN TV D 5E I3 mEEIC
EEL, MEERTARLNE IR, BESUIPIET 570 EEb) 2 0AE2175 2 &, [10.2 B ]

fiZER -

8.1 AANIANNL AR AIEIZLE D PEIR I A A 3 5 B3 T B IR O B fE 70 B R 0358 B ALTZ A3 RRE 72 &l
ER & U CHEREE GETHERRES) DEHEICRD bR oo E Lz,
BT RSE AL 9 HEREEBRE 26510, v u R v PR dmg, 37 TR %2 1 H 210 12 #ERE
F 5 L 72 Je 38 ah O 55 AHRER O BIE R BLR (BAR R R 2 5 T) 13 m R 69.7% (122/175 ) |
77N 36.0% (32189 f5l) ThoT-, £DH 6, KRS QFITHEIRES) ORBEIT I v M U8 22.3%
(39/175 f5l) Th o7y, T EARBETITRD LR o7, Fo, SHHEREEOFRBIFEIEIT 65 Ak
lifi 33.3% (26/78 #) . 65 LAl L 13.4% (13/97 ffil) TH Y. 65 WAMDOBHICZ RO LN, 7B,
ARANC K 2 GHREREEILRE WA TH Y . e R4e (ED) 7 Lk, MAER~OMETZ V2V EE
ZbN5, UL, BEOHERRIIC K o TR Fidie 0 | FRCHETEE o B2V CX-E
ERBATREME L B D 2 LD AFIFE GRNCHEEEIC OV TREICHSICHHAEZIT), URZ LR T ¢
v NEBEL, EEELTFATELIRE RS T L,




VIL.

ettt M EOEES) (CB45IEHA

AENC X DEREFEET, a1 FRIC a1a) BERHERICES < RS I8 OsERIC L 0 . FHERF O
RS (PRE 1) OFASEARR34 U, ARSI LT LE 5 WITHRE D 20, et AR (5
I aaZR/E) ITRECREICLEEICOML TS Z Enb, ZOHERIZLY | HE - ENLEOKT,
ILHE DAMFI 234 U, $ESIRIE IR S H T 2 22 W R E C©H 2 aTREMEN B 2 b s,

8.2 a1 EWERICBEOEEFHTH D,
— AT o1 BEWTIRER GREIZIE, R NERRICRRY M ONUHEDS o 1 EWHERIC X W RFE S D720, LR
MERSH LD Z LR D,

8.3 aWIEKICILBOEEFHETH D,
— AT 1 BEWTEE R BRI, BRI IS U D ARIE I DOUHEDS o EWHERIC KV BRES D20, ©
FNRERHLDLND Z ENH D, MmAEE., ABBEOERR S A O (ERICEET 258 IITEER
VETH D,

8.4 o WD S H | TEIMERE) (3T 22 UIRRE e R WA BO R EFHE TH S, ([VL7.(2)
HEEFEEZOEA] OHEAESMH)

BEDERZEITHEEICHTHIE

MEBHE - BEREZEOHIEE

9.1 &HHE - BEEZEOHIESE

9.1.1 BiAMELEDHSEE
TERNE(L T 282N 5, [8.2 BH]

fEER ¢ o BEWIEAIC X0 ENZRFS . RIEIE OWHENRRE SN D720, 0O X 9 B T, B EiE
WRRHT D EBEZLND,

QBHEEEERE

92 EBHEEERE
BEOREZBE LN OMEHE (1 H 2mg) NoRELZMHBTHRELBETHZ L, Pr D
MAEPREN LR35, [16.6.1 B3]

fRER  BHEREIR T (L7 F =027 U T T A 27~49mL/min) K OBHEELEESE (/L7 F=27 U077
YA 0 125~176mL/min) & BRITAT o T2 e O BRI ERBRIC BV T, BEREIE TR oMt 2 o
K@ Cmax KON AUCo- | LBHREEF H DO LN 3.1 1%, 325 %4~ LT,
u Ry ATFEE LTIET e Y N7 LREET D720 IIEPRHRIEMIREE & i o -FRYERE
H R REOMIZITEWFHBARRS vz, TO70, BEER TE ISR 2 T eEymiRED E
FlkarBEMRES R REO ERICERT 20 EE X b,
¥, v R MERIEESTHIRE D EAITHREDIRED EHIZHTNSRbDOTho7o (B
REIEH#H & b Cmax1.5 f%, AUC0-2.0 %) .
( [VI10.1)BH#EETEICH T 2EMBE] OHEZSHR)

Dh}

b

)

i, RFEBEREE COPRRMEBHEAG L URRARICE D CRIEETH (/L—F 19 &
O L= F 29) (T S EA RN 417 > o R, HASIE (71— 1 2) % COBBRETHIZH
CENWEIFEHY 27 0 L5, HRINC I & 72 BBIHERIZRD biamo 1z,

(I8 BEERABEART—K<BRENEOAH>) DHEBH)



et (R EoEES) ICBd5HA

UL, BHEEEDS L EBE COERRRIID 2SO0, MERIEVREN EHT5Z LRI

TWAZ e, RAZEGTHEITMEHEN O T 272 LEEICEG T ENRULETH D,

%1: OBUN: £¥(EZE % 25mg/dL Kili, @27 L7 F = : KEELZB L 2me/dL K, QREH : +, OV
N 7= 3 RE

%2 : (OBUN: 25mg/dL AL, @7 L7 F = : 2mg/dL Pl ., @REH : 2+2L L, OV Z 7 3 EE

MEHNFEORIWER O EEE/FEEUEICOWT (PR 446 A 29 HIZZH 80 &) |

(Q)ifHRElEERE

9.3 HFHREEERE
BEOREBZHE LA GEME (11 2mg) oG ZMBTLIREELEZETLHI L, Yr Ry D
MAFFREN LFATDBThrnH 5, [16.1.5 B ]

ARER - JodE b ORI GRER IS 1T 5 REEHERM B REAEHT T ITHEREDIEIE TH 5 ALT (GPT) ® EFIZLY |
70T T AROGAERMET L, MiEPEY RIS LA % rTREMED R SN 7o i E Lz,
. RHEEMIEMEN RN CITERBIK T 7 UV 7 7 U A~ORE 2 HE LR, ALT (GPT) 723 23 7»
5 83IU/L (Z L& L7256, &5 2 K% (Cmax f731) O M Sy B IATRERE DS IEH 22 B i b~
1.7 % (26.6—45.2ng/mL) |2 B9 % ATREMEA RIB S iz,

( WI3.2/F5 A =2 EHER ] DHEZZM)

I, FEFEAAKGEIFE COPREFBRE L x5 & LIEBMRRBROFREIETE (FL—F 1 B 2
X9 D ER BT 24T o 1o RS R, BWEM OFHRIT TIFEREERH ) & TIFRREIR T ) TIRIERE
ThHv, ISR TE ] ICBWTHRRANICRIE & 722 X5 2BIERNITER® bivian -7z,

( NIL8.BEEERMEMERAER —E<FHERZTOSH> OHLZR)

LU, AAIDHFREERTH LS Z &b, IFERERE B T3, miEPREN LA 2 eertd d
V. AA G T ORI E»ORGT 2R EHEICR G T LBMETH D,

¥1: OREULEY : 1.emg/dL BLE, @AST (GOT) . ALT (GPT) : 50IUBL F X3 FEuEfE X 1.258) k.,
® vy -GTP : FUE[E X 1.5LL E, DWW 7= FEH
[EFSEOGIER O EEESFEERICHOWT CERL 446 A 29 HIKZHE 80 &) |

(4)ENERETE R T HE
BE S LTV e
(5)bE b7
FE STV
(6)1%FLw
FBE STV
(7)/NR
BE STV
(8)=EmE
9.8 EH#tE
FFRSRE SO EEDME T L W 254X E (118 2mg) Mo &G 2T 570 L, BEORELZ+
DCBER LN O ET 52 L, EilE Cld—RICAEBBENME T LTS, [16.1.5, 16.6.1 2]
RS - < EEE LIEEIE 2B DY ENRE~ D >
mEn A TE (66~757%) LIEMmEmHME (21~31 i) ALl L7 e M OIREERBR Con N b 7'k
Jv dmg WA GREOMPENRE T A —FZ BB L= L 2 A, te NETIEE L-b oo GEEmBiE 8.7




VIL 24t (A EoEES) (B3 5EA

R . s B e 10.5 BERE) L AUCo-o0 Cmax 2 U8 CLtot/F (FEE i 35.7+10.2L/hr . & ih# 31.4+10.8L/hr)
WCHEBEITRD DT,
( VI10.2)EEEICHIT2EYEFE (BK) | OHEEZZHR)

< il & IR B B IR B >

[P 0D R SRR I V2 £ 5 BB B 2 e & L7 S 38 0 O BRI I 45 1F 2 BRI 96 BLIR L OV
MR ABREIIRI A (ElE 65 E) | & [IEmINE (65 Mokl | THBILRE, &
W TR B I B D b o T,

=inE EFEMEICS T HRMERARTINT O L

65 AT 65 LA b
n=297%1 (n=289) *2 n=576%1 (n=564) *2
FE LKL FHHHE (%) FEELIEL FEHLER (%)
RIER (BRIRIER) 153 51.5 238 41.3
BIER (BRI AE) 60 20.8 125 22.2

X1 BIER (BRIRAEIR) MRAT e S B
X2 RIER (RRIRRRAC(E) ARAT R SUE B AL

DLEXy, mE CiddeEmmE L LT, v u Ry v omETEENET ERT2EmRH5 00,
RIERZRBURSINENZ L0 RELS BT H 2 LT EB 2 b,

LovL, — MBI Ena TS RECR SRS O A BBENME T L TR Y . fix 0AIHEEZA L T 5
AbbdZ D, BEANRKBELST K D AEMERE X 5N D, T O OIFEIESCEMSRENME T LT
WAEGEE, IKAE (1 2mg) Mo &G2BGT 572, BEOREZ HICBR LR 6EET5 2
ENMEEEZ B,

7. ¥HHEER
10. t8E{ER
v R UEEELE LTF M7 a—Aa P450 3A4 (CYP3A4) (kv fgtan s, [16.4 ]

fiEsR . TVIL6.RKE DHAZM

(MBEREZER EZDER

BE STV RN

QBtREE L FDER

10.2 BERGERE (BFRICEET B2 &)

A4 BEIRAEIR - H & 1A e - fERIR 1
R A ENPHRIMER S B b Z &8 | BJERIARA S o BF LRSI
[8.4 & H] HHOT, WET LR EEETD | MERHHNMET L TWDE5EE
&, N D,

RAKRYERT 7 —8 5 HEEMZ | OFHIC X VIEFEERLERS &b | AFNT o EEHERZET 57
B9 5 FA NnNodEORENH D, O, ERICX Y Zh b o Bk
VT FT 4T R RIERIC L DB EEA 28583
NVFF 7 4 VRS K s HREFENND D,




VIL 24t (A EoEES) (B3 5EA

HKH 5 & ERARAEIR - HEE T IR ey - BN 7
T VR E A #07IIC CYP3A4 ZET 27 b | 7 — /L RHTEEAIL CYP3A4
A hTary— 1% aF Y —b (RAH BNARREE) | ZHETLZ 200, 26D
[16.7.1 B:1&] EOPFRNC LY vm Ry omlE | AL OPFRRTIE, e Py

FRED FAPEOLNTWD, | vomMEHREN EFIT 8%
7Y = VRHEEAE OFFHICE [ Wdh D,

D, va RyromigfEeE» -
HyrBFEnnbs0T, HEdT
HIREEETDHI &,

fiRER -
@K AKY AT T —Y 5 WEEHZHT 5 HHA
AFNT o WHIHTER ZAT 5720, SEFHICE Y., AT F 7007 = UfE, VT T 7 ¢ VR K 72
ERARTY AT T —8 5 WEMEHZET 2HA O MEIRIERIC X 2BEERZHERT s2B2hnH D 2
ERVRIE L, BRI R VIEFEMERLER S S d L OWMENRH 5,
B, L DOIETORFERRIZBNT, va Ry eV TFT 4 HDHWIIZZ T 7 40 & OHE[[FE
REPE 512 L 2 M~ DR A gl U 7GR Tl 65 kL B2 W T OF HIRFICIXINGE 1 .+ 23 5~15mmHg,
JEIEMIM TS 0~10mmHg OB T T L7223, BNMHERME, D FWEOIERBEIUIRD S TR,
@7 — L RPIEHEHA
SR OINETOMRERME (16 4]) Zxt% s Li-vua Ry vy hary—n (BROoEL) iRz
T, 7 ha Yy —iftirEo e R o Cmax X NAUCekl3 v 8 Ry v BEMEGIC_ZnEh 3.7 % &%
V295 EEZ R LTz, 7 hat Yy — L ORAANIARRIE TH L0, RHEFEZFETH Y, 8 CYP3A4
FEERZ AT 27 Y — L REEA] (ROA) EARFOHRITEET ILERD D LEX L,
( VI1.(4)BE - ftAXDEE] 0HEAZHR)

8. ElEH

11. B4R
WORWERARH LD Z R DHDT, BEE+HJITITV., BEPRBO NG E 3G EF TS
I CWORME AT b,

(MEXLZEIMER & HIERK

11.1 EXAEIEMA
11.1.1 R - BEEE (FHEARH)
MEE T IEE ) — @O ERELELENH B Z L Bb 5,
11.1.2 FF#REREE (BEARD)) | BE (BEAR)
AST E&- . ALT EFZ% 00 IFiERE, SERL LN Z R H 5,

fRER  SERBOENOBKRRBRICE T, EEZR TR - Rk RO TIFHREREE . 3H) 13380 btk
Moy, TR m oo & oA DN 2 B TR - Eilkiek) RO IFERERE ., #H)
BROHNIZZ Lnb, AANARD TERARRIER OIEE L THEEWREZTT-> T\ 5,



VII. 224t (fEf EoyriEss) (B3 51EH
(2)F DD EIER
11.2 ZDHOEIEA
5%LL_E 1~5% i 1% AT HEEANEH
WR - SR = A URF R,
ASYT R GEATPERRESS)| JRICER
(17.2%) ™®
HAL & (w7 HARRE, TR, g, SRR R, | DK
R, MR, | Hm. MEE. NI
RSO, TR
HiEs. HR, EMES
. e I =R 2 gV N
+ ARIBTESS . RN,
PEE [R5, 7R %
TP AR
FERR AR R HEW, B JEIY, EHAR— LTS LU
B, SHOIEL, IR ERR. BHR,
x . B FIEEENRY
B ER S, &P | &3, %
PEER A5 D EAE, B, IR,
ARERR . =M A I
ME. @ LRSI E ., )
KT, IfJE E&F
WS EUE B, R, P, = OEEE, EEE, WHIETEE,
5. ) FERK PR IENR ., AR BG
5! IR FEif, HOMpA, | i % 8RR T IE fi& i
FE L (IF1IS) . T #AH
Fr i AST L& ALT
5. v-GTP
A Rl
vy E5 AP
5. LDH Lk
=
=l BUN L5, 7L 7F=>
5
1% M ERER D . | BEREOE 2 . iR
FRIMERFS D . | P
JIREES e/ %N
~v k7 Uy
R
Z DAt FUZUEY R BEE,. CRP|EMIETY, HI, 0k, | 7, LH(LiLE
5 L& Mo VA Mg, B, TR,
Tr—)VEH | BT, IFTH, KORE.
PRBE LS PRUL| MIEH U U A EH. B
w5 EAK T, BN ARFF BB
JREEN, JREE A JRE
H k&
) [8.1 2]




VIL.

ettt M EOEES) (CB45IEHA

SEIEREE—ERF

QEMERRRRERVBERREEREE K

BIERRIRFEE
SR KGRI Segs i D RLE IR TR R A
L R VESRAT R GE 5L 873 7851
RILE 2 0 T8 BUE (11550 (B ) 391(44.8%) 887(11.3%)
I B 787 1101
BIVER O BB CEEERE)
MedDRA/J (Ver.16.1) WA CE il RUEIR T TR

SOC PT ROl ARE Bk (BEEE) % (BEJE)
BYSER X O A BE | s — — 1 (0.01%)
[Nz B2 — 1 (0.01%)

LN — 1(0.11%) —

(=32 — 1(0.11%) —

LIRES - 1(0.11%) -
WEEEZ — 1(0.11%) 1 (0.01%)

TS XN Y 1(0.11%) —

RN — 1(0.11%) -
R B I — — 1 (0.01%)

VYAV B - /0 - 1(0.11%) -
B, BRI O [ e — — 1 (0.01%)
FEMREOBAY) (FEREER| 5155 — — 1 (0.01%)

FORY =T & Te) [ — 1(0.11%) —
BIEE — — 1 (0.01%)
NREE 54 — — 1 (0.01%)
Rt s L OB E YR - 1(0.11%) 1 (0.01%)
Bl Bl BRI 8 (0.92%) 2 (0.03%)

F=NiERIOE Walr zxrm— &,

IR ey F/Lj%? - 1(0.01%)
FEAPREE ARRSE — 1(0.11%) 3 (0.04%)
Ve R—GR PEARIRGE 3 (0.34%) 1 (0.01%)
5 DRER - — 1 (0.01%)
PR R REE SRt s - — 1 (0.01%)

i — 1 (0.11%) -

FRBOAE (G — 1(0.11%) -
] PP — — 1 (0.01%)
FEED F SbHOE 23 (2.63%) 40 (0.51%)
WEW 23 (2.63%) 45 (0.57%)
IRNEPED F U SEHL B4 31 (3.55%) 60 (0.76%)
TR - — 1 (0.01%)

VSV TR 2 (0.23%) —
SR FIEEEN 5 (0.57%) 1 (0.01%)
GIEpE 19 (2.18%) 9 (0.11%)
TR BIRR LUh 4 (0.46%) 3 (0.04%)
T R — 1(0.11%) 1 (0.01%)
I RS JAd - BRI 1(0.11%) 1 (0.01%)

FLIEREE — 1(0.11%) —
FET RS RE R BANR— L4 BT — 1 (0.01%)

SEIRKE - 4 (0.46%) —

BHE FHNAR— LT 5L 1(0.11%) —
TR IR& 6 (0.69%) 7 (0.09%)
B T R4 SRR — — 1 (0.01%)
IN—F Y U — — 1 (0.01%)




VIL.

ettt M EOEES) (CB45IEHA

BIVE M o FESH SEBIE CRHEERE)
MedDRA/J (Ver.16.1) A cE TS RUTEIR 5E 4 A
SOC PT FoE A E Bk (BEEE) B% (BEEE)
R P MR o F 5 J — 1(0.11%) —
PR — 1(0.11%) —
MG 1. FENRLHH 1 1(0.11%) —
T LV —PERE RS - — 1 (0.01%)
AR 7 — — 2 (0.03%)
AR e ifn. IR o> Fe 1. 2(0.23%) —
IR /85 5] R V2 ek AIS A i fE — 1 (0.01%)
= — — 1 (0.01%)
IR i AL — 1 (0.11%) —
B M AHH — 3 (0.04%)
GIval — 1 (0.11%) —
IR 2 © FEiE H DI 1 (0.11%) —
IRZ 5 FEiE H D hid Zx 2(0.23%) —
iR BE 2% — 1(0.11%) —
HI L OBkEKESE B — 1 (0.11%) —
Hog B 6 (0.69%) 1 (0.01%)
=R N7 — — 1 (0.01%)
NI FSUE N TS — 3 (0.04%)
e ME — 1 (0.11%) 2 (0.03%)
KBRS AR E - 1(0.11%) -
FEERR FEERR 4 (0.46%) 3 (0.04%)
D FEANE D FEANE 2(0.23%) 1 (0.01%)
%R — 1 (0.11%) —
NI — — 1 (0.01%)
B B 8 (0.92%) 3 (0.04%)
S SN 2 (0.23%) —
PR R BNk 1 (0.11%) —
BNk SR 2(0.23%) 2 (0.03%)
LS ME S AE — 1 (0.11%) —
I A2 pea AL BEDITTY 1(0.11%) —
£ M fE -5 1 (0.11%) 3 (0.04%)
18 1 I FAR T 1(0.11%) 6 (0.08%)
JE ST E AR T ST E AR T 1(0.11%) 6 (0.08%)
LA ) —Bi5 — 1 (0.11%) -
FTY FTY 3 (0.34%) 2 (0.03%)
BEDIETY 3 (0.34%) 3 (0.04%)
W AR, s M AR — 1 (0.11%) —
B L OVt bRk 5 - 1 (0.01%)
AL n% 2 (0.23%) -
T RS — 1 (0.11%) —
IR ] — 1 (0.11%) —
A S 10 (1.15%) 4 (0.05%)
&5 Ll 28 (3.21%) 81 (1.03%)
SR — — 1 (0.01%)
EAES &P 1 (0.11%) —
i — 1 (0.11%) -
I A 4 — — 1 (0.01%)
2R &t 5 (0.57%) —
AHRY —7 — 1 (0.11%) —
FREDORIE - 1 (0.01%)
1 PENHBE AN R ek — 1 (0.11%) —
1 e SE R — 1 (0.11%) -
H S PEERAS P B 72U 4 (0.46%) 3 (0.04%)
H A 10 (1.15%) 12 (0.15%)




VIL.

ettt M EOEES) (CB45IEHA

BIE R o FEH SEEIE CREUERE)
MedDRA/J (Ver.16.1) A cE TR RUTEIR 5E 4 A
SOC PT RLHCH RE B% (HEEE) B% ()
H S PEERAS el THEE R 1 (0.11%) 2 (0.03%)
(Fix) - B — 1 (0.01%)
R I T R i 3 (0.34%) 4 (0.05%)
R IR [ 4 (0.46%) 3 (0.04%)
THEEE TREEE 2 (0.23%) 2 (0.03%)
-G ER I Hw 5 (0.57%) 4 (0.05%)
(EE (XA 12 (1.37%) 14 (0.18%)
HEYha BE(E 1M - 4 (0.05%)
T T 35 (4.01%) 132 (1.68%)
LiC[d 34 (3.89%) 75 (0.96%)
M N RLS mF7Z 2 (0.23%) 2 (0.03%)
+ IR + IR 2 (0.23%) -
HILRE Jla=o 1t 3 (0.34%) 5 (0.06%)
4% - - 3 (0.04%)
{5 Ak — — 1 (0.01%)
A — — 1 (0.01%)
53] TRURHE N 5 (0.57%) -
B B 4 B B 2 (0.23%) 1 (0.01%)
=R ERie 5 (0.57%) —
EES EES 2(0.23%) 5 (0.06%)
FEREMEE 2% FEREIEE 2% 2 (0.23%) —
B R E W — 1(0.11%) 2 (0.03%)
H IR BT, #jfE S - 1 (0.01%)
R — 1 (0.11%) -
(ElSIES — 1 (0.11%) —
L M A 8 (0.92%) 8 (0.10%)
A 1 (0.11%) —
M7 2 — 1(0.11%) —
A% A% 1 (0.11%) 1 (0.01%)
R — — 1 (0.01%)
EE - — 1 (0.01%)
e — 1 (0.11%) -
W M - 5 (0.57%) 4 (0.05%)
I FA 5 46 175 4 X AR E - 1(0.11%) —
PEEES — 1(0.11%) 1 (0.01%)
DA R - R B 3 (0.34%) 1 (0.01%)
A OJER SRR — 1 (0.11%) —
A OFEKE — 1 (0.11%) —
T b BB P A5 % 2 (0.23%) -
ElER Y — 1 (0.11%) —
JIT 9 T A R Je TP AS R 1(0.11%) 1 (0.01%)
JiF R R JHHSHE 5 g RERT . RYE 3 (0.34%) 12 (0.15%)
HE. FFHSRERE S, A — 1 (0.01%)
JFpEE JFrkRERRsE . FE - 1 (0.01%)
Rk X O THARFEE | IR EAE - — 1 (0.01%)
A — 1 (0.11%) —
B I 4% T2 — 1 (0.01%)
iz iz 5 (0.57%) 2 (0.03%)
Feig R Z MEim S 25 1 (0.11%) —
[ELSVNITEZ T2 1 (0.11%) —
ZiTiE FIT 4 (0.46%) 1 (0.01%)
R T 1 (0.11%) -




VIL.

ettt M EOEES) (CB45IEHA

BIVE M OFESE FEGIS CEELUFE)
MedDRA/J (Ver.16.1) I CE TRERIRE fEREH A
SOC PT FOE AR B% () B% ()
KB R X OV TR | FE2 32 — 1 (0.01%)
(i) T 9 PEIE 9 FEIRE 6 (0.69%) 6 (0.08%)
i B 5 (0.57%) 12 (0.15%)
22 2 (0.23%) 1 (0.01%)
AR R 532 — 1 (0.01%)
E7 E7 3(0.34%) 3 (0.04%)
EHMETE D FEIE % 9 FEIK 1(0.11%) 2 (0.03%)
ERERE AL SE — 1 (0.11%) —
G Y USRS — 1 (0.11%) —
HEEREB LW RA& - 2 (0.23%) 1 (0.01%)
il ML P g (73 5 (0.57%) 2 (0.03%)
VAl TR R 3 (0.34%) —
RERS] - 1(0.11%) —
5 AJE — 1 (0.11%) —
I — 1 (0.11%) —
VU e 1 (0.11%) —
IEFENE T HESE — 1 (0.11%) —
iR HayRa 1 (0.11%) —
7 0 [ BIY 2(0.23%) 2 (0.03%)
BB L OURKRESE AR — 1 (0.11%) —
s et A1 — 1 (0.11%) —
IR IR — 2(0.23%) 6 (0.08%)
iz — 1(0.11%) —
ERARPE R B — 5 (0.06%)
BER I H — 1 (0.11%) 1 (0.01%)
JREYE — — 8 (0.10%)
37 o —PEERE — — 1 (0.01%)
1R HIBE IR — — 2 (0.03%)
SRR — 1 (0.11%) 9 (0.11%)
W e BUN k&, Z7Lv7F=> B 1 (0.01%)
L5
B R R4 — — 1 (0.01%)
PR IEE PRS2 12 (1.37%) 5 (0.06%)
SR B — 1(0.11%) 2 (0.03%)
PR RS H — 1 (0.11%) —
FEIRR YR PERE e 28 - 1 (0.11%) —
i P R S 2 PR OEA — 1 (0.01%)
EHER B L OLERESE A A bFLAE — 1(0.01%)
SRR ShRERESE P TGS | 102(11.68%) 188(2.39%)
SR HE GhEE (TR RS — 1(0.01%)
B Ak - 1(0.11%) —
HLIA — 1(0.11%) —
BISZ MR 2% — 1(0.11%) 2(0.03%)
Bt 5 FEIE - 2(0.23%) —
WA TSRS AE PR GR TSRS SE) 48(5.50%) 65(0.83%)
¥ B R — 1(0.11%) —
B RE A A URT A 1(0.11%) —
AR TN — 1(0.11%) —
PRI B - — 1(0.01%)
PR 4 A URT A 11(1.26%) 3(0.04%)
PR ALK - — 1(0.01%)
SRS - — 1(0.01%)
AR BE R — 1(0.11%) —




VIL.

ettt M EOEES) (CB45IEHA

BIVE M OFEE FES CEBLUEE)
MedDRA/J (Ver.16.1) & TRERIRE fERTEH A
SOC PT FoE A E Bk (BEEE) B%k (BEEE)
—f - EHEE ST 5E - 1(0.11%) 2(0.03%)
BLOBEEALOIREE | g eIk Hea s 2(0.23%) 2(0.03%)
s Jia 3 2(0.23%) —
BT — — 1(0.01%)
AP — 1(0.11%) —
AT N B ERR — 1(0.01%)
AT — 1(0.11%) —
LR RORE 3(0.34%) 1(0.01%)
SHNAR— L9 BT 6(0.69%) —
— 1(0.11%) 1(0.01%)
E Ex Q] 2(0.23%) —
T8 B heNRe 12(1.37%) 7(0.09%)
R A beai — 2(0.03%)
FEEL — 1(0.11%) —
mRz) mRz) 48(5.50%) 62(0.79%)
FRAR R AT JINEERIEQEN JIIINEERIEEN 4(0.46%) 6(0.08%)
I 5 I F 5 3(0.34%) 4(0.05%)
B FR Bl A N — — 1(0.01%)
JYa~EZa U | — 1(0.11%) —
AT AR RVEFURE SN | BTS2 R BHUR S 2(0.23%) —
FE TR B> SPETEE (AT IESAESE) — 1(0.01%)
IRTE D — 1(0.11%) —
{58 785 i By — 1(0.11%) —
JHF R SR AST (GOT) EH. ALT ,
(GPT) L5 % 10.019
BEE, HEBLV R3] — — 1(0.01%)
WLE S PFE JEAEB T — — 1(0.01%)
BIAORE — 1(0.11%) —
SHEEET - — 1(0.01%)
A AR — — 1(0.01%)
MRS AGRI £ C OB DR
KMD-303 35, KMD-202 #fk, KMD-201 #&Bt, KMD-203 #AFk., KMD-305 A5, KMD-206 6 % (&

AT b ORGENTE R A OB - MR, R IS BE 9 2 5 i kit & & 5




VIL.

ettt M EOEES) (CB45IEHA

RREEOEELH
BIVE A O FEE B CRBUEEE)
MedDRA/J (Ver.16.1) A GE TR FRIRE fLEIRFEAAA
SOC PT FoE A E BE (BE) B (B
FEPR R AT R ERETHE N — 1,/847(0.12%) —
7R I ER > PRI BRI 14,/847(1.65%) —
~NES 1 U JIIREDE ==/ 14,/846(1.65%) —

~~ h7 Uy MRS ~~ b7 Uy Makd

13,7846(1.54%)

/N 0 — 1,/847(0.12%) —
RN TR e % M MRS 2,/847(0.24%) —
H i ERE G N F ifn BRELHE 2 7,/847(0.83% | 1,/7851(0.01%)
A ifn BR 4K ek H 1 BRE R 16,7847(1.89%) —
KR E BN — 1,/851(0.12%) —
K A WEAKT 2,/851(0.24%) —
e VL e A=) 11,/852(1.29%) —
TANRGEUEET I b |AST(GOT) L5 . .
52T - S 19,/852(2.23%) | 5,7851(0.06%)
7I=r73/ b7 A |ALT(AST) B5& 9 g
S o e 20,/852(2.35%) | 5,7851(0.06%)
ﬂli;%w YARAZ 7S |APLER 11,7849(1.30%) —

H
M ELEEN KRR | LDH B 9,/851(1.06%) | 3,77851(0.04%)
VOIS KT ST |y -GTP LR 19,/846(2.25%) | 1,77851(0.01%)
= 7 —BHm

M= 27 a— V0N | #

14,/851(1.65%)

Aa L AT ra— L k&R
A ~Y 7YY REEN

62,838(7.40%)

N ZUEY RNES
i rU 27Ukl REd

1,/838(0.12%)

BUN |5

I H R SN 8,7852(0.94%) |2,7851 (0.03%)
ff 27 V7 F= 0 7VvTrF=r L5 5,/852(0.59%) —
I H R B EE N JREE b5 7,/848(0.83%) -

M Vo LN MmED Y v Ll EF

2,7850(0.24%)

Vo L -

1,/850(0.12%)

C-SUG 2 [ BN CRP -5 21,/534(3.93%) -
B ST R B BRSBTS AR TR AN 1,/171(0.58%) —
SRR B 5 JREHER 8,7840(0.95%) -
R T R o kG PRAE 5 11,7841(1.31%) —
PRI B PRIEHE E5 9,7823(1.09%) -

KIETE KGRI F T ORI AR DRFT

KMD-303 &8, KMD-202 #t#t, KMD-201 X5, KMD-203 #5, KMD-305 i, KMD-206 it 4 ff &
KICFEM O BGEIRGE R A OG- BRI, RIS BIT 2 R A i & & OF &




VIL.

ettt M EOEES) (CB45IEHA

QBEERINBEAREEE—&

EREE, 6OHE. EEERUVFHOBEEERANORMERARERRE
SE3E KRR IR SeR MO SATRA | e O ReER R A
Bk () Bk () B ()
B RN 391/873 (44.8%) 479/4280 (11.2%) 408/3571 (11.4%)
L |65 A 153/297 (51.5%) 157/912 (17.2%) 120/740 (16.2%)
e 65 L I 238/576 (41.3%) 322/3355 (9.6%) 288/2831 (10.2%)
2t o%)) 277/558 (49.6%) 282/2474 (11.4%) 266/2165 (12.3%)
7L 114/315 (36.2%) 197/1805 (10.9%) 142/1403 (10.1%)
A BHE Y <JiFHEREREE O A OF > 18/149 (12.1%) 8/74 (10.8%)
(B | 7L DIHZ MW 461/4130 (11.2%) 400/3494 (11.5%)
A BEE HY <EHREEEOA D> 8/105 (7.6%) 8/57 (14.0%)
(BEHRE) | 7L DIEL R 471/4174 (11.3%) 400/3511 (11.4%)
N HY 298/591 (50.4%) 276/2384 (11.6%) 255/2195 (11.6%)
ES
7L 93/282 (33.0%) 202/1887 (10.7%) 153/1375 (11.1%)

ST R & C OB R DR |
KMD-303 3, KMD-202 3, KMD-201 5, KMD-203 R, KMD-305 ., KMD-206 a4 &

< IFHHENRERS O A B>

56 KRN £ CORISLIRBARAEN 5 PERFEFBH 255 & LI BIRRB OFFIERT# (/L—F 1
SIEE) (S B MOy EEARAT £ 17 o AR, BRI ORISR IFREER#) & RIS TH) Clag
FBCH Y, TIPSR T %) 108V CRURIIC R L 725 X 5 RRERIERD bhah T,

FFEREEEEE SRR TEICE T 5BIEARETRKR DO L

T REE & AR T (71— K 1=79)
n=790%3 (n=772%4) n=83*3 (n=81%4)
FE BB FHLE (%) F BB FHHE (%)
RITER (BRIARSEIR) 352 44.6 39 47.0
BIVER (BRI A AE) 166 21.5 19 23.5

X1
X2

X3
X4

@y -GTP : U X 1.5 LLE, OWT 7= IR

MER B ORIVER O EEE /NI OWT (1992 £ 6 H 29 HIKZH 80 =
IVER (BREARAEIR) ARMT o S E 15k
IWEMA (BRERMRAE) MRAT T SUEGIER

=
H
i

KMD-303 &, KMD-202 ik, KMD-201 5k, KMD-203 &5, KMD-305 &k, KMD-206 ik

O Y rE Ly 1.6mg/dL Ll E, @AST (GOT) . ALT (GPT) : 501U LA EXIZA#EMEX1.25 DLk,




VIL 24t (A EoEES) (B3 5EA

<BHRERE T OB O > 9

S KRR E T ORTSEIEIIEIT A D PEREE B 265 & L7 BRRGB . [Ch W TR TR (V1
— N 172 ROV L— [ 27%9) (b 2 M0 HT 2 1T o 7o/ R, PSR (V1 —F2) S TORMERIKTE
[CBWTRIWERZEH Y 27 O LR BRI HE L 2 5BWERIZERO b7z,

BHELEEEEEREETEICS T 2EHEARRKTDOLLR

T FEREIE W AT (7 L— R 1% | BHREIET (71— R 2%9)
n=688%4 (n=674%5) n=159%4 (n=153%5) n=26"* (n=26%5)
FEHBIH | FEBE (%) FEBFH | FEBERE (%) FEBGH | R (%)
FIE
(TR 311 45.2 70 44.0 10 38.5
Rl E
(B R 2 143 21.2 36 23.5 6 23.1

%1 : KMD-303 Bk, KMD-202 35k, KMD-201 &A%k, KMD-203 #&Bx. KMD-305 5. KMD-206 345

%2 : (DBUN : HE¥EA 2 26mg/dL Kifi, @7 L7 F = : LHEELBZ 2mg/dL Kk, QREHA @ +.
DT I 7= 3 E

¥%3: (OBUN: 25mg/dL LLE, @27 L7 F=>:2mg/ldL PLLE, @REA : 2+LU L, OWFR)Zi -3 ERF
I3RS O RIVEF O EES FE IR HEIC DWW T (1992 4R 6 H 29 HEE%E 80 &) |

¥4 0 BIVER (BRARAEIR) ARAT T U F 4K
%50 BIER (BRRHRAL(E) AT GUE B $

9. BERBRERKRICRIZTHE
FRE STV

10.BE&RE
BRE I N TV

MERALDEE

14. BRALDEE

14.1 ERIZFEEDTE
(BFIE)

14.1.1 PTP @ ZEDHEFNEIPTP > — b2 bl L CIRAT 2 L 948832 2 & PTP > — FORREKIZ L D |
NG B 2N R TR A~TIA L ISR B 2 L CHERIR R S 0 mERADHEA 08T 5 2 L3
b5,

(OD &)

14.1.2 RAFNTED BICO® THERZRIES S5 & ET 5720, K L CIRAFTRETH D, £/, K THIRA
THZEHLTED,

1413 AANTE-EEORETIE, K LTRALRZNZ &,

fEE -

1411 PTP AEOEANILBOEERFEHTH D,
ARERODER & LT, AHOTORTTIRH, a2 LR ik L, RHAOBEOEESMIZRIT Hiu
22 EICERT D —ARE LB IN TV,
F7-, PTP > — hOREKIC LY | IEWICEERAGIHEREZ RT 27 —ARWES LTV 5,

1412 OD SEIFHED LiIcod, MERZZMIEL L OBENTHET L2 MG, KR LTORMEFETH D




VI et (B EOEES) (IS4 HEHA

D3, FERIE ) B ORI 1 0 gh SR I B2 W4 2 A TldZe < | MER E 72 130K TERZGA L LD B
:&ﬂ)%gmﬁbf:o

1413 OD#EZELEEDORETKL L TIRHSEZSGA, BEICHE L TRELZRZTIENBEI LN
DERE LT,

12.ZDtDFE
(MERERERICE D < 1H#R
15.1 EREREAICE D 1F#R
a1 MR A AR TP UL E TR O & 5 BEICE W T, a1 BFHERIC X 5 &% 2 5N iy
BXARAK T IEMERE (Intraoperative Floppy Iris Syndrome) 7238 Hboiu s & DGR H 5, [11.2 BH]

fRER -

15.1. EPAMCIB N T o HEREEOIRAT b L IZRARBRO H 5 $%“C“ KA EARFLAL N R TR o SR
ERARAK TEMERE (Intraoperative Floppy Iris Syndrome [IFIS] ) 23&% Bt b & D033 - 7= 20,20
IFIS &3, MaRERIE O —FE T, Tt O Pkt & 2R Otk & gk, frh o@ETIEOMEE, W%
DIK G IR O BB~ DB D 3 FEIR D HFR AR TH 5 29,
INHOWMEKR P oo OWSBRIRERIZI N T IFIS B3@BD o= &b, [ZofMoEERM )
Z TIR) oz B L, T SRR TiEMRE (IFIS) | &tk L7,

(2)IEERIREABRICE D CEHR

15.2 JEERIREAER (CE D < 1Bk

15.2.1 YDA TD 104 ;BE#% 55 5R
20mg/kg/ H LA E O HRECREFEIMEIREOBEE D ERANRD iz L ORENRH D,

1522 5y FTOZRERVERE COMNIERELICEAT HHER
200mg/kg/ H LI OB HFETREME (G T-HIRR O Bl i 23 | 600mg/kg/El Pe BB R DO - 2,
F T AR L OR B OBD RO b= OWERD D,

fRER

15.2.1 FEFEIROYLIRIX, PR OIS 2R3 2 2 &b BEFT R ORBITIT o a BEWHER 2B S L=/l
REMENHEER ST, ~ U ADRAUFEMERBO LA TROONTEHATHSL Z &b, HEERIZEZ- T A
OINEAE D FEFERR O FEAR S RS IR L7z aTREME S5 X BT 27,

15.2.2 H#pT L, 60mg/kg/ HULTO®HREETITRO LT, BHRAERAE (0.16mg/kg/H 4mg % 1 H 2 [A]
Beh. v hOREE 50kg & L CEHE, AUC : 373ng-hr/mL) & OIZi3& 5 & T 375 %, AUC Tix 7
15 DRI BTz 29,



IX. JERRAREAER(CBE9 5T H

IX. JEERPRERERICRIT S 1HA

1. FRIBRER
(NENZFEIBAER
VI.EMFEEICEHT HIEE | 0HEZSR
Q)R MFEIERER
s T T A B
(mg/kg)
FRAR FR R R
- L _ ., 02, 2 |[EERL
2. P i = e p———
{TB/#% - FOB 7y b &R 50 PEEERIEIS T 2/10 Bl CERR
H J&5EE) 7wk oo 0.2, 2. 20 [HERL
0.2 WL
; - . 2 Be b4 4 FERIC—@PE o B
(J]Eln. 7 }‘ e H N - y o N
* 7 " 20 B 1 RO 2 Bl Bt L2y
1.3C* LN 1.1 CH D& T
IR
0.2 WAL
R 55 A X N 2 B 5% 4 BRI @M N
20 BeG1% 3 RO 6 RER I —i@ o
FEIRPREE « ~F 7 1 B
FeRfafn e, BRI, . s 7
SRR LR R L A X oo 0.2, 2. 20 R L
pH
DL R
0.2 Be bt 1 FERIC 12%%2 DK T
SEA I A X £ 2 Be bt 1 FERIC 13%% 2 DI T
20 BeH#% 0.5~8 Bl £ TR T (K 23%%2)
0.2 WL
fE S 44 1 A X & 2 BeE#% 1~6 B £ TR T (K 18%%2)
20 BeE#% 0.5~8 FE £ TIK T (K 24%2)
0.2 B E% 1 RIS 16% %2 O
2 e bt 1 BRI 12% %2 K F
HA i £ X pr | — ‘\ =
SLARAAMLIE g ﬁy} 20 5% 1. 3. 4, 6 KO 8 BFHIICIET (&K
22% *2)
DA% q X BOoo| 0.2, 2, 20 [HERL
PR kR
N e QRS H#Fﬁﬁ ¢ /
DFEX = A X BOoo| 0.2, 2. 20 L
= QT Rk . 8
QTc
e . L. 1X107~ [1X106mol/L. X Y JREE(KTFHIIC HERG Bt %
HERG Ei HEK293 #lifig| in vitro 1 X 105 mol/L | TC5=8.91 X 10-6mol/L.
TR o R L 1X107~ [1X10®mol/LL T 6.4%. 1X10%mol/L. T 17.1%
TR ENEENL I TR E/E Y N | in vitro 1% 105mol/L| > APDeo (4L E

M1 RRAEE u R URRCRT B EIIKIR DAL R,

K2

EZS

X ( CEYERS5FT0 Mean —EBWi 5%ICRAET L= A 0 Mean) /#5870 Mean) X100 T L7z,
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(3)F D> EIHEAER
< Bl B S BEEAR >

a1 ZRELAN OB IEZFRICE L T,
NI VERRERIC

Q2 B, B1IBHR, DATV UZFIKR, e b= R KK DR

XL TEmREICBNTORBFINEZ R Lic, —7, B2 ZARITH L TR m\ Bl 2

AU, HRT > Mg FEEARZHWT B BRICKT HERZMRET LI/, e R UT B
BARIZx LT 3x106mol/L LA L CHFIER 2~ L=,

2. EMHHER
(MEEEEEMERER 29
BWEEDEIEE (mg/kg)
Aol S ®o RPN
EOiEZEC T e e e
7k 800(LDso : 878) 800(LDso : 878) 75 90
A3 1500 — ~ 50 -

LDso : 50% %5t &
Q)RR EBIRER 929

1)

3)

v k4 EMERE

Z v b 4 BRI OS5 (20, 60, 200, 600mg/kg/H) TiE. 60mg/kg/ H LA - oMEmE AT DONE S

ZEPER HET/NEERODPEFI O IR LA . 200mg/kg/ B LA _EOMERE TR O JER A, W CREREEE -

BRI OIE R A8 H ATz, 600meg/kg/ H OMERE T HECAROZEMEAS, e CURE M ORI ORI N

AST (GOT) KWYALT (GPT) DEfER, M TR OIS OFLIT 70 WS ME D TTHED G D B LTz,

600mg/kg/ H CHfi L 72 1T 3 ISR M E ClImE T P450 & ED S ENFED HivT,

Svw M3 EREZES

Z v N 13 MR N B ERER (25, 100, 400mg/kg/H) Tix, 100mg/kg/ H LA_E O CREMIAR O AR A

/INTE HROCMYE A A D R Ky OV R PEAL 2358 8D B ATz, 400mg/kg/ H OMERETH AR DR S, HE TR E

Je ONUEBERE i e O AR QN I O SRRk O s AE 28 e C/NEE LU ET I O IE R, FLAROD@IEER, 1

B D M OMERENEE b BGHI AR O JER 23588 B L7z,

v b 26 BMKRE

Z v b 26 BAEROKERER (1. 5. 15, 60, 300mgkg/H) Tix. 15meg/kg/ H UL EOMECIiEED EEN

B BTz, 15mgikg/ B LA EOREN O 300mg/kg/ B O C MR O AR ZE M K ONVINZE A O R o I K
B B, 60mg/kg/ B L _EOMETHLRR ORI R & ORGSR AR O IR K 2358 Hiv7-, 60mg/kg/

H UL EORER Y 300mg/kg/ B O T/INEH LTI O LF B AL 2358 BTz, 300mglkg/ H OMEHE T

PEAERA DARAE DS, HECRE R ONEBEIE IR DARME DS, Tl S, FLiH /0 WIE P O TUE R V-5 D ZE
FENFRO LTz, 300mg/kg/ H C5EHE L 72 AT 3y R EHEE R R E CIIMERE T P450 & 20 EENFED b

77
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4) 4 X 4 8/H‘E
A X 4 AN E5HE (25, 100, 400mg/kg/H) Ti%. 25mg/kg/ H UL EOMERE T D © - s, 1
TR D ZEHE K OGS LR DZEVEN RS Hivl=, 100mg/kg/ H LA EOMERECRa 2 L AT v — O & i &
O OERNS, HETT7 4 7Y ) =7 U BEOEBERRD b=, 400mg/kg/ H DK Y 100mg/kg/ H LA
DT B S BEEE 23R HiuTe, 400mg/kg/ H OMERE T I F1] K ON)E BRI O R BL, REOKAE, i
JER OV B AR ME M, EPERRAR, (OFEM O Pk, PR, QRS & QT MIROLER, RFER,
i/ R O TR ER L O B 2S, T AST (GOT) . ALT (GPT) KOV LT F = OmflEiidsd
BT,
5) 4 X 13 BAREKRS
A X 13 R 0 B H-EER (10, 50, 100, 200mg/kg/ H [#5-7 H B X 0 @ &% 100mg/kg/ H IZJ&] )
TlX. 50mg/kg/ H LA EOMEfE CIRE OIREAS, HETAFERR ORRGERIEDS 1T HHENRIT OIRENFERD 5
72o 50mg/kg/ H LL_EDHE K Y 100mg/kg/ H DOMETHIIRE DZEfE 23580 H Tz,
6) 1 X 52 BRK’kE
A X 52 MR 0GB (5, 20, 80mg/kg/H) TiX, dSmg/kg/ H LA EOMEME CHFHRDIZ HREME RIS
25, bmg/kg/ H UL EO-E K O 20mg/kg/ H LA E D& BB RAIAE b BGRIAE NI YHFEPE (TR IR 338D B L
72o 80mg/kg/ H OHERE TR, HRIMERELDIRMEN B Hiie,
()EEF MR 9 29
F v A =— AN KRB — ORI E D YR w3 BRI 3 1 2 REHEMEAL RIEAFAE T O BLREH AL ER 15
T, MifREEA R 500pg/mL Lh o @i T O RBEMESR R0 Hiviz, Al 2 H 5 18 IR 229848 Bk
.~ A 7 =<l v U A E2 AW L/MMERBR KO T v S ORI Z D A ER DNA A 6% (UDS)
RERCikfatEch o7,
()P ATRTEERER 9. 29
~ 7 A 104 M2 AJFPERER (K : 20, 60, 100, 200mg/kg/H [ 5 27 # H & v & &% 100mg/kg/ H
Wi . M 60, 150, 400mg/ke/H) Tid. 20meg/kg/ H LA EOKE THERILEDHE O FHNEBD b,
150mg/kg/ A DL oM THARIEE O BEIN2Y . 400mg/kg/ B OME T FIEAANIEO NGRS Hiiz,
Z v b~ 104 BB AR (7 15, 50, 150mg/kg/H., M : 15, 80, 250mg/kg/H) Ti. 150 mg/kg/
H O T R BRE ki R BRI D HE N 23388 BT,
(5)EFEF A S ER .29
1) ZIERVERETCODNHMEREICRIFTTIEZE (T M)
7 v MZIRREKR UK £ COYIMIIRRE 412 B9 2 MRS 5308k (20, 60, 200, 600mg/kg/ A ) Tl 20mg/kg/
HULECTZIRROMEAES . 60mg/ke/ H UL ETHEHOMERE X IXTHLA ., 200mg/kg/ H PL_E TR RDOKAHE
23, 600mg/kg/ H TIRE K OMEEE B OIKEATRD BT,
g 558k (2, 6, 20, 60, 200, 600mg/kg/H) Ti%, 200mg/kg/ H LA ECTREAE 1THS 1B D Bidg 23
600mg/kg/ H CHMIE DFEHM - M, K AEFERORFE OB 13380 iz, 20mg/kg/EluLT =
FROERFEOEAEAZRD BT, Fﬁ@ﬁ%ﬂ;ﬁﬁ% J% 2 & TR OB KRBT DX
MR L7, ZZREHRITOWTIL 600mg/kg/ A THFEEITFR D Hivipdo 7o, M 538k (0.6, 2. 6, 20mg/kg/
H) TiX. &EAED 20mg/kg/ B IZBWTHZR %E&U%)Jﬂﬁ}%%% (R DRBITRD SN o T, L
EEY | HEERERBRIZB D TRD BN ZREROLREBOETIZONT, ZREROE TIEME TOZE
2, REROETITHETOEMIICHKRT I bDLEZ BN,
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2) & - BRREICREIEE (S k. 99F)
Z v MR - BRIRRAICET 2538 (30, 80. 240, 700, 1000mg/kg/H) Tix, EHFEIEMITRD s
Mote, UHFE - lRIRRAEICET 23 (20, 60, 200mg/kg/H) TiL, 200mg/kg/ H TR & OEEH
BOKME, WEGORBL, BB OB EOME R TICERT 2 B2 bn s MR AEROIHEEED
IAB DN R RO B EARD b, MHEBERITRO bheh o7z,
3) HARBRUHAEROFRELRICBADKEEICRIFTIEZE (Sy M)
7 v MHAERT R AR OF AN I RHAOERBICEE T 23 (10, 30, 100. 300mg/kg/H) TiX,
100mg/kg/ H UL L CHRAMIM 2310 5 BB AT E OREAFRD S 417z, 300mgrkg/ H THEARARIIZ
BT 2 HEOER T B3RO Hiviz, BEWOAEG KRR, AR OAERIEE L OFEEN QN A FERE )T
LEEBIITBD NIRRT,
(6) BRI S ER
GBEN-Y2 NS
(7)Z DD FFFRFE .29
1) R
v RIS AR OE/LE Yy ML CTHURMEZ RS20 O LS 7,
2) mepARLEVIZBET HEER
)~ AN AFHERBRIC I T,L 150mg/kg/ B BA_L o CHLIRIEE OB ANAY . 400mg/kg/ H O T T A5
JEDHINAGFED bz Z &b MR~ v 212 6, 20, 60, 200mg/kg/ H Z BRI N OS5 L, 1 $ak
VBV R OEFRSNC RIETHEE MG Lz, 7 uT 7 Fromfiik, HE5 To 60mgkg HLL
FoMf, K#EESTO 200mgkg/ H OETRD vz, YA OER IIHRERIL, KEEREGTO
60mg/kg/ H UL EOHECRO L7z, HETIEL, BHEILROKEHRGIZ X DM AT ~OB &7 8T
BOLNIRNoT, T A AFHERBRICE WD TR O 7o FNRIEE & OV T |ARIE OB N IE, fH
~DOTT T 7 F U WITTENRBE S LTV 5 ATREE S HER STz,
7 v MR E G FEMERBRIC WD CERIE ERI DO IER X O E OFEHE /e ERBO LN Enb,
HEZ >~ M 5, 15, 50, 150mg/kg/ H & Hilal K ONAE#E G- L, ML H A /VE 2 R OWE RN M358 % 1
ALz, b7 T 7 FroEfik, Halks o 50mg/kg/ H UL oM, MiEHKRS TO 50mg/kg/ H
DOHETFRD LTz, PEEHOIEE IFTE AL, KB G TO 50mg/kg/ H UL EOMECRO LTz, T
v MBS FHERBR TR DO ARSI BT 22 LI, P ~D 7 v T 7 F TN
HLTWa Rt sni,
3) FKBRAEXRIZBE 9 5 EA8&
T MR AJEPERBRIC IV T, 150merkg/ B O 1T HUR ISR IE O IR E O bl 2 Lnb, £
DRBUSEF 2 AT 5720, fEZ » M2 150, 300mg/kg/ A % 4 HRERO#S Lz, 150mg/kg/ H LA
ECHigEEO R, UDP-7/ V7 v L ginktsk (UDP-GT) TEPED b5 K OV IR BRI fa i o JE A A8
300mg/kg/ H TF v 3% 3 o O &l OFRIR IR HIBL A V8 o ORI 23380 H Tz, T v b3S AFIER R
2BV TR bz FRIRO TSR IR O BN, iFlED UDP-GT 25358 S v, FRRIRAS L& ARG
REINDZEICLDT7 4 — RNy Vi Z I LT2ET » MCRBLL S\ k728 b L R S i,

~



X. BEHFHEICET AHE

X BEEMEHREICEY SEE

1. RHEX5
B A BEE, MGEERLD ) EEEMSOLLFECIVERNTLIL
ARGy« BISE

2. HREAM
ARHE : 34

3. BENRETORE
FEIRRATF

4. RV EDEE
20. ML EDEE

(B HE)
20.1 7L B —alERER T L CRET D 2 L,
(OD #&)

20.2 WAIOFE B, WIBIZ L VEERIREN IS ZENH D,
20.3 SERIEmICHE ORI L 250, ROAKOEAORANRALND Z ERH 5,
20.4 73 B o —alERE R IR AT TIRET DA Z &

5. BERITEM
BEMERLTA RN HY
<FVoOLEBY Y
ZOMOBETEM . [XM.2.ZDMOBEEER] OHESHR

6. R—R5 - RzhE
Fl—o3 © = U —7efE 2mg - & 4mg + OD &£ 2mg + OD &€ 4mg (% v &1 & TEMASAL /F— =38k
A th)
M %) 3 o WK (77 UERIE. 7T Y UV UEREKTY, v E UL, X aAu v U ERE.
7 MV )

7. EfSAEERA
2006 41 H 23 0 (AA)

8. WERFTARFABRVEARES. EMELERHEFAB. REkMEFAR

W 7E 4 RGEIR AR H TR 7 FARFEAENGRAE A B BkGeBIsReEN A
vm R U8 2mg [DSEP) | 2018 4E 8 JJ 15 H |23000AMX00769000| 2018 4= 12 7§ 14 H | 2019 4F 3 /I 13 H
vm U8 4mg [DSEP) | 2018 4E 8§ 15 H |23000AMX00770000| 2018 4 12 J 14 H | 2019 4E 3 /J 13 H
m 2 0D §E 2mg [DSEP )| 2018 4F 8 J 15 H |23000AMX00771000| 2018 4 12 J 14 H | 2019 4E 3 / 13 H
vm 2 0D §E 4mg [DSEP)| 2018 4F 8 J§ 15 H |23000AMX00772000| 2018 4 12 J 14 H | 2019 4E 3 /J 13 H




X. BEHFHEICET AHE

9. MEEXFMBEM. AARVAEZEENEOEABRUZONE

BAROANA

10.BEERR. BMERERARFABRUVZORE

BN ONANA

M. BEEYM
A RO

121 RHRMFIRICET H1F®

AFNIEAETGBREDOED S THREEMIRHIZ LIRS

BT HINTWBEIRET | IZEY LAV,

13.%%a—F
JEA T B {iE B L~ NEE
fR7E4 SEAM FE UL EIMLa— K HOT (134#1) &%= LIRS 25 I\
EIR G a— K (YJ =2— k) a— R

1266832010101 (PTP)100 ££(10 $£X 10)

om Rk 1266832010201 | (PTP)140 §E(14 X 10)
9mg [DSEP) 2590010F1015 | 2590010F1031 | 1266832010102 (PTP)500 ££(10 $& X 50) 622668301

1266832010202 (PTP)700 ££(14 £ < 50)

1266832010301 7" F2F9IE bvin 7)500 5

1266849010101 (PTP)100 ££(10 £E X 10)

om Rk 1266849010201 (PTP)140 ££(14 £ X 10)
4mg "DSEP| 2590010F2038 | 2590010F2038 | 1266849010102 | (PTP)500 ££(10 §i X 50) 622668401

1266849010202 (PTP)700 ££(14 £E X 50)

1266849010301 " 72F I8 bvin” 9)500 $E

1266818010101 (PTP)100 ££(10 £E X 10)

om ko OD b 1266818010201 (PTT0140§E(L4§E><10)
9mg [DSEP | 2590010F3018 | 2590010F3034 | 1266818010102 | (PTP)500 ££(10 X 50) | 622668101

1266818010202 (PTP)700 ££(14 £E X 50)

1266818010301 " 72F I8 Pvin” 9)500 $E

1266825010101 (PTP)100 ££(10 #£X 10)

SR OD g 1266825010201 | (PTP)140 §§(14 fie x 10)
4mg [DSEP| 2590010F4030 | 2590010F4030 | 1266825010102 (PTP)500 ££(10 $£ X 50) 622668201

1266825010202 (PTP)700 ££(14 $£ X 50)

1266825010301 7 72F908 bvin” 7)500 B
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AFNIB IR L ORFEEIL TH 5,

. s GS1 =—F
72 &) - — : — : :
o - P L o — Wi s B o — SRR AL o —
(PTP)100 & 04987081783014 14987081187628 24987081187625
su Ry (PTP)140 & 04987081783038 14987081187635 24987081187632
(PTP)500 & 04987081783014 14987081187642 24987081187649
2mg [DSEP] e
(PTP)700 & 04987081783038 14987081187659 24987081187656
(»X7)500 & 04987081783069 14987081187673 24987081187670
(PTP)100 & 04987081783090 14987081187697 24987081187694
su Ry (PTP)140 & 04987081783120 14987081187703 24987081187700
(PTP)500 $E 04987081783090 14987081187710 24987081187717
4mg [DSEP] e
(PTP)700 & 04987081783120 14987081187727 24987081187724
(»X7)500 & 04987081783151 14987081187741 24987081187748
(PTP)100 & 04987081783182 14987081187765 24987081187762
. NN e (PTP)140 & 04987081783212 14987081187772 24987081187779
vu R 0D & -
(PTP)500 & 04987081783182 14987081187789 24987081187786
2mg DSEP] e
(PTP)700 & 04987081783212 14987081187796 24987081187793
(»X7)500 £ 04987081783243 14987081187819 24987081187816
(PTP)100 & 04987081783274 14987081187833 24987081187830
. NN v (PTP)140 & 04987081783304 14987081187840 24987081187847
v K3 0D &
(PTP)500 & 04987081783274 14987081187857 24987081187854
4mg [DSEP)
(PTP)700 £& 04987081783304 14987081187864 24987081187861
(»X7)500 £E 04987081783335 14987081187888 24987081187885
14 RIEHTLDEE
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1. BIFCHEK

1)
2)
3)
4)
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6)

7
8)
9)
10)
11)
12)
13)

14)
15)
16)
17
18)
19)
20)
21)
22)

23)
24)
25)
26)
27)
28)

29)

FENE R (2B 5 &k

@E%ﬁk}x%ﬁ%zk L72iB0nEs T ARG R RER (=) —7 7 71 : 2006 4 1 H 23 H&ARE, CTD2.7.2.2)
BEEERR N 255 & U728 TR RBR (U —7 77 &)L : 2006 4F 1 H 23 HKFR, CTD2.7.2.2)

ARHFEER (=2 —T7h 7N

ASZRRAE RIE N FE 5 BEREEBE 2 5t 5 & L7 5 AR RRER (=) — 7 7 71 1 2006 4F 1 A 23
H7&#, CTD2.7.6.3)

ANZHRRERIE AL O HEIREEFEEE 2 xt5e & LB IRERARER (=) —7 77k 2006 4 1 H 23 A
K, CTD2.7.6.3)

Kawabe K, et al : BJU Int. 2006 ; 98(5) : 1019-1024

PR A IED - RSV 2006 5 19(2) : 153-164

2 Y —748E 20154 6 A 25 H FEAEHREE

SE BRIEA - EEHERE 2006 ; 126(S) : 209-216

Murata S, et al. : J Urol. 2000 ; 164(2) : 578-583

SE BRIED 1?%&* 2006 ; 126(S) : 217-223

A X P IEARRRRNSTE R R ENE EF-E T VICBTAER (=) —7 7 &L 2006 4 1 A 23 HIKGR,
CTD2.6.2.2)

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

Z v MEINEIRIERET MCBIT H1ER (=) —7 7 &L 2 2006 4E 1 H 23 H&AZR, CTD2.6.2.2)

ANBR S GEIE D - BEEEHMESE 2006 ;5 126 : 231-236

FENEE © BERI R OV 72 VRIS 31T D A 7B R) S R

FEPNERE @ PN AR EE S OV IRBE R 36 1 2 AR 45 A [R) S 1 iR

TEAKRBEFNE) « FFPHEEE 2006 5 126(S) : 257-263

X oo A TS AR PFEEE (BEAl)

TEEERR N 25152 & LT BRI SRBERER (=) — 7 7k b @ 2006 45 1 H 23 A/&GE, CTD2.7.1.2)
AZBRAE ISE I O PEREEEE 2 G & LERMR SRR (=) —7 7L 0 2006 4F 1 H 23 H7K
., CTD2.7.2.2)

TEAKETI1E0 « EFHES 2008 ;5 37(4) : 623-629

ARG NI« JEPHMERE 2006 5 126 : 237-245
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