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X2 : 14087 VI — 14 8EPTP > — M 1027 I —aiE L, \BICANTZAE

(3R  PTP Y — 27 /LI B o —ald L EhE

LA KL > 0D & 2mg IDSEP] - OD #& 4mg DSEP|

PRAFZRAF
R4 R | RIFIERE PRATHH] R
(C) | (%RH)

1008E7 /LI B —%1
EMRERER | 25 60 WESE 14087 /L I B —*2 36 # A EivZe L
5O00SE 7T AF w7 R kL

10087 /L I B m —*1
o R OB | 40 75 HESE 140887 /L 3 B —*2 6 4 A B L
5005875 AF v 7 R kL

BB owmm, &
WEE | 60 |[RVATE| B =L (k0 2 5 J &, Ky WHitE O
‘F
aT KT - SR E DY
x| TR |25 84 e vy —b (BB 3w A N HEDET, Fi
. I ] O A
. i E O, & &
5% D65 |vr—b (M) (PTP > — k| SO | ooy, gemlmmic iy
¥ | 25 |[fviTE| T lffj*ig_ BHER O HE
4000Lux T A A3 el I
FIRF v IR A R R

¥1:1008E7 L3I E—  108EPTP > — F 10KAE T/ I e —ASE L, IEICANT-TEEE
214087 VI — 14 8EPTP > — F 10KkZ T/ I e —aLE L, I ANT-TEEE
%3 KR PTP o — bk 10 #0277 VI B e —aldt LRk

7. ABERVBRBROREN
A% L7g0




V. ANCBEd DIHH

8. fhFl & DEEAEIL (MEILFHEIL)

BAROANA

9. BAHMEY
N OP TR

vnr Ry v8E 2mg [DSEP) MO Ry U488 4mg TDSEP) (%, B A 7 K 4%

CUBEDTEHHMKIZHEAE L TWAD Z ENERINTWS,

&l

EDLNIZY R R

ENaRpST S
FORE BRI I} 52~ FE IRF AR
2mg 7K 50rpm 15 57 80%UA I
4mg K 50rpm 15 457 80% LA I

vu Ry 0D $ 2mg [DSEP| KOy Ko > OD # 4mg [DSEP) X, HAKBHFEHKLEKIZED LN

72vm Ry v OENAREEDOIRHBBICEAS L TS Z AR IN TV,

Ta H BLRS
ForE BRI EILie FHE RE ] AR
2mg pH6.8 50rpm 15 43 80%LL I
4mg pH6.8 50rpm 15 47 80% LA I
10.58%% - 2%
(LEFENVLELRSE - . SELI/ERLES - BEICHT S1ER
M E R L
)&
vu Ry 8 2mg TDSEP) (PTP) 100 2 (10 $€ < 10)
140 58 (14 $£X 10)
500 & (10 & X 50)
700 #E (14 5E X 50)
(FTZRF v 7R ML, /XF) 500 8E
vnr Ry 8E 4mg [DSEP) (PTP) 100 & (10 $£ X< 10)
140 £ (14 $£X10)
500 & (10 $& X 50)
700 5 (14 $£ X 50)
(FTZRF v 7R ML, /XF) 500 8E
u K> 0D #E 2mg [DSEP| (PTP) 100 & (10 $£ X< 10)
140 £ (14 $£X10)
500 &£ (10 $& X 50)
700 5 (14 $£ X 50)
(FFZA2AF v 7RI, 2XF) 500 §E
1 Ky > 0D §E 4mg [DSEP] (PTP) 100 #& (10 §% X 10)
140 5 (14 & X 10)
500 & (10 $E %X 50)
700 82 (14 BE X 50)
(FFZAF v 7RI, 2XF) 500 §E

Q) FREE
A Lg




V. RANCBEI DIHH

(HBFJDOME
PTP s
TTAF v 7R VEEE

11L& RH IS EHE
HAER R L

12. 2 Dt

SR vrLry, TAI=UAR
L BEER)TFLY (REAKE) | B FaELry (v v )



V. BICEEd 5 HHE

V. JBEICE YT HIEH

1. BEERIHE
ANRERIEZNR
BISLARAERIE (4 S BEFRIES

2. EERIIHRICEET HFE
5. MEEXFHRICEET 2R
ARANC & BIBFITIRRIRE TIEARL . MHERETH D Z LICHE L, AARSIC X0 /T 508055
RV EITR, FIRER S, o2 ELZETHZ L,
fiEE
ARFNIALIRIERAEIZ AL 5 HRIRIEE 2 A9 2 B8 T B RAER O B 7o B2 0358 B 7o o3 | R 72 mIE A
& UTCHRRE S GETIERIRESE) 23 ISR HNIZ - ikE LT,
AL IRIERAE (A O HRRIE S B 2RI, Je%dh 1l 4mg, 1 A 2[FIXI37 7 vAR %4 12 BERE O &R G L72H
MARFAER O BIE S BLR (BRARMRAE R 2 5 d) 133 69.7% (122/175 ffil) . 777K 36.0% (32/89 )
Thole, TDHH, JHEES (PATHESHES) ORIIRITIEIHMN 22.3% BI/175 ) Tholin, 771N
TR B ieino iz, Fio, SRR E ORI ZEBLER1T 65 AT 33.3% (26/78 1) | 65 mELh | 13.4% (13/97
) THY. 65 mMARMDEREICTL LB BN,
7. ARFNC XD HHERE LRI BRI TH Y, $hiEd R4e (ED) 72 LIk, MEAFICITRBEIE D2 e
EZOD, Ll BEOEERIUC L o TZITIDY HiTRe D | FRMEREEI OB 2B W CIXfE &
RAHHREME L H D Z L | ARG RNCEEEEIZOWTEEIC IR EZITW, URZ ER_R2T 4 v b
EREL, WEELTFATELIREICEEG T2 L,

3. RERUAE

6 AERUVAE
WHE. A Ry LTl 4mg 2 1 B 2 BRIV BZICROFKET D, 2B, BRI T T
HIEET 5,

4, FERUVHEEICEEYT 53R
FRE STV

5. BRPRRHE
O Ry U8 TDSEP] RUYA KLY OD §& TDSEP] (XEGERRERZEMRE L TLVEL,
AEICEHATIRBIERGDA VI E1—T+r—LEHILEIALT,
VERRT—2 /vy 75—
1) ENE IHE_EEREEHR
A ARARKIE S fE O PEIRBEE BF 2 550, v Ry v 7AW [0 2mg, 4mg XiZ7 7R %E, 1 H
20, 4R AORE LR, e Ry 7' 1 | dmg #5137 7 2R Ll LT HRAER (I-PSS
M=% 2a7) ZHEBEICSELT,
W) e RKvy (7L OF—%



V. iBRICEEd 5 HHE

-PSS* h—A LA AT DHESREROEL

- o I REELD

BH AR IR 4 H# ) s

e e ‘ H piEd i lEdian

THE W A& Dunnett !
% R E

7R 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) —6.615.5(86) p=0.000

BANT ¢ AR Y-HfE = SD ( ) AEBIER

% I-PSS : EBRAINARER A 27 (8JE : 0-7, WEE : 8-19, HJE : 20-35)

2) BENE MR- ETRLEREER >
AT ARAEAIE I PE D PRIR R EBE 2t 5c, vu Ry v 71 Eldmg 1 H 2BIXIET 7 2R % 12
TR OB LS5, & THEO I-PSS F—Z L 2 2 73 5 RMEIC i LT, 72 R T 83 KW
7T RARTEIZNEIKRT L, &, BGRMRFICHE L TIPSS h—2 /L 2 a7 2 25%LL LG L
TIEBIOEIGIT, v R 76.4% (133/174 ) k77 &R 50.6% (45/89 fiil) TV, BAEFL )3
it (I-PSS h—Z 2 a7 8K(l) £ CUELIEFMOEEGIT, > r R 47.7% (83/174 ffil) kU7 Z
AR 31.5% (28/89 %) Th-oTo, vu R TIIHRERITHRSG 1 EEORM» HikE L, HIEFNI R
L CTHBENRNRBD b,
H) vue kvr (B7 kL) OF—4

I-PSS F—#A LR AT HIEHEDHEF

I 24
; 2 BEARHGE (SR v 745
p 22t sk 1 P <001
S 20| sk 0 P <0.001
S
]F 18]
% 16}
L
Z 14t
a
7 12}
M|
IE ek
1ﬁ 8 | skkesk
— kg
= gl —e—¥mF¥r o TIEX
Peh-paamE 1 28 458 8k 1230 G T
(i ik )
i3] i +SD
I-PSS F—AZ I RAIT7DRIEME. ZILERUVEHMZE
. " B 5-BRAAHE TR (L A& ifAl 95%
BB ks oREmE | e | AR BERE | (SR
A= N 174 17.1+5.7 8.8+5.9 | —83*64
— —3.0 —4.6, —1.3
7 7R 89 17.1*+6.1 11.8+7.1 —5.3%6.7

X EHEESD
3) ENRERGHER Y
AN ARIE RIE I RE 5 HEIREE R 364 Bl a4 L Lizv e Ry v b 71 [ 4mg 1 H 2 7] 52 @I
Lo BRI CIL, FiR s ENR L 2R ER S, 8 LIz ARER (I-PSS h—4 /L2 =



V. BICEEd 5 HHE

7)) RO KREROLEDNRD LT,
w va vy (B7vn) oF—%

(BRI
1) BEREHE
HEFERCABYE (HE6 1) (23 o 0.5mg 700 12mg (97 EA) P4 MR Nl LIE 2 &, e
Pom Y AR RO ST LA L Cmax KO AUCY M & 7 L, &0 Ko 2mg
Wi dmg (I FEA) FHEROBE L & XOmEhs o P U EERBRIE FRICRT B0 ThoTo,
B B LIS 2mg X1 dmg BERSHEOMEDS O K U REES

(ng/mL)
40
m 30k
?_{% —4— 2mg % 4mg
% onll
B 20 )
)
~
it
FE 10 l
/| —
0 ﬂ . _‘t:r:-l = ——————— e
0 4 3 12 24
R (hr)
) vuRvy B7EN) oF—%
2 R SR

BEEERR N B (20~25 %) 6 Blic, o Ry v 7w P15mg 21 HAEKRNT B BICIZH &R 30 4>
%, 2~6 HHEIL 1 A 3EEAEER 30 %R L 2A, b A 16, MmiF 16, #kE 1
i, [OAR 1B b, FRZERICHEE 26720 D Th o7z, £/, BABRAEMEICS W
THRRLT NS BFEI TR O TARMITIRG TH -7,
R A B (20~277%) 12, v v Ry v B 7 Pdamg, 6mg Xid 8mg (K66 21 HHEKNT
H A3 30 3%, 2~6 HHIE 1 H 2 [EF& A OY £ 30 &S AKE Lizs 25, 4mg
TR 3 B, BRAE 1, s 1 6], 6mg T ALT(GPT) L5 1, 8mg TROAE 26, siH
< BAH1H, EEMHRIE 16, 7I7—8 B 13580 by, WIS RHICEIKRIICREE 72 5
2NE O THRMEIIRF ThH T, E) vukyy (B7FeL) OoF—4
¥ORKIOAGAL - FHEE, TEE, Ay Ry e LT 1B 4mg % 1 A 2[EEFBBICROKEET S, 7
B ERISEC THEHERET 2, | ThHho,
()RR ER
AN ARIE RIE I AE D HEREERA I, v u Ry 780 ™1 [H0.1mg, 1mg, 2mg % 1 A 2 [AFA&% & O
HRBI 4 AR OEE LR, FEMEEA Th 5 oM ( EHME) + ThSEwE ) 1%,
0.2mg/H 23.1%. 2mg/H 27.8%. 4mg/H 33.3% & 5 BN ENBEERDOENINNFEO L2y, B
MICABEZITRO b oTe, 7ok, I-PSS & AW HIE I UEIZ IS < | RIE K O RN K OV E FEE 12
S<HERIF QOL OFHiIZIWT, THR LLEOA R, HEKFENPOABEREEDRPIBD b,
—F . ZARMEICEL T, BEERAERITRD Lol
PLERY | BISERR AR RIEC A 5 HEIRBEEBE (Tt 2 AR /R S L7273, 4mg/ H 28 2 5 & TOMGET
D TH D & iz, E) vaRyvy W7k OF—4



V. iBRICEEd 5 HHE

¥ OARKIOAGRALE - HEIE, DB, ATy r Ry e LT lE dmg % 1 A 2 BRIV BZICERARET 5, 28,

JERIZIS CTHARRET 2, | ThD,

(1R HIELER
1) BEAILLIEITRAERGHER ©

2)

AN IRAE KIEIZ L 9 BERBE FERE 2 X512, va R 720 1 F 2mg, 4mg I 7R %Z 1 H 2
B A% EOY &%) | 4 BEMROEL LZ, ZOE,. v u Ry rh 7L 4amg/H L O 8mg/ H i
7vtzf9:tt$xbfaﬁjﬂdc (I-PSS b= VR a7 OFGHIZICE T H2EE) 2FBICHWE L, £
7. I-PSS h =2 LA aTIZBWT IR0F8)) DL EOANREZ R LTEFOFEIEITT 7 R 41.6%. 4mg/
H 55.8%. 8mg/H 62.6% &, 8mg/H & 77 R EDMICHEZENRBO BN, —J7, BIERAEIEL 3
BERNCABZEDED SN, WIRbEER O TIERL, 8mg/H £ TOHEOZEMIZI WV TRIZM
BERDH LTI o7,
LEEY, va R A7 e VORI T1El4mg, 1 H 2] B2 b,

HEEREAER O
I-PSS h—# L2273 8 mll b, QOL 2274 3 SLLED 50 mE Ll EOFISEIRAEKIE S LE 5 PeIR o B
FHERMBIC, Ya Ry b 7eA 1 4mg I 7 T7vAR%E2 1 H 20 GFEZELEOCYEE) | 12 BB&EO
Beh U, s LR S BT FLGRABR 2 1T - 72,
ZOREER, TEFMGEA TH 5 I-PSS h—F L2 a7 O EREOEE CESEHEERR) 13, 75
tHR-5.3+6.7, B K -83+£64 ThHV, vu RO T7RICxT 2 EEENBRIES Lz (212
AtiE : P<0.001) ., 72k, #5FH (1 HEZELD 2] ?’ﬁ) IZBWTH 7 7 'ARICx LT ERUGER
RO DTz, I HIT, FPSSHHRIEIR A 27 GRIRE, REGEME, JREBKT, EEYER A 27 OEFH)
B OREPRAEIR 2 =27 (BMIBEIR . JR E DI, &F'a%ﬁﬁx:?@é\?r) . HERICEET % QOL 2 a7 Zh
FNOBGHIHZOLEILREICEWNT, 7T vRICk L TAEREEDRNBRD b,
RARRIROBGAMZICB T 22 b E (CFHMEEEERAE) 13, 2 R 224+3.96mL/B, 77 &R
2.42+£550mL/A COT I b FE RN TEE LT RNAERZTRO b olo, RRRIEHEITHER
’jté% SHBZZTLI D, BHMBOYIREERNZ 725G (B5R1% OPER BN £50% LA
W) OESEMICKEIT DR KRTROZBEIL, v R 1.70+3.31mL/#), 7 F &R 0.26+2.21mL/
@ﬂb 07 IR L THEREGENRO b (2Rt RE p<0.01) , —F ., ZaMIZH VT,
SEREEDS 22.3% & 77 B ARICHE U CEBEICREL L), EEREWERIIRD bhvinoTz,



V. BEICEE3 5IHE

BE1BEZERV2BEICEFSI-PSS b—2IILRATELLE

¥B518% #5018%
TotREE SORY VB Wl a SORS B
(&) (n=89) (n=174) (n=88) (n=172)
0
-1.2
I 2.2
P
S
S
s
2
b
z
|
7 L
%i; kkk
£ -10 1
skakak

L E=HZ A5G MeantSD %% : p<0.001 2FEA (R

FIERE sORSOE FouFE SORIUB
(n=89) (n=172) (n=88) (n=174)
;ﬁfﬁﬁ? 10.9+4.4  10.8%4.1 ffﬁﬁgﬁ 6.312.8 6.4+3.0
(m) (&)
0 0
-1
15
-3.8
3 = 2
® ®
A 5 A
3 =
v 7
3 =
& tt
= = -4 -
.5 -
10— 1
*kk
*% -6
ZAL B =548 TR CUdrh Ik — B 5 BathRE ZE =154 T CGUSPIERE) — 1 5 BRRG:
Mean+SD *# : p<0.01 2fEA&tkE Mean+SD % : p<0.01 2fAt#E
I-PSS HERREKR I T ELE I-PSS ZEREKRRITELLE

PEPRIERR « 4 THE GRRIE, RIS, JREME T, EEPER) oadt2=a7
R - 3 THE (BRHSR, REUAK, KFHIR) OBFHA=7

QOL RO 7 DEILEDHT



V. 1BRICEId 5 EHHA

—® Ry UR
O-0 F7 e R#

Q
0
L
Z
|
7
ﬁ
ft
- ol-1.1
o 17
* %
kkok
2 T T 1 1 1 T
wE 1 2 43 8ilil 123 P BT
PR (L L)

ki

Elbm=x5dH 5 WIS G TR CUIH 1EK) — 3% 5-BIEkF
Mean+SD % :p<{0.01 % :p<{0.001 2EAtHRE (T 7R EDHE)

QOL = = 7 JIEME D HER

BT | BRG] 18 2 i 438 8 i 1238 géﬁﬂ;
A 4.9+0.8 4.3+1.1 4.1+1.2 3.8+1.2 3.4+1.2 3.1+1.4 32+14
(175) (174) 172) (168) (162) (155) (175)
>S5 o 4.7£0.9 44+1.0 4.31t1.1 40*X1.2 3.7+=1.3 3.5t14 3.6x14
) (88) (88) (88) (86) (82) (82) (88)

Mean=SD ( )PITIEHIEL

3) KL MHER 10

R GHRER (52 BREKRE) (2B HHHE

AL IRAEAIE N PE D PRIRBEEBE 23 5c, v r Ry 7|0 dmg % 1 H 2 8] ((IRE KLY &%) |

52 MR NG L=, DR, I-PSS h—x L2 a7 d, #EBAN, #5 48%, 12 #1%. 28 Mk

KON 52 il#% TENEI 18.4%6.3, 13.1+6.3, 10.6£6.0, 9.4+£6.1 X (N8.2+5.7 LHB L, 52 #icbi

0 BRIEIROE B RUGE RN Lz, £72. QOL 227 RO KRR S 52 MIChi- 0 AEICkE

L7,

Flo, va Ry 7% 8mg/HN G dmg/H ~JH&E L, £ O% A& IR0 o T2 iEF] 2 W Ef], &

Hrp—E SR SN2 TERZ I ER & LT, I'PSS h—X L AaT7 OB L LIzE 25,

EHNIIERER LV HARITO0LE D00 T D 52 MIThT W AR RUES RN R LT, ek,

FHIB G L 5 ERMEOEMR A X & BIER BB OF LWHINEGRD b T, B GROZEMIX

BliFThotz,
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I-PSS F—A LR AT AIEEDHTE

(%

26

BRZENUNEY—T 00D —

6 T I T T T T T I T T I T T T
#5498 8 1238 1638 2038 243 2838 3238 3638 4038 4438 48;d 523
T

B
Mean+SD  ( )PUIMEHFIE  *%% :p<0.001 UEARHE (125 B 1HRE & O L)
QOL RO T AIEMEDHF
(R}
6
Q
0
L
3
a
7
bl
E
fili
kkk dkkk
Hokok kK dokok ok ok
2 T T T T T T | T T T T T T T
5 48 8 1238 16 2008 243 288 3238 36i8 4008 443 4878 521
BRI
B M
Mean+SD  ( )PUIEEFIE  ®%% :p<{0.001 1FEARE (355G & O i)
RARREDHTR
(mL/#)
19
18
17 —
16 -
B 15
A
R 14
it
* B (232)
(238) 232
12 '(%r/*‘:*
:EE}_.—‘ ok
1 - (288) gt ok
ek ko k
10 = kkk
9 T T T T T T T T
Y 4 123 20 283 363 443 5238

s
S |
Mean+SD  ( )PRIEFIE %ok :p<L0.001 MRA BRI (5 Mk & O g



V. iBRICEEd 5 HHE

(5)8%E - WAERIFER

R L
(6);A AR
1) ERREHE - HEEARERE (BHHD) - WERTHERRR (TREERRS)
) AR
(=2 1)

LR MEREAT R GER] 4280 FlDOEIWERR B HRIL 11.2% (479/4280 f5l) Th o7, A& THIL LI
wEBIRERIORIWER & 2 ORBIRIT, TR MOAFEESE ] 3.6% (154 i, PR : 5TF5EE 103
PE R O THESTRE 50 1158) . [THIBREE) 3.3% (141, WER: T 111 %) | THREE
2.0% (87 B, WGR : FREMED F U 45 R R OMRAIPED F v 29 115) | TIERER, 2B M OMiERR R |
1.1% (46 B, AR : 5B 44 1F%5) | T - RHEELKOEGIALORE] 0.8% (33 . N : K
78 29 %) | [ ROUREEEE] 0.5% (20 #l. WER @ JREDHE 8 R L UMAIR 7 11%) Th o7,
(B#h)
LM RISYER 2> & . SRUCEETHERRED 304 il &2 BrA: L7z 3976 (5] 2 A MERNT R SIER] & L
oo DR . BRERL L. FIEGIOBIEIE TR W T, AR GBI 0O B RGE 2 152 £ Al 23
AR L, [dE) [Ro0deE) IR%) THE) o 4B cHEShE, TR T k)
LRl SN EBI OIS (LLF, THEZER] ) 13 14.4% (571/3976 ffl) Th o7,
I-PSS h—X 227 : 5 BRAAIRE & RGN (RAIE S 12 1) @ I-PSS b—X L2 a7 (&
CEE) IR R A, LURRER) 13-7.5616.3 Th o7z,
QOL A =7 : IS OPERIREEIC KT 2 BEAH O EEZ /R L, 0~6 JLETO 7 BT S L
7o BHBRMARS & AR HmR (RAIF G- 12 %) © QOL A 27 Z{t&iF-1.9+1.5 Th o7,
ii) #F3E fE A RUE R &
(R£MH)
L MERRBT R SR 3571 Bl ORIVEA R BRI 11.4% (408/3571 ) Th -7z, FH L= TR ERIK
SERIORIWER &2 0RBEL, THEFEE] 3.7% (13161, Wk TH 103 45%5) | [ERR L O
FEIEE] 3.0% (108 i, PR : 5HFERETE 85 #H5) | THRRREETE ] 2.1% (76 . R : HEiED £
WV AL ORI E S F 0 31 45E) L T - R REE RO G ORE] 1.3% (46 61, N : 0
% 33 1) | TIEIRER, MR KR OMERERET) 1.2% (43 . &R : &P 37 %) Th o7,
(B%hE)
LMERNT R GIERI > & . DRCUGE R RRE 195 6], @IsAMER (RiEH22) 1 Flo0E 196 fil 2 Br
72 3375 Bl 2 A EWERRAT S GUEB & LTz,
R . SARUERL, BIEGI OB THAICR W T, R & IS S h -, R
23.5% (793/3375 f5l) Th 7=,
I-PSS h—& /L2 =7 : FHBMGIE & KA O I-PSS h—& L 2 3 728 ki (P £ (R 2=, LA
TR 1375273 Th-o1z,
QOL % =7 : BHtAN & f#&iHIEF D QOL 2 =2 7 28 K #13-1.9+1.6 Th - 7=,
Qmax : & 5-BHIAEE & GG O Qmax 2L EIT 1.9+ 5.4mL/B TH - 7=,
FRIR &« 8 5-BAAIRE & IR A& RTAT R O FR IR B D28 {L #13-29.2£115.0mL Th o7z,
7k, BLEIGES BRI ER L TR, RAeVERENTSUER] 4280 FIlORIEARHRIL 11.2%
(479/4280 ) T -7, AME THBL L ERGBERRSERORIWEN & 2 OFRBIEIT, [HEMAR K
OFLERE ] 3.6% (154 1, PR : FHREFRE 103 1 & W TIESREE 50 1-5%) | THIBRE] 3.3% (141
Bl AR - AT 111 M%) . TRRRCRIETE ) 2.0% (87 fil. AR @ F#EMED £ 45 R R OMRALHE D £



V. BICEEd 5 HHE

V29 EEE) | TREIRER, MOEB R OMRERRRETE) 1.1% (46 B, AR : &PA 44 #5%) | [t - 2gkEE
KOG EALOIRRE ] 0.8% (33 i, WER : Mg 29 #45) | TMEROIRKEREE] 0.5% (20 #, WK :
JREUNA 8 E R OMHIR T1H%) Th o7z,
(Bahs)
LERVERRAT R GIERI ) & . SARICEE TG RRED 304 i 2 R4k LT- 3976 15l 2 AT N HEMRHT T S ER| & L
7o MR . BRRUEE L, FIEGIOBIEFE TRESICE W T, A5 BIAATE O BRI R 2 120 E Afi )
AR L, g [o0w%E (R HEl) o 4B cHESN, TRZE] X TE{k)
LMl SN EF OFIG (LLF, TS ) 1 14.4% (571/3976 f4) Th o7z,
I-PSS h—% 2 a7 : BB & BfERHERE ORI G 12 W1%) © I-PSS h—X L 2 a7 Z{t i
CEB IR 2, UTRER) 13-7.516.3 ThHh o7,
QOL = =7 : G S OPERIREEICKT T 2 BEAF OMEEEZ /R L, 0~6 SE TO 7 EPETHI S
7o #5-BRGARE & BofsREAiRe (ORI G- 12 11%) © QOL 2 27 Z{b&|I-1.9+1.56 Th o7z,

2) RBEHLE L TEEFTENDANRRIILER L I-HBROME

MR L



VI, RS ARBIZ B4 5 H

VI. E3EEICEHY 5IEH

1. EEZMICEEHHLEYMRIILEYE

o 1 JBETEE
(T GEEE., T T URBBE AT, U UL, X AAu U URRRIE. T eV )

2. EEER
(VEREL - EFRKRF
v R ATTHREAB TH DA, REROBE=AEO a1a KBRS 7 2 4 TITRIRAICHE A LT
SETEATRE R DARE W5 2 LIC k0 THEREMESEEHORRELEML, RENED L7286 LT
AISZIRIE RIEIZ f£F 5 HRRIEE 2 1 5,
1) a1a REAKZERM (invitro) 1

2)

Eh arZEERITZAT (aas aB. anZBK) 22N TNFHB S E2~ U Ak LM(tk-) Mg o
BB Z AN T, a1l THL 7T Y U EBED N F U LMEEK CH-7Z Y ) RN
YRELTEBIERZEML, B FaZBERS T2 A AT 2B ERE L, EHICE b a1 R
Y72 A SN2k T HIE (a/aB b aw/abtl) ZRELE, ZOFE, 2 FU0d as
SRR T D a aTEEROBIRIEIL 1625 TH Y . a1 ZAEBITH L TERWEBIRIMEE R LTz,

a1 ZBERY T 24 TITHT HHMERCER M

» Ki (nM) a1 ZRIEY T Z A TR 2
FEHA — — —
o 1A SRR o 1B AR @ 1D ZBIR a1a/ aBtb a1n/a 1Bt
A= N4 0.039 6.5 2.2 162 2.95
B NAT S YRR 0.012 0.12 0.030 9.55 3.80
F7 RV 23 7.8 4.4 0.372 1.78
7T YRR 0.12 0.028 0.078 0.204 0.316
(n=3)

S fE

a) V74 A 72N (/R e/ aisll) FEBERREZOL
T720H 10M M=pKi (c1a®»DWF ap) —pKi (a1B) ) IZXVRHLE,

fig25E R (in vitro) 12

b MATSZER K O EIEEN IR OMFBIEA Z VT, #REERE ThH D/ VT KT U BRI BRI %F

T A5 a BT OIETUER 23 Uiz, BiSLIRICRB T 23 Ry v d 2 v 7 KLU UBRIGEICS 5

HEHUERIZIGHEEEIIRICISIT 220 148 5 TH Y . BINIRICKT 2 mWVERMEN R I T,

figaR R T

E RIS Kb (nM)
oS TS MR
ST W (BRIEBIR) =
va Royv 0.23 34.0 148
AN Qe BAVS =7 5= 0.17 0.44 2.6
(n=4~5)

T E
M /RS BRI




VI R ARBC B D H

QQEMEE T HHEBRIE
1) TERAREBHEE (RUILAR. PRERUVEMR=/A) ([CXTHER (J¥F, Iy k) 1D
UHXROT v b DR LIS REEEEAD 2 VT R LT U U RIGERIGICH T 54 o1 MERTEK O
PUWERZRET LTz, vu RUIE TR RO, JRE., B =A) 20T, /A7 KLU
VBRI A TRINTHHEI L, vr RO TERE (aa ZHEE) BRI, B (e 28K KO
HRENR (e =ZHE) OFNEHKRL TENS T,
JIVT RLF Y UERIRMEICT SEM/ER

pA2 XX pKb f&
HEF a1 AR a 1B K o 10 AR
RAITYZHR @ JRIE @ JEEIE =430 @) Ik ) a5 X Eh R )
va Ry 9.60+0.05¢9 8.71+£0.09 9.35%£0.15°9 7.15+0.05 7.881+0.05
HhAu L RS | 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 7.48+0.06
TI R 7.91£0.02 7.960.04 8.10£0.05 9.34%0.13 9.17£0.06
SR AR R (n=4~5)
a) UY¥X. b)) Fv b, o pKbi#
fisi 2R E IR 1%
TR AR
A AT PRIE B = 4 0
vs [ vs KEIR vs i vs KEIR vs [ vs KE)R
va Rvr 282 52 36 6.8 158 30
X hAT L U ERE 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) FERBEBRIVEIREREZ O, 772005 10M (M=pA2 X% pKb (RiZMR, FRiEH 5 VITE=/AE) —pA2
(Mg do VT KREIIR) ) Ik W BEH LT,

2) RERNEICHT HER (Ty b, 4X) 113
). 7T LY UBRERERNELFRVCMEICHT B4R (v b)
FREE T D SD BT v MIC a1 HIIERTHD 7 2= 17 U v 2 KEEHAR & 0 ¥ 5 L, B2 ARER R E N E

DL JREAZEDIEE) 28R LT, & o il 2 7 == 17 U U HB 50 5 railc RERFFIR & 0 4
5L, 7==V7 U UFERRENE LTI 2 M0 ER 285 Ui, £z Bfl T OB ERZ v T,

% an HERrEE O M E I 2 B A R LT,

ZORER, v R 37 =17 ) UERIRENE A2 HEERFOICHH L, L0 E0WHETOR
MERTERZ R L, £, RENE LRSI 2 MEIER & mEK TIEH & okt (EDis/IDso) 225
TESRBEIUEAZ R L2 2 A, va Ry o FHREGERMEIT 1175 Th - 72,



VI, RS ARBIZ B4 5 H

JIZ L7 UFERRERELRERVOEICHT HER FIRAEES)

[# L2 0> iERE
(%) (%) (%) (%)
100 — — 100 100 — — 100
oo 807 | ee 00807 . ee
# | —90 b I | — 90 b1
# 60 | i ¥ i 60 1 B ¥
al 40 —| [fll P 40 4 Jﬁl
g -g0 B E - g0 'E
20 1 L B 20 L
0 \\IIHI‘ T I|IIIH| T \HIHI‘ T |II|||\| T TTTI 70 0 T \HIHI‘ T \IHHI‘ T IHHI‘ T \IHHI‘ T TTTT 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—=0 RN R B EAIF G072 =L 7V R RE N ER O VEMEEZ100%E 01,
o—e T [ 4 A 5 AT T L E D T A 100% E L7,
Mean=SE n=4~5
TERPRESERE (FRIRANIRE)
)| JRIENE | 5- RSN TR IR B FE R
I1Ds0 (uglkg) @ EDi5 (1 glkg) P (ED15,1Ds0)
va Ry 0.932 10.9 11.7
H WAy RS 0.400 0.895 2.24

g fE
a) IDsofEl : JREEWELFZ 50%MH3 5 A&
b) EDwsfE : FHIMEE 15%E T &2 &

i), TIEAERBFHERENELZRVOLEICHT SR (14 X)

(n=5)

R T ORENE ©— 7V RO T RERRE (RISL RG22 7] 5 22 Rphiet) 2 UM L CTRf %8 L IZRiSL IR IR
EWEL%&Q%E{LE@Z@M%%@% L7 45 anBWERZ Al OFFAk (EMIEER) 205 30 434 C i

Feh L. TIEMRIBIC X 2 RENE EF KOTSRS T 2 84 i LTz,

ZORER, v v iTHﬁ*@%%U{%%%WLWFLﬂ%ﬁHEQETE’J 2 L. 2 ORI R
MO L TR o 7o, E7o, TEREERM (EDws/1IDs) ZHHLIZEZA, v Ry DT

R EOEIRMEIL 2387 5 T o 72,
THEAZRHEFRRENELRRVCMECHT 560 GIRAKZE)

[BLzos iR
(%) (%) (%) (%)
100 — 100 100 — — 100
80— 590 80 j90
o= -8 ®® O 1 —s0 *®
& 60— L R 0 i S
b1 L ¥y L £
A 0 m A 1 70 w0
JE 40 — r H 40+ B HE
E ~ 60 E i — 60
5 5 L
20 - 50 20 — 50
0 Ty 40 0 T 40
0.1 1 10 100 1, 000 0.1 1 10 100 1, 000
(g/kg,i.v.) (2g/kg,i.v.)
58 #H5E

O—0 JRIEWNIE 5, & 271 Pe L ijod T RE s il % 7 RIE N EF- o I {E2100% 207,
o—e LI £ A FEF$ Gl E O A 100%E LT,

Mean*SE n=4~5

“ A RS %3045 W TR KBUGE RUIEA AL,




VI R ARBC B D H

TRRAREHERYE FRIRARE)

s JRIENE | 5- S TR IR B R R
IDso (uglkg) @ ED15 (uglkg) P (ED15,IDs0)
va Ry 1.86 440 237%
A hAa s YRR 0.908 0.837 1.21
FEIE (n=4~5)

a) IDsofll : FREWNE LF-Z 50%4MH9 2 f &
b) EDisfi : FEHMIEE 15%EF S8 5 f i
¥ p<0.05 ¥ LAn Y R G L OO Aspin-Welch @ t BE (M E)

3) FILIRBXETIVICH T 46
SD RIEMT » MZHEARLEY (TAMATEBYKEOTZA T V4 —)V) ZKEEES LT, BINIRIERE
FOVEAERL U7z, FREE TS CHEREPICHRA Lo = = — L K 0 A BB & Fifse7E AN (8.6mL/hr) L, &
PRIEO TG B AR kT 2 B A RF LTz, v R v b LUEE O CHERE) 1 3RRRE R
IQUE 2= 0y
ZOREFR, v r R 03 0.01mglkg YA EOFEIRWNIR G L0 | S RIFO TG BB AR 2 S B D
ZAUTHE L THEICED S ¥,

EEBERROIGERICXT 5/ (BIRNES)

(%)
200 —

150

100

S0 30 5 o o o T

50

pofzichicd 0.001 0.01 0.1 (mg/kg.iv.)

YARY Y

Mean*+S.E. n=8~10
K OAEIL, WL e Ry v 5RES 100 & L7=E (%)
% : p <0.05 Dunnett ®ZELERE (FRKRE, $HRREE L O M)

Q)EFAHKIREFAA - HiaR 1
PRI EAIGHIER OF et (7 > B)
SD RHEMET » MIK a1 BWEZRARE L, &5% 12, 18 KU 24 K IZHEE FIZ T o IR CTH L 7
==L 7V R REREARE 0 S L. BZARSIRENIED EFZRIE L, % o BREROER Rt 2 8g2 L
Too TORER, va R 203 0.1mglkg T3 5% 12 FEE], Img/kg Tk 18 FEfH, 3mg/kg Tl 24 FF £ T
KRB LT 7 ==L 7 U UERIRENIE B2 A BT L,




VI. SRZHERPER B 5 HHE

JxZ L7 UERRERNELFIGEERORERE

(L‘”‘H-;?J)_ A) B0 5% 12850 (cmH_gg_ AREOE5 % 12050
Z 20/ Z 20
2] 2]
E £ i
? 101 ﬁ 10 *
g .
0! 0 7
R 003 01 03 1 3 BB 003 01 03 1 3
20 KL (mglkg, p.o.) 8 LA DL EEE (mgkg, p.o.)
{emH,0) B) {2 O1E 518 B5RI (eml l_;()]) B) 0% 5118 B5fd
30
R & 204 *
Z 20 * Z 20
2] 2]
i i
g 10 * 10
0- 0
*EB&# 003 01 03 1 3 wEBEE 0.03 01 03 1 3
<0 K Y (mgkg, p.o.) 2 LA 0L RS (mg/kg, po.)
{emH,0) C)REOEE#%24 B (emH,0) C)EORE5#24 B
30 30
;
R R
& 20 i 20
n x A
5 10 2 10
0- 0
*f@# 003 01 03 1 3 *ifE#E 0.03 01 03 1 3
<0 K> (mgkg, p.o.) A LAOL U AGEEE (mg/kg, p.o.)

Mean—+SE n=8
#: p<0.05 T WAREL O RIOWilliams 0028 & Helssks T (il &)



VIL_ SEWEhie I c B4 5 H

VII. ZEMEREICEET 51EH

AR UEE- BRI OD S IDSEP) [EEMBIREZH LN SEMABROMRKRAREEREL TLVELY,
AECHETIRHIIERZDA VA E1—T+—LEMNSEIALT-,

1. MAREDHS
Q)RELEAEVGILFRE
MR L
(2) B ML A R B B B
0.9 WF] (fREER A BPE, ZEMERF Y 1 R U8 dmg HLIERR 1 5
QREERABR THRESN-MbhEE
1) BEEOHKSE
TR A B IME (BRE6 ) I v Ry 0.6mg 75 12mg (W 7L) ZHEREOK G Lzt &, mifEfho o
R VREITEGEOBINCHES T EA L, Cmax KON AUCol3#EMHEZ /R L7129, 7 K 2mg X
I dmg (7 7 2V) ZHER O L EomfEbon R UVREHBIIK 1 IR T LB Tholz,
1 BERANBMICERER 2mg Xk 4mg BREBSHOMmMEF SO R VREHRE
6 FIDFE+SD &Y

(ng/mL)
40 ¢
i 30t
,’igk —a— 2 mg —a— 4 mg
4 \
¥ 20 —‘|
z
7z
e 10 L
OA L 1 ¥—t—_:::l::_::7—7—ﬂ
0 4 8 12 24
k¢ ] (hr)

2) EYFHRISEHRER (. hTtL)
fREERR A B EIC > 1 Ry dmg (BEXII A 72 V) Z# Z2JERFICHEIRR O &5 Lz L EofEdh e Koo
[ R OSEMBIIE R T A — 513 1ITRT L0 ThH Y | dmg §ER T dmg 1 7 /M EW I A% Th -

7.
x1 BEBABMHICZEER 4mg(EEXIEH TL) BRI SEHOENEE/ T A —42
Cmax AUCo-48n™ Tmax tie
(ng/mL) (ng * hr/mL) (hr) (hr)
BRITAE:S 27 217 217 217
4mg $T 29.309+13.856 | 122.91%+39.34 0.89+£0.66 5.772+3.417
dmg 1 7BV 28.919+14.685 | 125.447%40.05 1.30+£0.89 5.850*£3.963

%27 il 1 FlOYEERE ISV TiZ AUCo-100 & AUCo-a8nr & L THEFL T2,

(Mean+SD)




- HRYEhREIC B D T H

3) EYFMRIE MR (582, OD &)
v Ky 4mgOD 88 OK7Z2 L XIK TR & v Ry amg §8 GEHERIA] K TR 2 7 0 A4 —/X—
Bk EnEnz 15 (> r R b LT ame) R A BMEICHERRER ARG LT, miEho e Ko
VIREEZRIE L TR LRI ENE XD X — & (AUCo-a8hr, Cmax) (22T, 90% (5 #E X 5 I2 CRegHiE
Wr a7 o 7ot R, 10g(0.8)~10g(1.25) DHIFAN TH v | Wi D EY)FRIFEMED MR STz, M ERE R Z
A—HIFR 2 RO 32, MWFEPREHERIIN 2 KO 3ITRT LB THhoT,
x2 BEERBABMICZERER 4mgoD ff (K74 L THRA) XIF 4mg fit CKTRRA)
HREESRHOEMIE/ NS A —4

- . Cmax AUCo-48nr Tmax tie
AKX p
FAlL () (ng/ml) | (ng - hr/mL) (hr) (h)
4mgOD & (k72 LTHRA) | 31.58+21.57 | 126.73+44.54 1.46+0.88 6.60*+3.64
4mg #E UK THRA) 27.25+ 7.70 | 115.08+33.72 1.18+1.00 6.41+2.66

(n=25, Mean=*SD)
2 BERABMIZZERE 4mgOD §& (K% L TARA) XI& 4mg & OK TARA) EEIE 58O
mighs o R UREHTS
(ng/mL)
45

40 L ‘ —e— 4mgOD§E o 4mghe

35

Y

0 4 8 12 24 18
B 1] Chr) (n=25, *FHfE+SD)

&3 EERAABMICZERE 4mgOD §t OK THRA) X% 4mg & OK THRA) BRI 5RO EMEE/ NS A —4

. Cmax AUCo-48nr Tmax tie
=2 l N,
FAlka (RE) (ng/mL) (ng-hr/mL) (hr) (hr)
4mgOD & K THRA) 24.90+12.02 | 121.31*+52.25 1.04+0.88 7.02+2.54
4mg & OKTHRA) 26.31+13.88 | 123.46+53.39 1.54+1.33 6.02+2.39

(n=27. Mean=*SD)



VIL_ SEWEhie I c B4 5 H

3 BEMABMIZZERE 4mgOoD it (KTHRA) XIE 4mg € OK THRA) BEEIER 5RO
miEps O R UREHR
(ng/mL)
40 -

35 | —— 4mgOD$E —— 4 mght

30
25
20

15

o]

0 s . s —

0 4 8 12 24 48
gt (hr) (n=27, *F¥{ti+SD)

EFEVCmOVESS

4) RERS
EFERABMES Fllzy e Ry v dmg (7 20) 2 1 H 207 HREKEKROKRG L2 QA BELXOTHE
X1 H 1ERE), MR e RO UREITRE 3 HEIDITERIREBIZE L, #IERS O OREEIT 1.1
EThotz (F4) .
K4 BEBRABEICHEITEBE Img HEFOEYERE/S A —4

Cmax AUCo- Tmax tie
(ng/mL) (ng-hr/mL) (hr) (hr)
Hi[A] 26.8+9.2 143.9+57.1 2.2+0.5 6.9+3.1
FEi-) 28.7+17.6 134.3+39.0 2.0+0.0 10.4+4.6
(Mean=SD)
A GRED /N7 2 —21%, 6 HE L TOEAERVIREEZZELGIWC 7T HEOREHE )N OHEIERE
w LT,
(AHEE
Y ERR L

OB -tREOEE
1) ﬁ$ 27)

[VI.1.(3)ERARHER CHER SN =M APIRE | |

2) BURTEES

vu Ry robe MUEY R 71253 DFEE R (in vitro RBR) 11X, 95.6% (100ng/mL #RINKE) TH VY . =

L7 8 B4R OEZZSH

IAREE X VR TE arRIENESY X7 Tho T2,

3) EWARE (R
WO — 5

FhaFy—IL@EOHF - BERkHEST) GiHE

B GMEAN) 1627 b2 —/1200mg % 1 H 1014 HERAOKRE L. 2HHIZY 2 Ry > 4mg(h
TEV) ZEEREOEE LIZGA. PO 1 R 0o Cmax KON AUCelE, 1 K3 o BB 5T
EARTEREN 3.7 K29 512 L7, [10.2 ]



VIL_EYyEhielc B4 5 HH

CadxT U
EFERMEGME ) 16 Flicy e Ry v dmg (W7 &)1 H 2 EPIFT 0 0.25mgl H 1% 8 HREHH
BOBELIESEA, v R i3y ax s v ORWBEEIC B LW 2 L3R ST,

2. EMRER/INT A—5

(LfERAE
Jvay o= KA NET VTN LT,

()R ULEE E 8
MR L

BNAFTRASEY T4 1
R A B (20~285%) 116112, v R Uik 2mg &) % 4 FFEEIRNGTREKZ S L r R v
BTN dmg FHERE ARG L2 &0 RO AUCh» BRI LI AL AT XA Z 87 0 (FH
i £ (R %) 13 82.2£11.3% CThH -7,

(A HREETEH™
EFER AN B (20~287%) (2, ¥v R 2 4mg§E, 4mg I 7B a2 0#& G Lz & & oML RETEKIIZ
NEI 0.15 L *0.16/hr ThH o7z,
) ve Ry GERCT 7'V OF —#

G IUT7IURA
TR A B (20~285%) 1162, v Rk 2mg &) % 4 FFFEIRNATRKR G L TR 722y
707 T A (CFHEEEHERZE) 13 167.0133.8mL/min Th -7,

6) DB
BEEERR A B ME (20~287%) 11 60lC, v R Uik (2mg &) % 4 RFRIFIRAATR &G L TR 01m
AR CPEIE RS 13 49.5+117.3L Th o7z,

(7mEIEFEBFESE (invitro) 19
b PSSR D Z o A ERIT 95.6% (100ng/mL RANEE © [RAMBIREE) Thotz, 7B, ERME#
YRIE arBERES N Th o T,

3. B&EMH (REaL—3y) @

(LR AE
JrayN— kA2 NET VTN LT,

QT A= EHER
AT ARAE RAEIZ 3 S HERBEEEE TOENBREY
RISZARAE RIE NS A O HEIRBE B 2 55 & LI R 53BRIC I6 1T 5 BRERAY 70 RESE S B e AR AT (258 f1)
DFER, EFIRER O G 2 REHI# KON 12 FEf#% OHEEME T o r R U RE CEYEESD) X2
24.8+8.0ng/mL % " 7.4+ 3.3ng/mL T&H - 7=,
Mg m B AR T DEBMERICOWTHRE LIZRER, v n Koo V7T o AMEE, Fifl,
CRP. ALT(GPT) KOMILIE 7 LT F =12 Lo T, MARIIAE, 4. CRP XOALT(GPD) 2k~ T
WEREZ T L LRI, ZNHEERNTOSH, ALT(GPT 2OV T, v Ry oMiEhiREIC
T DEBNRRKENT EBRHEE S, ALT(GPT) ® E5H (23-83IU/M)IZL Y v r Ky v D7 VT TV AR

DA BRILF VTR 47% KO 27% K T3 5 Al RetE S RIB2 S 7=,
E) va Ry (h7en) o5 —4



VIL_ SEWEhie I c B4 5 H

Y )

(1) BRUREBLL

MR L

<sEZ: 8% (Svbh) >

UC-vm K (1mgkg) %7 v FOMHLESTIMONL—TNIZEE L, &5 4 FEZICELV—TNICEAET
LIHREAMIE Lz, B, + 4685, ZE R OEBL—712F 02 91.0%, 16.8%. 31.1% K& 24.5% D
ERENETE L TRBY, v u RUUAVMEEEN SRS, 05 0RIUIENEEZ b,

(2) Bl

AR L

<BEZ: @Y (Tvhk) >

KEPEZ > M2 UC-v v Ry (Imgkg) A/ N5 LK OFIRNE S LTz & & O mAEH B RERE D AUCo-«
LR LZWRINERIL 28% Th - 72,

(3) FARFHRER

MEE R L

<zF 8% (Svhk) >

T v MZ UC-vr Fv v (Imgkg) ##RAKEGLTHONTENTZ, JIICBEE I =2—L % L727 v hO+
TERBNICERE L, EBEEED 15.9% KN 11.8% M E N Z AU R OURFIZHEM Sz 2 L. BT
BRIC X 2 FRNR TR &R PR ORI TH D 27.7% L B 2 iz,

]
(1)1 % — A BA P @ @ 14
R EE R L
<BEZ . 3% (Svhk) >
uC-vu Ky (Imgkg) %7 > MIHERROHEL Lz & & ORM, /NN OFF8 i e B 1 i e e
FEX DRSS, PR R ~OBITHEIXRVN EE 2 bz,
(2)1fi% — R BREAFT @B 1t
MR L
QRET~DBITH
MR L
(DBEBRA~ DT
AR L
(B)Z Dt DI~ DFITHE
R EE R L
<BFZ: 8% (Sv k) >
UC-vr R v Imglkg MM T v MCHEERO& L L2 & 2O, Kligas - kT OB EREIIREDO & B
D ThHhoi,



VIL_HEAdEhielZ B4 2 H H

uc-vo o UERROKR SRS - P RstaRE

RETREEE (ng eq.. g or mL)

figizs - HEH
0.5h 4hr 24hr 72hr 168hr
1. i 26.4+16.6 45.9+5.2 5.5+1.8 2.3+0.1 N.D.
il i3 17.7+11.4 33.1+4.5 3.5+0.8 2.5+0.4 N.D.
K i 4.3+2.5 10.5+1.3 N.D. N.D. N.D.
/N i 4.2+2.2 10.0+1.5 0.9+0.3 0.7£0.3 N.D.
F HE 3.2+1.3 8.2+1.7 N.D. N.D. N.D.
R 33.0+18.0 288.4+111.7 33.7+36.7 N.D. N.D.
iR Bk 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 3.7t1.5
S /NI 32.9+14.4 112.6+21.9 N.D. N.D. N.D.
e w 9.9+6.4 43.3+2.5 N.D. N.D. N.D.
L I N 38.2+18.2 133.8429.7 7.4+1.8 2.9+0.6 2.3+0.6
g i 9.6+5.6 29.6+5.3 3.8+£0.9 2.8+0.5 2.1+0.6
i i | 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
& fig | 193.7+128.0 463.4+37.3 14.3+5.8 7.1+0.1 6.210.8
&l R 43.7+26.9 151.6+39.2 6.4+2.3 N.D. N.D.
i fik 37.8£23.5 113.3+13.7 9.8+74 3.4+0.5 4.1%0.5
¥ ik 55.2+33.0 332.7+140.8 5.3+1.0 2.9+0.5 2.7+0.3
HoE R 6.8+5.0 24.9+9.7 1.8+0.3 1.6+0.5 1.4+0.2
8 g W 27.9£16.5 175.0+:84.8 6.6+1.1 4.4%+0.6 49+1.3
L= < ] 12.2+7.7 44.5+10.1 1.8+0.3 1.1£0.3 1.8+0.4
Bz J& 11.2+6.4 37.1+7.8 5.4+0.2 3.0+0.3 3.6+0.6
' i 21.6+14.1 83.5+18.3 9.1+2.8 4.2+0.6 N.D.
) Ik | 112.2+67.8 42.3+3.6 N.D. 3.3+1.4 3.9+0.7
RN AN ] 44.8+21.5 132.6+40.7 49+1.4 2.5+0.7 2.1+0.7
i B 2.9+1.8 11.9+3.3 4.7+0.4 3.1+0.5 3.7t0.4
KB B R 7.0£4.6 24.2+5.9 6.2+1.1 2.3+0.4 1.9+0.4
AT S MR | 27.1%£20.4 49.6+12.9 5.0+ 1.5 2.5+0.5 1.4+0.2
WK E 10.0+6.4 32.7+12.4 7.3+0.3 3.6+0.2 2.6+0.8
a2 Bt | 143.6£49.6 357.3+34.6 7.5+3.4 N.D. N.D.
= 2326.11601.8 | 278.0£94.0 6.4+1.2 4.3+0.2 2.9+0.3
7N % | 6427.9+3310.2 | 4971.9+4051.5 24.3+8.1 4.8+1.2 2.0+0.7
PN 15 32.6+11.3 322.7+160.9 43.0+7.9 3.6+0.8 2.3+0.2




VIL_ SEWEhie I c B4 5 H

6. £
(DA HERLL R R BHREE 19
u R OERRBBMIITH THY . F& LTTLa—AlKkEREELOT VT b Fiik#ERESE, UDP-
TN a CEREERBEESR O CYP3A4 IZ L0 (R s, & MUSEF o HmIT 7 v 7 v VBB AR
(KMD-3213-G) MK UMb (KMD-3293) Th -7,
20 R U OHEERBHRR

. o
N0~ -COH 0’\/N ) Xy “NHz
@[O/\CFa FaC O H CHs ' /)\NH
KMD-3310 wm Ad CYPSV KMD-3289
A)P—GT ADH/AL%
o
H
Py Ny ONHe X o
FsC._O ° H CHa L ” CYP3A4 » o/\/n NHz
. C;z\HO/l FC O H CHa NN~ COH
KMD-3213-G  Kdu 1)1
HOF=F'H v KMD-3293
o
H
o ™M NHe
FaC . _ O H CHa 2 N/\/\OH
KMD-3241
(UDP-GT) (ADH/ALDH)
) H i - Q
N AN N | N lLNHz @O/\/“ NHe
FsC O H CHs (:/‘NC;/] FeC O H CHs _N/\/co,H
H}l—00
KMD-3241-G  Kon i KMD-3295
H OH

KMD-3213-G : KMD-32132" Vo fgfadk

KMD-3241-G : KMD-32417 o/ f@iat ik

UDP-GT : UDP-Z' L ou i BiR (4 FFEUGT2B7)
ADH,/ALDH : 7V a—)UBiKREER K U7 LT ek REER
KMD-324156 DR SHEE I3 HE

Q)R H 5T 5ER(CYPAS0 H)DHFiE 19

vu R ATEE LTI A a— U BKREREKL T VT b RiiK#ERE#E (ADH/ALDH) . UDP-Z L7 o

eliifelesE (55FFE UGT2B7) . F F 27 m—24 P450 3A4 (CYP3A4) (X v s b,

RYEBEMNROEERUVZTDEE

va Rvroey (k) 7077 AF, b NOFMEEDOR 20%f2ETH Y, FFRcBIT27 X4 7
U7 413K 80% EHEE ST, "AFTT ATV T 115822% Tholz, ZOFKELT, ¥m Ry
DORFNTIL CYP3A4 O P-FEX L R B OB MRBE 2 LD Z &b, HEE TOYIRIER RO R 5K
TWnEBE LN,



VIL_EYyEhielc B4 5 HH

GRBVDOBEDERERULLE
RZMER R L
<% NHEAT—E2>DV
B ME (19~387%) 64ic, 1UC-v 1 Ko v 8mg FHEIRRO#KE L7z & & MAEH Ok HE AUCo-120r
T hiMsEF o Ko, var RyroZ s a  fgiaik (KMD-3213-G) & O{bH
(KMD-3293) @ AUCo-12nr IZ, F4LE4L 24.0, 21.9 K 34.9% Th o7z, ZOMONREHMOEI AL, WT
b B% LT TH -7,
Lin vitro]
ERal ZBFEREY T X AT (aia, aB. adZER) 22NN ST~ 7 AHKO LMEk-)HiE o
Py 2 W T, SH-7 7Y v o ) B RE Lic@EfEREER L, v R OREHmoOE b a:
ZRIREY T 2 A I T DR ZFME L, B (e /et O awmn/ambt) ZEEL7-, TOREE,
vu Ry rorZnr e @giagik (KMD-3213-G) K UYKMD-3293 & & BIFPEIFME<S . 2 itidzhn i
v Ry o 1/8 T 1/42 LR LK)~ 72,

a1 REERY T2 4 TITxT 2R EMOBENE

S| pKi fi2 Be %Tgﬁigﬁﬁ b)
A ZEE | aXEK | o ZEE 1A @ 1B @ 1D a1/ 1Bt | a1a/a it
KMD-3213-G9 | 9.50%£0.03 | 6.5320.10 | 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%0.05|8.560.01|9.160.08 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

pKifl : mean®=SE, n=3 N.D.: HEH&T

a) ZAHIEKMD-3218 (¥m Ry v) &1 &Lk EDfarT,
Bkl 10M (M=pKi (#Ba#) —pKi (KMD-3213) ) Ik &L L7,

b) BT XA TR (a1a/a RO e/ awbl) IFREBREZON, 777205 10M (M=pKi («1a) —pKi (a1
HBHVT a) ) ITLVEH LR,

¢ KMD-3213 /2 o EEia ik Na &8 H

d) KMD-3241 ¥ = Vgl

<£EZ @ (Sv k) >
7 v MTBWTIIEF 2 SR R~OBATIE (RIS E & g RRE D) 2Rl A, v
0 R ORI REATIEE 1 & LEESE0 77 v U iglb s (KMD-3213-G) OBATIEIEK 1/10 (4 FFfE
FHGEIEARL) Thotz, b MBI 2 EERHEY O o a RIS 2 BUFME L ORISLIRE A THE NS, 70
7 a AR (KMD-3213-G) K OMEMAHY (KMD-3293) X v Ky > OBEERBHIC LIETHE
BEWEZZ BT,

G)EHERBMDRERI /T A—42
Y ERR L
<sE>
R AN B (20~287%) 1162, 1 Ry v 7R/l dmg 2 BHBICHEIRAKG L2 A, v Ry
VRO ERRB OB ENRE T A — X IFIKEDO LB Tholz,



VIL_ SEWEhie I c B4 5 H

ELRBMOENBRE/NS A —4

(B, HEEKRE)

Cmax AUCo-192 Tmax tie
(ng/mL) (ng-hr/mL) (hr) (hr)
A= N 23.010.8 128.8+ 65.7 2.1+0.7 6.0+4.8
s a oA (KMD-3213-G) 21.6*+ 6.7 450.2+216.3 5.6+1.9 13.0+4.7
E bACHY) (KMD-3293) 17.1+ 5.9 185.6*= 96.4 3.7t1.6 7.614.0
(mean=*SD)

7. B
(L)HEMERRL R UHR BR™
b N TIHRF R OFER PS5,
W) e Ky (B7BL) OF—4,
()8t = 15

s B (656~T5i%) 12 Bl OFEmEm#E B (21~315%) 9 Bl 1 Ry b 7 /rdmgifl 8305y
BAIZHEE OGS Uiz & & OF 5% 48 £ COR T REHEIR X &IE . EEIE TEN TR R
2.3K2.4%. > u R v N7 a e (KMD-3213-G) 231.65% 181.8%. b3 (KMD-3293)

234.5} 4.9% Th > 7=,
<BFZ HNBEAT—E2>

fEFES M (19~385%) 66Ic14C-v 1 Ry o 8mga BRI O#%E L7- & &, HE% 24005/ F CTITI& 5
BED33.5% MR FNT, 54.9% B ZHa S 7=,

(3) sttt E
HAERE L
8. FTUARKR—E—IZEHT B1EHR 1©
vu RV PHEEREORE TH S,

0. BH%IC L HREE
MDA L

0B ENEREHITHEE
16.6.1 BHsREfEE EE ©

BSHEIRTE (VL7 F=o 2 U7 52 27~49mL/min) 6 Bl OB ERHE (v T7F=2 20T 5
VA 125~176mL/min) 7#licy 1 R > dmg (B 7 &) ZHEREOKEGE Lz L &, BHEEETE T

BHRBEIE R AT AT, v Py oM hiegEmiRE o LR % 57z (Cmax3.1 %, AUCe--3.2 %)
Z OMIEFRIEDIRE O ERITMIER o -BBERE X 2N L DX ORI FERIC K D ATREMER B U | I
AP E & MIE T o 1 FRIENE 2 2 7 JRE ORI ITE WHBENGED bz, 22k, vu R O RUE

o
@
A

|

ERZBICERME LG T2 L EA N2 MIETIER G v n Ry o RED LR ITREMRRE LD /hE o7

(Cmax1.5 5, AUC0--2.0 f%) ,

295, | Tho,

(9.2, 9.8 Z/]
X AFIOFEGE I TWDH L - I&IE M1 E 4mg % 1 H 2 BRI BBICRAK ST 5,

k. JERITIG U ClEE R



VIL_EYyEhielc B4 5 HH

BHEERTERVERELES(CEER 4mg BRERSBEOEYHE/ S A —4
Cmax AUCo- Tmax tie
(ng/mL) (ng-hr/mL) (hr) (hr)
79.22+44.19 305.76+115.38 0.67+0.26 7.55+1.50
Fr e =
FRRRE(T T8 (1.48+1.30) (6.34+3.43) (0.83+£0.26) (8.71£3.94)
i 91.51+ 8.52 94.75+ 41.28 0.86+0.56 3.94+1.57
B o4 Sk A
PR IR 8 (0.71+0.13) (2.96+1.09) (0.860.56) (4.39+1.34)
O WO METIEE A Ry (Mean=+S.D.)

16.6.25 ki ©
il B (65~T755%) 12623 m R dmg (7 &/LV) ZRBRBICHREROKRE L2 &, FEmim Ttk
(21~31 %) 9 Bl & OIWBREIZH S22 @I A BN T, £, 5% 48 Rl £ TR R Rk
MRITmE A, EEmBETEREN Y e RUUN 2.3 KTN2.4%, v u Ry D7 vs o s ikn
1.6 XN 1.8%, BRAALAEHD 4.5 L (N 4.9% Th -7,
SHBERVIESHRBEICE TH5E%E 4mg HRBREROENHE/ NS A —4

Cmax AUCo-« Tmax tie
(ng/mL) (ng-hr/mL) (hr) (hr)
e fhim 5 1 21.8+11.6 142.4+54.7 2.5+1.4 10.5+4.0
Fe e i 5 M 205+ 6.5 121.5+38.1 2.3+0.5 8.7+3.1
(Mean+S.D.)

11.Z 0t



VI Zz4ett (B o) (CB95EA

VIIl. €% (ERLOEESE) T3 5ER

ERNREFNDER
ESN TN

B

ok

ERRNE LT DEH
T (ROBECEFERELGNIE)
ARFN DB 535 U BUE DBEERE D & % B3
fRER . —RARBSIHLE L TRIE LT,
D& BRBETITRBUENBRT 2 /RN B 2 DN DT AFIORSIT K 2 EoE O BEFE 231 B
LB, AR ORG28ET 5 2 L,

*%
S

. DEERIIRICEEET 5FE LT DER
(V2 HBEEXRIEIHRICEET 5FE ] OHEASH

. BERUA=ZICEET 5FE L TDEH
FRE I TV

 BEGERMIER L TDOEA

8. EELEAXNIE

8.1 AANIRIEAORBRN/E L, HENLRIERE L CHBRESEEEICRO LN TN LD, AAID
DT> TE, BAID Y 27 Z+o5cikato B BE IO L UIRWER OB Z +531247- 72 BT
22L&, [11.2 M)

8.2 ENIMHERMENH LMD Z ENH LD T, MIEHICL D MEELICERTHZ L, [9.1.1 ]

83 HEWRENDHOLDLNDZENHLOT, MmfEE. BEEOEILR EfER 2t 1FEICIEET 256
WIXEESEL 2 L,

8.4 ARAKILLG-BHIAR IC M LRI 5 OAIIZ OV THIB 21TV, BIEAINE G SN TV D56 I2iT i EZE kI
EEL, MEEFRHR B E T, WESEPIET 27 Sl @ 2175 2 &, [10.2 2]

fiZER -

8.1 AANIAMNLARALAIEIZPE S PEIR I A A 3 5 B3 T B AR O B fe 7o B R 0358 B ALTZ A3 RRE 72 &l
VEF & LTRSS U TSRS SR ISR Do o ik E Lz,
AISEARAE RIE (C BE O HERBEEBE 25 RIC, v u Ry v 7R/l dmg, 3778 R%4 1 B 2 [A] 12 #ARK
& A#h L7 B IR O BIEMREBR (BRRMAERT 2 5) 13vm v 69.7% (122/175 ) |
77 &K 36.0% (32/89 fil) Thr o7z, ZD 5 b JHKEIEE (FATHERES) ORBIRIT I v R 8 22.3%
(39/175 fil) Tho7eh, T ERHETITRRO bRrole, £z, HREEOFEERIFBEIL 65 Wk
iifi 33.3% (26/78 #) . 65 Ll 13.4% (13/97 fl) THY . 65 WAMOEZEIZZIBD LN,
B, ARFNC KD FERFIIRE B TH Y PiEA%E (ED) 7 LITth, MHEAE~ORBEIZD 72
WEEBZ LD, L L, BEOERORDIC L > TZITHY FIZER2 0 | FHCERIEE o BF BN T
IRIEE 2D AT B D 2 &6 | AHIFE G- ANCHHEEF IS OWTEEICHSITHAEZITV, U R 7 L
X274y FEBEL, FREELHRCELIBEFRETHIL,



VI Z2ett (EH EoEEsE) (B3 5HE
AHNC L DHEREEIL. a1 (FRIZ aa) EEIERICES < TEREEECEIET OFRIZ L 0 | FHERFOR;
ESHES (WIRIE 1) OFSEARENAE U, FRBEENICHE L C L E 2 TR ES 2 W03, a1 ZHFIE (5
I e aZHR) ITRBECHEEICODERFICOMLTNDZEG, ZTOEBIZLY | HE - BENLEOERT,
A OPHINAE U, BERIE SRR AH T Z 2 WK HEETH D /[N EZE X b D,
8.2 a1 MWHIZILEBEOIEEFEHTH D,
— RN 1 BEWTEREE G, N RR SRR I O UHE DS o1 BERIHEAIC L W REFE SN D72, R
MERSH LD Z LR D,
8.3 a1 MEWEKIZBEOFEFHTH D,
—RANNT 1 RS BRI, ENZRFIC I T 2 RIE A OUGHEDS a1 EWHERIZ X VB S NL D720,
FWRENRHLDLNDZ ENRH D, FATEE, BEHEOEIRR EfER A O (EXICEE T 2558 II3EEN
VETH D,
8.4 a1 HWWEED S B TEIMEE] 1T 2REUTNRE b 7o R WEANCILEDEEFH TH S5, ([VIL7.(2)
HREE LT DER) OB
6. FENERZEITHEEBICEHT HEE

(VEHE - BEEFOHLHEE

9.1

9.

BHE - BEREDHIEE
1.1 EBIHEMEOHZEE
SERAELT A BFNNH D, [8.2 5]

RS o ARMOERHERC L 0 BTSRRI OIS LE S Dm0, T ok ) aBE Tk, itk
IR EFER NSRS 5 2 ENEZX LD,

Q) EHEEETEE

9.2 BRREEEESE
BEOREZBE LN OMEHE (10 2mg) N"oREEZHHBTHIRELBETLHZ L, Pr D
MAEFREN ER4 5, [16.6.1 ZH]

fRER . AAITEBBEIKTE (Cer: 27~49mL/min) K OEKEEERE (Cer : 1256~176mL/min) % X517

S R IEBRER BV T, BRI TEomEF > r R @ Cmax KT AUCo-of L BHERE EH & O
TNEN 31, 3.2MG&2 "L, GEIL TV2HEROHE] | VILEDTRBICET2HA ] 38)
7E. KGR E COHPRREERE A5 & LEBRRBRICB D TR TS (FL—F 1 RO v
— R 2%2 x4 D IR SRR 24T S o i R, PEE (F/ L — R 2) FTOBEEBERTEICB W CEHIIER
LY A7 O LR, BARWICHEE 2 2 BWERITRD bivien-7z,  GEMIT TVIL8.BIMER) &)
Ll BHEEREEDH 2 BETOERRRIIDZ2NE OO, MAEFEMIREN LA T5Z LRI N
TWDHZ e, ARIZRETHABRIMEHENOHGT 2 LEEICRG T ENLETHD,
#%1: OBUN : EMEZ B2 25mg/dL K, @7 L7 F = : FL#EEE B % 2mg/dL K, @RER : +, OV
PaWilY el Vi n=(f]]

#2: OBUN: 25mg/dL U E, @7 L7 F=> : 2mg/dL UL E. @RER : 2+LLE. OWF N E il 72 9 IES

I 22 36 05 455 00 BIVE ] 0D B B AR R YE L2 ST (1992 4E 6 H 29 HEEZEE 80 &) |



VI Zz4ett (B o) (CB95EA

QIFREEEEE

9.3 THpEEEERE

BEOREBZBE LA GEMNE (118 2mg) oRGEZRBTLIREZEET LI L, Yr Ry rD
MBEFREN LR T DBTNNH 5, [16.1.5 ZH]

fRER - AAIO RIS HBRIC BT 5 BRI Y EART ©. IFREEDTIE TH 5 ALT (GPT) O EFICLY,

70T T AROGAEEME T 2w REMED R Sz, GEIIZ TV.2EROM & | TVILEY
WRBICET A ] OEHAZMR) ks, AR E TOPREEEE Z R L LR OTHERE T
F (L= F1 D) Sk 2 8 REMT 217 o TR BER O BIRIT TiFsse EE# ) & TiF
EREIR T ) TIZIERERCTH Y, TIFHEEEIK T ) IO TERIICRE L 725 &9 Z2BWEMIZRED 5
nignotz,  GEMIEZ VIL8.EWEN) DmHAEZI)

LU, AAIDBIFREERCTH L Z &b, IFRERE RS T, mIEPRENS LA 5 Tetd d
V. AR 5T HEITEAENORGT 2 EHEICKREGT 22 EBLETH D,

#1: OREYLEY  1.6mg/dL Lk, @AST (GOT) . ALT (GPT) : 501U B EXIFHEAEfE < 1.25 BLE,
@y -GTP : AEHEE X 1.5 LIk, OWT &7 9G]
[ 36 % O RIE] O B EE Ay MEIC DUV T (1992 456 29 HIEZH80 &) |

(NEREREEHT 5
BE S LTV e
(5) 1%
BE STV e

(6)1%FL4R

BREINTWN

(M/MNRZE

BREINTWN
(B)E i E

9.8 B E

FFRSBE ST REBENVE T L CW A EITEAHE (18] 2mg) oG 2BET L7, BEORREE+
FTBE LN OHRET L2 L, BnE Tl —RICAEFEERENMET LTS, [16.1.5, 16.6.1 ]

fRER

<l L IR E BT B Y ENEE~ D B>

il A (65~75 %) LIEmmHENME (21~31 %) &bl L7 RRREEHEEBR T m R v 7)1 4mg
HEIEGREOIEYENRE N T A —F 2 Lo L ZA, tieNETIE L7 b D00 GEElmSME 8.7 ke,
mlin B YE 10.5 FE[#]) | AUCo-w. Cmax O CLtot/F (GEmilin# 35.7+£10.2L/hr, =¥ 31.4+10.8L/hr)
CHBZEITGRO bR h-oTz,  GEE (VI EYEIREICRET B OHEEER)

<EpE & IR T 2 RIE S BUBE EE >

[E N ORISR RAE (20 5 PEIRBEE B 265 & U7z o5 o BRI BRIC 33 1) 2 BIVEF 5 BRI J OV
IR R AB BRI 2 TElnd (65 mll L) | & [FEmElmE (65 miAkdi) | THELZRR. &
B CHBUBHE I EIIRD bR o T,




et W EoiEES) ISR 2HA

=inE EFEMEICS T IREFARRINT D LE

i
65 7% ATii 65 A b
n=297%1 n=289*2 n=576%1 n=564%*2
FE BB B (%) FE BB FHHE (%)
alE A CBR PR JE $R) 153 51.5 238 41.3
RIEM (BRR B A E) 60 20.8 125 22.2
X1 EWEM (BRIRAEIR) FRAT T RAE B
X2 BIVER (BRPRIRE(E) MRHT I SUE ISk
. MEER
10.¥8E1ER
vu Ry uEFEE LTF h 7 v—24 P450 3A4 (CYP3A4) (2L v tans, [16.4 2]
LBRES L TDER
BRE I TV
QFtREE L TDER
10.2 FAEE (BHRICEET S &)
A4 FRARIER - HEETT1E BT - SR
e [8.4 ] FNZPEIRIME 2 B B oD 2 & | B EAIARH B o B3 13 2 RF o 1.
WHHDOT, WETLHREEE | ERHNPET LTSGR S
T5HZ L, Do
RARY AT T —8 5 WEMEMZ | FRIC L VIERMERLEYR & 5 | AHIL o BEIEHZET 5720,
G % FEA bild L OWRENRD D, OEARIZ L0 2 b o & EEE A
VT F T 4V = R WZ R DEEFERZERT 5620
PIVT I T 4 VIR KT S Wb,
T — VR PTEE A M CYP3A4 #[ET 57 | 7V — /LR EEAIT CYP3A4
A LZ7ary—n%E16.7128] | haFy—nu RO BRR | ZHETL2ZL0nb, Zhbo3

F5e) LOPFRICE Y v m Ry Al O RICIZ, v r Ry oo
COIMBERRED ERANRO L | MFETREN LA T BENRH
TW5D, ol
TV RTEE A & OO
kv, o oo omEdhEE
NDEATIHIBENNHDHDT,
WETAlEETHI &,

fiRER -

B RAKRYT 2T 55— 5 HEEMEZ AT SR

AFNL o WWHERZ AT H720, PFRICLY, AT FT7 4o VT = UBRE. NVT 7 4 VERRSE KR 7e &
RARY AT T —8 5 HWEMENEZ AT HEAO MEIRERICLDEEFERZERT2B8EZ001H5Z & &
DEETE LTz, PERIC X VIEEHERINER S Hbhvd & ORENRH 5,

¥, AMETORKHEBRICENT, v a Ry VT F T 40 HDHWEF X T 7 4L & OHEIFERH G2 X
2 ME~D B A MR LT fER T, 65 mlA BB W T, OFARHCITIEIME2S 5~15mmHg, JE8REM i+




VI Zz4ett (B o) (CB95EA

23 0~10mmHg O T T L7y, ISP ERMmE,  F WEOGERBEIILRD LTV,

B 7Y — L REIEEA

Fedkdn A — B — N FENE LT AMECOmES M (16 ) Zxt%gl Lizvm Ryl hatby—n (o#h)
PEFHRBRICBNT, 7 ba Y — Ao m R o ® Cmax LN AUColE 1 Ry v B LI ~Zh
Z TR 29 EEMEE R LIz, 7 haF Y — L ORAOFNIARKRIEIETH H0, RHEFEHETHY, 0
CYP3A4 fHEEHEZG T 27 YV — NV REEA EOAD) EAFOHRHITEETA2RERSH L EEZE2 LN, GE
AT TV RMEREICEET HIEB ) DHAZSHR)

. BIfEH

(DEIEFRDOIME

11.814ER
RORWERBRS LN Z ENHDHOT, BEZ HITATV, BEDPRO ONIZHAIITEHG 2RI 5
7o CWYRILEZFTO T L

QEXLEIER & MHER

11.E4EA
11.1 EXGEIER
14.1.1 & - BEEE GEEAY) - MEERTICHED —BEOERERENH DL LBH D,
14.1.2 FFHEEEREE (HUEAH]) | B|E (WEAP) : AST 5. ALT ERSEZ(E S IFHRERE ., SHEN
bbb Z Enbb,

fRER R RIEA
e OERNOBARRBRIZI T, \EEZR [ - Bk KO [IF#RREE, 58] 3o bhk
Moo, HETHEINTNDZ LD, RAITCORBAZRRICH <2, TEEZREIER GEK) )
L LTHEEMEZ X > T\, Wl ICARA & OBRE N SO D HER TRM - EilkiEk) KO NI
RERE, BJA) RO ONIZZ LD, KENCRD TERZEEM) OEE L THEEREZTT> T D,



VI Z24fe (FEH EorE%) (4 5HEE
Q)ZF DD EIER
11.814E B
11.2 ZO D EI1ER
5%LL 1~5% A 1% A3 HAFEASEH
woR . |FEREE A URT VA,
EOFE AR | GEITPESRDRE )| FR AL
(17.2%) ™
W ok | 0B B AR, TR, g, BRAR, | D%
I, BROE, AL B, M. PEEREAE
B, EEEERFK, THE
. HiEE., HE, #E
MEMEE R, W, B
7=, + T HREEE.
HUEEENN, HEERIEIE 0,
AL, LA
i i e % R DEWN, LB FEID, ERAR—LT 5| LU
A, S Dol EU, IR MEAREGE, 88
=, 9 K
M % e S, S | St %
75 BR AR LD EAED, B, SR,
REER, b= IHE
ST MLE, MR T,
1fiLE E5F-
B om E . B, . M| DREE. SIER, WHEERE,
5. ) FERK PR ENR . AR BG R E
54 RO, BHOnpA, |7 i B E K T iE & B
FE L (IF1IS) . T #AH
Jits ik AST k5 ALT
E&H. y-GTP
ER B UL
vy E5 AP
5. LDH
=
&) ik BUN k&, 7L 7F =
L5
i iq FMEREOR D | A ERERIE % /MR
IRIMEREL D |
JIIREDE 50157 N
~v k7 Uy
M E
Z o f|hYZVEY RN EEK, CRP|EHOIZTY, HIG, &Ik, | /IE LMLz
-5 EH. o v x| e, R, RO,
Tua—)L k| BT IFTY, KRORE.
RBE LS RIE| MG LV v AME LR &
w5 EEIK T, BISLIREE R ST
., RigER. RE
H_EH
H) [8.1 ]




VI Zz4ett (B o) (CB95EA

(HEBHEMERRBEER VBRRREBERE K
IH B RIBIE AR IRIERE

TR BLEIR T % A
B VERREAT R SE 115 873 7851
BIVE PR 45 0D 38 BURE 11 5% 391 887
BIEHR ORI 787 1101
RIER SO TR B (%) 44.8 11.3
BIVE O FKBGIE CGEBUEE)
MedDRA/J (Ver.16.1) WA CE il BUER Tt TR
SOC PT ROl ARE Bk (BEEE) Bk (BEEE)
BYYER L O RIE | ERER — — 1(0.01%)
I3RS 35 — 1(0.01%)
ELIKEE S — 1(0.11%) -
LN — 1(0.11%) -
o JE ¢ — 1(0.11%) -
IEFIED - 1(0.11%) 1(0.01%)
B XN Y 1(0.11%) —
il S e % — 1(0.11%) —
PR S — — 1(0.01%)
AN 3Ry H— Y - 1(0.11%) -
B, BRI O s Bt — — 1 (0.01%)
FEMREOBAY) (FEREER| 5 155 — — 1 (0.01%)
FORY =T Ete) [ — 1(0.11%) —
BIEE — — 1(0.01%)
JRFEHT AW — — 1(0.01%)
R L OREEE BERRIP — 1(0.11%) 1 (0.01%)
Bl Bl BRI 8 (0.92%) 2 (0.03%)
e g I MalrzxrFue—iL 5
IR f: )y F‘Lj%? - 1(0.01%)
Rl ARRSE — 1(0.11%) 3(0.04%)
Ve R—GR PEARIRGE 3(0.34%) 1 (0.01%)
5 DHER — — 1 (0.01%)
TR R E ERE il s — — 1(0.01%)
NS — 1(0.11%) —
FHOIE (e — 1(0.11%) —
] PP — — 1(0.01%)
FEED F SHOE 23 (2.63%) 40 (0.51%)
WEW 23 (2.63%) 45 (0.57%)
IRNEPED F 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 SIRR 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%)
— — 1(0.01%)
AR — 1(0.11%) —
R R R R SHSR— & BT — 1(0.01%)
BERLTE — 4 (0.46%) —
BEE HHAR— LT BT 1(0.11%) —
TR IR& 6 (0.69%) 7 (0.09%)
BT A% SRR B — — 1 (0.01%)
PR—F 2 U — — 1(0.01%)




VIL.

Ll (B EoEES) (ST HEA

RIE A O FE S

FEHBIL GEBHE)

MedDRA/J (Ver.16.1) WA TR GBI A
SOC PT RO A RE Bk (BEEE) B%k (BEEE)
HR o AR o B 5 % - 1(0.11%) —
PN - 1(0.11%) —
it of s L S o 1(0.11%) —
V% a1 - — 1 (0.01%)
R A — — 2 (0.03%)
AR Fe ifn. R o> FE 1. 2(0.23%) —
AR i ) DR e A IR I v i — 1(0.01%)
72 - — 1 (0.01%)
IR i MapsEZLrL - 1(0.11%) -
T iR s — 3(0.04%)
valEs - 1(0.11%) —
RIS & 5 B H DD id I 1(0.11%) -
IRE 5 FEdE HODwPpI 2(0.23%) —
I B 5% - 1(0.11%) —
B L OukigmsE R — 1(0.11%) -
Huig Hig 6 (0.69%) 1 (0.01%)
BE N - — 1 (0.01%)
N1 YUY HE S — — 3 (0.04%)
B UM — 1(0.11%) 2 (0.03%)
KBNS B SR 20 - 1(0.11%) -
FEERR FEERR 4 (0.46%) 3(0.04%)
RYF=5 D) D EARE 2 (0.23%) 1(0.01%)
R — 1(0.11%) —
DR 2E — — 1 (0.01%)
B B 8 (0.92%) 3(0.04%)
SRS IR SRS IR 2 (0.23%) -
PR SR 1(0.11%) —
AR ES 2 (0.23%) 2 (0.03%)
PRI AMIHE — 1(0.11%) —
IR AL BEDIZTY 1(0.11%) —
& I 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 X OEhm B, — — 1 (0.01%)
AL n% 2 (0.23%) -
T b — 1(0.11%) —
I ] — 1(0.11%) —
E=Xaatiil 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%) —
W AR 4 — — 1 (0.01%)
2R &t 5 (0.57%) —
AHRY —7 — 1(0.11%) —
FREDORNE - — 1 (0.01%)
1 [N S A — 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 Z4dt (EH EorEs) (B4 AIEA
BIE R o FEH FKBGIE GEBUEE)
MedDRA/J (Ver.16.1) A cE AR RUTEIR 5E 4 A
S0C PT RLHCH R B% (HEEE) Bilkx (BEEE)
H b S A R T RE G 1(0.11%) 2 (0.03%)
- 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 EIEHE N — 4 (0.05%)
T T 35 (4.01%) 132 (1.68%)
AT 34 (3.89%) 75 (0.96%)
M N RLS mF7Z 2 (0.23%) 2 (0.03%)
+ _HEEE + _fEAEE 2(0.23%) -
e (= fig=o1F 3(0.34%) 5 (0.06%)
4% - - 3(0.04%)
B2k - — 1(0.01%)
A — — 1 (0.01%)
531 TN 5 (0.57%) -
B B 4 B B 2(0.23%) 1 (0.01%)
=R =R 5 (0.57%) —
H K H & 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 E BRI N G — 1 (0.01%)
HR — 1(0.11%) -
HEgiRZ — 1(0.11%) —
L M A 8 (0.92%) 8(0.10%)
APEIREESE 1(0.11%) —
W7 25 — 1(0.11%) —
(RIE/S (mIE/S 1(0.11%) 1(0.01%)
R — — 1 (0.01%)
EE - — 1(0.01%)
e — 1(0.11%) —
W Mg - 5 (0.57%) 4 (0.05%)
I P54 77 A R AR E - 1(0.11%) —
PEEES — 1(0.11%) 1 (0.01%)
DA R - R B 3(0.34%) 1(0.01%)
MYV a7 — 1(0.11%) —
A OFEKE — 1(0.11%) —
AL T dh FEAHIR 2(0.23%) -
Bl Y — 1(0.11%) —
JIT 9 T A R Je TP A R 1(0.11%) 1 (0.01%)
JiF R R JHHSHE 5 g RERT . EYE 3(0.34%) 12 (0.15%)
HE. FregReREsE, HE — 1(0.01%)
R JFrkRERRSE . FE - 1 (0.01%)
BeRg ¥ & OV TREARRR S | PRI - — 1 (0.01%)
e I FEE — 1(0.11%) —
B I 4% T2 — 1(0.01%)
iz iz 5(0.57%) 2 (0.03%)
FlE Rz ins 1% 1(0.11%) —
[ELSVNITEZ T2 1(0.11%) —
ZiTiE FIT 4 (0.46%) 1 (0.01%)
R T 1(0.11%) —




VIL.

Ll (B EoEES) (ST HEA

BIVERH O FiZE FBUBIE CEBUE)
MedDRA/J (Ver.16.1) I CE TRERIRE fEREH A
SOC PT RLHCH RE Bk (BEEE) Bilkx (BEEE)
FERG$ X OV MRk | ges 32y — 1(0.01%)
T 9 PEIE T 9 PERL 6 (0.69%) 6 (0.08%)
35 35 5 (0.57%) 12 (0.15%)
42 2 (0.23%) 1(0.01%)
FBEE R 5 e — 1(0.01%)
E AR E AR 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%) —
EERB LW RA& - 2 (0.23%) 1(0.01%)
ey ik 5 s (3G 5 (0.57%) 2 (0.03%)
MR N3 aL 3(0.34%) —
RER3] - 1(0.11%) —
PR - 1(0.11%) -
R - 1(0.11%) —
VY fi 5 1(0.11%) —
I AR HENRE — 1(0.11%) —
B ks R I Ja 3 1(0.11%) —
o s )=ll)] 2 (0.23%) 2 (0.03%)
BB L OUR KSR E 5w — 1(0.11%) —
[EIERS A — 1(0.11%) —
Bl SR R - 2 (0.23%) 6 (0.08%)
1fpR — 1(0.11%) —
ERAR PR B 5 (0.06%)
PEIR B - 1(0.11%) 1 (0.01%)
JREYHE - — 8(0.10%)
3 7 v —BiEER - — 1(0.01%)
1R HBE IR — 2(0.03%)
SR — 1(0.11%) 9(0.11%)
W e BUN L&, 7v7F=> 1 (0.01%)
E5
e =N — 1 (0.01%)
PR IEE PRS2 12 (1.37%) 5 (0.06%)
SR B — 1(0.11%) 2 (0.03%)
PR BLw — 1(0.11%) —
FEIRR YL PERE L 28 - 1(0.11%) —
i P R S 2 PR OEA 1(0.01%)
EHER B L OLERESE A A bFLAE — 1(0.01%)
R SRR GEITIHEGTESE) | 102(11.68%) 188(2.39%)
SRR BE PR U THEST RS ) 1(0.01%)
L M - 1(0.11%) —
LAY - 1(0.11%) —
BISZ MR 2% — 1(0.11%) 2(0.03%)
Bt 5 FEIE - 2(0.23%) —
WA TSRS AE FHREREE QU TR R ) 48(5.50%) 65(0.83%)
K5 — 1(0.11%) —
B RE A A URT R 1(0.11%) —
A SEERTE N - 1(0.11%) —
e GEAYRe — — 1(0.01%)
PR 4 A URT A 11(1.26%) 3(0.04%)
PR A PR - 1(0.01%)
SRS - 1(0.01%)
MRS — 1(0.11%) —




VI Zz4ett (B o) (CB95EA

BIVER O FiZE FEFIE CEBUEE)
MedDRA/J (Ver.16.1) & TRERIRE fERTEH A
SOC PT RO A RE Bk (BEE) B%k (BEEE)
—f - EHEE ST 5E - 1(0.11%) 2(0.03%)
BLOBEEALOIREE | i ek Hea s 2(0.23%) 2(0.03%)
s Jia 3 2(0.23%) —
A — — 1(0.01%)
AR - 1(0.11%) -
B IV B ERR — 1(0.01%)
P i - 1(0.11%) -
TR [ARE 3(0.34%) 1(0.01%)
FANR— & TR 6(0.69%) -
— 1(0.11%) 1(0.01%)
ik FTY 2(0.23%) -
T8 B TR 12(1.37%) 7(0.09%)
REY R NE TR — 2(0.03%)
FEEN - 1(0.11%) -
mRz) mRz) 48(5.50%) 62(0.79%)
FRAR R AT JINEERIEQEN JIIINEERIEEN 4(0.46%) 6(0.08%)
ME -5 MJE E5 3(0.34%) 4(0.05%)
T B ER T N — — 1(0.01%)
V) a~Esa e rrn | — 1(0.11%) —
AT ARG BVEBURE SN | BTS2 R BHUR S 2(0.23%) —
K D PR (TR RE ) — 1(0.01%)
IR E - 1(0.11%) —
8 75 1. B P — 1(0.11%) —
JHF R SR AST (GOT) EH. ALT o
(GPT) L5 % 10.01%)
BEE, HEBLV R3] — — 1(0.01%)
WLE S PFE JEAEB T — — 1(0.01%)
BIEDHE — 1(0.11%) —
SHEEET - — 1(0.01%)
A R - — 1(0.01%)
ERR IR AT AR i Bl A - 1,/847(0.12%) —
R i BRSO A AR I ERE D 14,7847(1.65%) -
~E S a v U RG-S % 14,/846(1.65%) —

~~ 27U bEd

~~ 7Yy MERED

13,/846(1.54%) —

M/ N 0 — 1,/847(0.12%) —

M/ N B D RN R el % 2,/847(0.24%) —

F i ERE N I ER A % 7,/847(0.83%) | 1,77851(0.01%)
1 BR R F if BR A 16,/847(1.89%) —

KR E HEN — 1,7851(0.12%) —

HE A WREAKT 2,/851(0.24%) —

M E Y L e 8 wryiey k& 11,/852(1.29%) —
TANRGEUBET I/ b |AST(GOT) L5 0 o
5T o 5 19,852(2.23%) | 5/7851(0.06%)
7T5=7 3/ oA |ALT(AST) L5 o o
525 e 20,/852(2.35%) | 5,/ 7851(0.06%)
M7 vV FRRAT7 7% |Al-PES o B
PR 11,7849(1.30%)

o HAL A Bk SE SRS N | LDH L& 9,/851(1.06%) |3,/7851(0.04%)
v INESMET ATy -GIPER 19,/846(2.25%) | 1,7 7851(0.01%)
= 7 —PH

Mg = L 27 a—8n

oL 25 m—)L &

14,/851(1.65%) —

mHrYZ VY R | NV 27 U® D RER 62,7838(7.40%) —
P Y 7y EY R | — 1,7838(0.12%) —
i H R SE 0 BUN |5 8,7852(0.94%) |2,77851 (0.03%)

7 L7 F= 8

JVTF= B

5,/852(0.59%) —




VIL.

Ll (B EoEES) (ST HEA

RIE A OFEE

FEGI GEBHE)

MedDRA/J (Ver.16.1) WA TR IR B A
SOC PT R FE % (HE) Bk ()
(Y7 i R B N PR b 5- 7,/848(0.83%) —
A U N MmigHh Y 7 aME -5 2,7850(0.24%) —

A Y o Ljgd

1,/850(0.12%)

C-BUG 4 [ H CRP -5 21,/534(3.93%) —
AR BAEHUREE AN | A7 ARG TR N 1,/171(0.58%) —
JRHER B JREHEH 8,7840(0.95%) —
PR R o bR TR bE b5 11,7841(1.31%) —
PRIHE G JRUEVE 5 9,/823(1.09%) —

GERKE. AHHE. EEERUVFHOARS

BRAIOBMERARRIEE

e 7 TR (%) FEFRERAERER (%)  |FFEfEHAGERAERER (%)
oo 391/873 (44.8) 479/4280 (11.2) 408/3571 (11.4)
65 A 153/297 (51.5) 157/912 (17.2) 120/740 (16.2)
i —
65 Ll I 238/576 (41.3) 322/3355 (9.6) 288/2831 (10.2)
X Hy 277/558 (49.6) 282/2474 (11.4) 266/2165 (12.3)
A OHE
L 114/315 (36.2) 197/1805 (10.9) 142/1403 (10.1)
A OHE %)) < BFREREFEE DA 0F > 18/149 (12.1) 8/74 (10.8)
(FRE) | 72 L DIESIR 461/4130 (11.2) 400/3494 (11.5)
AR H Y < BHrelEE OGO > 8/105 (7.6) 8/57 (14.0)
(BEE) | 2L DIEZ R 471/4174 (11.3) 400/3511 (11.4)
A HY 298/591 (50.4) 276/2384 (11.6) 255/2195 (11.6)
O F 3K
L 93/282 (33.0) 202/1887 (10.7) 153/1375 (11.1)

< REREE D A OF >

FRIRFE T ORMIARAERAE (A D PEIRFEE B 2 5 & LR OIFERRIK TE (FL—F 1 2LE™)
(R DT 21T o 7o R, BVER ORBHSIT IFEREIER ) & TIFHEEIR T E ) TIRERKT

HY. TIFEERTE) B CHIKRMICRIE S 722 X5 2BIERITR® bivie oz,
PR F B8 & A ETEICE T 2BIERARRK RO L
B OHE
S REIE & JFHEEEIR T (7 L — K1 BLE*)
n=790%2 n="772%3 n=83%2 n=81%*3
FE BB FHHE (%) F BB FHHE (%)
RBIVER (BERIRSEIR) 352 44.6 39 47.0
RIVER (R PR AR A ) 166 21.5 19 23.5

¥1: O U ey 1.6mg/dL BLE, @AST (GOT) . ALT (GPT)

@y -GTP : FEUE[E X 1.5 LLE. OWT 7= I AEH

M SR S5 O RIVEF O TS FE /IS OV T (1992 46 A 29 A3E%E 80 &) |
IPER (BRARIEAR)  ARAT % GiE B ¥
IWER (B E) AT ek SUE B4k

X2
*3

=
H
A

< BHgBEREE D A OF >

1 501U LA bE 3 ENEE X 1.25 LIk,

KGRI E TORMIIERIE I O PEIRBEEBE 255 & LBARHBRICS W TR TS (FL—F 1%
B V— | 2%2) (g D B EIRT 24T > 7o k6 R, PEE (V' L—F2) ETOBKREBIKTEICENT
RITERFEH Y 27 0 EHL, BRIRIICRE & 72 2 BIEMITEED S ein-o T,




VI Zz4ett (B o) (CB95EA

BHELEE L ERERETEICS T 2EMEARRRKTO LR

A
. TN RHTEIS T
R (FU—F1pER) | (Fr— R 2pER)
n=688"5 | n=674% | n=159% | n=153% | n=26% | n=26%
ERGIE [RIE (%) | BRI | BIK (0) | BRI |RIE (%)
AITETE
(B ERFETR) 311 45.2 70 44.0 10 38.5
AT
(B B 2 ) 143 21.2 36 23.5 6 23.1

DO

X2

%3
%4

(OBUN : ¥ 2 25mg/dL Riii, @7 L7 F =0  EHEEE B 2 2mg/dL K. ORER : +.
DUNTFUD % it 7o T HE B

OBUN : 25mg/dLy BLE, @7 V7 F = 2mg/dL Ll @REH : 2+ E, OWT %72 3 5EH
[ 88 0 25 0 BIVE A 0D B S A B AR MBI C DWW T (1992 4E 6 H 29 HERZH 80 &) |

BIVER (BRERFELR) FRAT R SLREBIEL

RBIVER (REARM AR ARAT o S BIEL

9. BRRMRERRICRITTHE
REI LTV

10 BE’RE
FRE I TV

1ERLEDEE

14. BREDFE
14.1 EFIRFRFDIE
< Bl HE >
14.1.1 PTP @¥E0 AL PTP > — bSOl L CRAT D2 L 28T 5 2 L, PTP v— hOEAKIC K

<OD &>
14.1.2 AFNLED RICOFTHERZRBESE5 LT 5720, KR L TIRHAFTRETH 5, F7z. KTHR

14.1.3 AFANTE-EEOWRETIEH., KR LTRAIERW &,

O BEVSLA A BEREA~FA L, BT E B 2 U THERIA R EOEE R G 0HEZ IFE T 5
D,

HT5ZLbTED,

fiRER -
14.1.1

14.1.2

14.1.3

PTP w2 0FEANCBOEREFHTH 5,

AEROER & LT, MO TR, &55% LA blkM72 & IR-HOBEOEEAMuIZ T i
e LICERT 27— AR H;E STV D,

F72. PTP v — FORMRIZ LY | EFICEEREGIHEREZZET 27 —APEHESL TN D,

OD $EIXED FIicoH, EERZZFMEIE5 L OENTHIET LI ZENE, KR LTORMALAMRETH D
D3, ARG & ORI £ 0 2RI B2 WIRF9 5 341 Cldle < | MER £ 72 130K TIRAA DL LE R & 5
ZEMMBERIE LT

OD §E# 7= £OIRRETKZe L CIRA S /7254
DR E LTz,

MBI E L TCRELAR TN ELZOND -



VIL.

Ll (B EoEES) (ST HEA

12.ZDMmDEE

15. 2Dt FE
15.1 EREREAICE D C1ER
a1 MEWTEE A AR T U EIBE IR O H 5 BE TRV T, a1 WEWHERIC L 5 & & 2 b 5l
EXIRAK M IEGERE (Intraoperative Floppy Iris Syndrome) 23% 55 & OWERH D, [11.2 BH]
15.2 JEEREREABRICE D <R
15.2.1 ¥R TO 104 ;BMREE 5:8& 17
20mg/kg/ H LA EOFGHETHRZEMILIE DB D LA RRD bz &L OWMERH D,
1522 v FCTOZMBERVERFE TCOMNHAEFKLECET HHER 1®
200mg/kg/ H Lh_EOF 58 TR IR - O L% 23 . 600mg/kg/ H $ 51 TR O 254 - 240,
AR L OO RRO iz L ORERH B,

fifER
15.1. EWNAMZIB N T o BHEFEORA T S L IXMARERD & 5 BE T, KK B NEFIT RIS R i
EXIRIK NAEMERE (Intraoperative Floppy Iris Syndrome [IFIS] ) &b bbb & o#@sENH -7-, IFIS
EE, MERERUEGERE O —FE T, I OVEFIIRIC X DA OEE L IR, I oI TYEOERE, AT 2 K
e RFHALI OGBS~ OB O 3 FER OB FHE TH D, T b OHER N 1 R OWEIBIRIRR
IZBWT IFIS "R b2 b, TZ2OMORENWER] 1T TIR) oEZBFTL L, i CgBRE T
JEWERE (IFIS) | ARt L7,
15.2.1 FEFEM ORI, B OGS Z R 3 5 2 LD YiZAT RORBUIIT a1 ZAMEERTVEH 238
B U RetE s s v, ~ VAR ARERBROATRO MR TH D Z &b, FEEMIC K
ST~ T ADONENTEE D FEEIROJEIREN @ AEE IR B L= lRetE & 2 bz,
15.2.2 YEHTAIX, 60mg/kg/H UL FOEGE&ETITRO T, BARMELIEHE (0.16mg/kg/H 4mg % 1 H 2 [A]
#hH. b FOKE% 50kg & L C#H., AUC : 373ng-hr/mL) & OMICIZ#EEE T 375 f%. AUC TIX 7
G ORENE BT,



IX. FEERAREERIZ B4 5 H H

1. FEHER

IX. JEERPREERICRII S 1HE

(OEDNREHAR ( [VLENEEICEI SEE) 2H)

(2)&| ke FEIEEAER

a1 SRRSO FEZ A LT
NI UEZFERISH L TEEREICBNTORBRMEZ R Lz, —T. B2 A

ORI VUEE-OFS Y 0D IDSEP) [IEBOEMEFHALMNIZIT HIEEKRRERZEREL TLVEL,
AECETIRHKITIERZDA VA E2—T+r—LEMSEIALT,

a2 XBE, BB, DADY) URFE, kw b=/ EROR

I Ui m W A &

AUz, HIRT v MEHFEREARZ O T B AT DEMZMET LR, v u Ryl Bex

BARICH LT 3x10mol/L LA ECTH B ER 2~ L7,
Q)R LA
BRI B |y KR SRR Rl
(mg/kg)
FRAR AR R
0.2, 2 |[EERL
ITEN8lZE - FOB 7k T —
20 FERR BT 2/10 ] CREWE
H #&EH) Z v b BO| 0.2, 2, 20 | L
0.2, 2 |EEL
i 7> b I oo BT 1RO 2 AR K LE R En
1.3C* K 1.1C*R KT
IR 25 A
0.2 AL
I q X | 2 5.1 4 BRI — @M o BN
20 B 5% 3 BR[O 6 Iz — @4t oo #50
RS - ~F 7 1 E]
FasR A | Bk . L
Jﬁ Mbmﬁ%‘ﬁ £ % % | 0.2, 2. 20 |HERL
ik pH
DMLE R
0.2 5% 1 FFRIC 12% %1 DK T
S 1 2 5% 1 FRIC 183%™ 1 R
20 BehE% 0.5~8 FF £ TIK T (F Kk 23%7%1)
0.2 -2
IS i 34 o 2 % 1~6 P % T e K 18901
L S 45 1 e s e 5.1% M E TR (K 18% )
20 B51% 0.5~8 B £ TR T (H\AKk 24%%1)
0.2 e bt 1 FERIC 16% 71 DK T
2 e b5t 1 FERIC 12% 7 OIK T
PEEERA =
B51% 1, 3. 4, 6 KOS EFREICIET (Bx Kk 22%
20 )
DL q X oo 0.2, 2. 20 [ER L




IX. JERRARFAER(CEE4 5 THH

PR k&
R QRS IRf[H s
L — A X fEH | 0.2, 2, 20 |FHEARL
QT k@
QTec
. L 1X107~ |1X106mol/L. & Y JREKTFAYIC HERG Btz
i “
HERG &t HEK293 #lifd | in vitro 1% 105 mol/LI B 1C50=8.91 X 10-mol/L
JRUP ] . 1X107~ [1X106mol/L C 6.4%.1X 10mol/L. < 17.1%
O s B FEAL Y TNEY N | nvitro 1% 105mol/L| ?> APDey 4

X1 mEORT ( CGEYERERTO M — B 558 1R KK T LIRS OSEYfE) /38R 5510 F4)E) X100 T L7z,
X2 KRR L v u R UBRICRT B ERIRE O ZEE R T,

(3)Z DIOEBHER
AR L

2. SRR
(1) EExR 5 H MR 19
BMEEOHEE (mg/kg)
B bR & RN
e It i 1t i
7k 800(LDso : 878) 800(LDso : 878) 75 90
A X 1500 - >50 -

LDso : 50%E5t &

Q)RE/RGEMEHRER 19

1) vk 4ERKRS

Z v b4 FEBEREOEERE (20, 60, 200, 600mg/kg/H) Tix. 60mg/kg/ B LA b oM TR OREIFZE M
D3, HEC/NEHO IR O AR LAY . 200mg/kg/ H LA E O MERE TR OIER DS, 1 CRERGIE E R O

JERANGR® H A7z, 600mg/kg/ A OMEMETH EMROZEM G, M CHRE & ORI OIREIE 0N AST (GOT)

KONALT (GPT) OEfEAS, MECIHLARO IR OFLH 3 WGP D TUHED FER 8 B ATz,

600mg/kg/ H T U 72 1T FE AR E CIEME T P450 & @O E1 RO bl

2) v hk13ERMES

Z v b 13 RO &5 (25, 100, 400mg/kg/H) Tl 100mg/kg/ H LA O CHFHAE O REIEZ M

BE AL S 00 K e OV R PHEAL 358 6D B AL7=, 400mg/kg/ H O MERE T H PRI OARAE A #ET MKE&U:E

BERR M OARAE L QN RFIR O i AR O B A28, /N BER DMEFIIR OIE R, ILIROBERL., T8 OZEHE

K ORI bR RIRR D AR R 2378 BT,

3) v k26EAMES

Z v k26 R O &5 (1, 5, 15, 60, 300mg/kg/H) TiX., 15mg/kg/H LL 7T fbE o E i 235

bilc, 15mg/kg/ H UL EOHEKR Y 300mg/kg/ H O CRFHIRL D HER;ZE M Ko O INEE H Lo I A oD il R 23 388D

Hivlz, 60mg/kg/ H UL EOMfETHAROIEIZ ALK& OEREE E RGO R R 2338 H 7z, 60mg/kg/ H EL E DR

KON 300meg/kg/ H DT /INEEH LM T ARAE O 4 B HEAL 2338 8 B A7z, 300mg/kg/ H OMERE T PRI OARAE A3,

HETARE K O EEAG IR OARAE A, M THlE O @ E, FLit o0 WHEPE O JTHE K V72 O ZEME 18RO b,

300mg/kg/ B Tt L 7= T3P HEE 32 & CrIMErE CHF P450 & B DO EEAFERD Bz,

4) 4 X 4EMKS

A X 4 BRI GaER (25, 100, 400mg/kg/A) TlE, 25mg/kg/ A LA EOMERETHFNED 5 - s, HETH

iR D ZEHE M OV RNE bRz DZEMEDZRD BT, 100mg/kg/ H LL_EOMERE TR = L AT 10— L O @il K Ol i




IX. FEERAREERIZ B4 5 H H

DIERMN, ETT7 4 7V =7 BEOESMENED b, 400mg/kg/ B O & TN 100mg/kg/ B LA L O T H kb
NRBEIR AR B AT, 400mg/kg/ H OMERETHE B K O R OFBL, R OARME, K OV D%
e, EYERAR, OEMO P, PR, QRS AV QT MROMEE, JRFEEFR, (/ML O Ek
teomEdEm s, T AST (GOT) . ALT (GPT) KOV L7 F = DOEERZED biviz,

5) 4 X 13EMK’S

A X 13 WD &5 (10, 50, 100/200mg/kg/H [#5-7 H B L v k@ H&% 100mg/kg/ H IZ k=] )

TlX, 50mg/kg/ A LA O MERECTART OARAEDS, JETHAS RS DO RCRGEIEDS  #E THPEAEN OIRED RO BT,

50mg/kg/ H LA DK OY 100mg/kg/ H OMETRIAR O ZEHE AR ST,

6) 4 X 52 EMEE

A4 X 52 WE#E OB HER (5, 20, 80mg/kg/H) TiX. dmg/kg/ H LL_EDOMERE TR IZTEFEME B ILE D,

5mg/kg/ H LA EORE KR O 20mg/kg/ H LA LoD i TR B B IR ARAE 1 B2 A0 el P9I Y ABIE G 3R TR A& 0358 BTz,

80mg/kg/ H DMEMETIRE ., RIMERELDARME N ZRD H ATz,

R)ETEFEHFERER 19
1) ZHRERVEREFTOVHRERECRIFTEZE
7 v MNZIREEKR OGS IR £ TOMMIMIE A B4 2 MERER: 5388k (20, 60, 200, 600mg/kg/H) Tix, 20mg/kg/
HUL ECZBEOIKMED, 60mg/kg/ H LA ETHROIER XKD, 200mg/kg/ H UL L TRERDOEAAD,
600mg/kg/ H T & CHEEE R DOIRMEGRD b7z,
TR 5308 (2. 6, 20, 60, 200, 600mg/kg/ H ) Ti, 200mg/kg/ H L1 L THHE (2RI O BLY%E A3, 600mg/kg/
H ORI D ZME « 2P B FEFR RO FBOBAD RO bz, 20mg/kg/ H Ll L TZIRE KR OERE
DAREDFE D BT, 2 EEORIEIIR 23217 5 Z & TR K OERRICRHT 283 RIE Lz, REF
(2 2WTIE 600mg/kg/ H THEIIFED Lo 7z, M 53Rk (0.6, 2. 6. 20mg/kg/H) TiX. &
D 20mg/kg/ B IZHW T b2 MR L OIS AT 2 BITRO bivie o Tz, BLEL Y| MRS
HBRIZBWTRD ONEZREROLZREOK FIZONWT, ZIHEOE T IIETOLIIC, RREOETIL
HECOEIZHKT DD EE X BT,
2) BB-HBEREICRIZTESE
Z v MR - BRIEFRAIZEET 238 (30, 80, 240, 700, 1000mg/kg/H) Tid, MAFBIERIZRO Si7eino
77o UV XIE - BRI AEICE T 23 BR (20, 60, 200mg/kg/H) Ti. 200mg/kg/ B TIRE M OEETE DOIKE.
WER ORI, BB OB REOE 2K T ICER T 2 &5 2 b5 IR E K O E & O NS
IRIRFEC RO EENIB O Bivic, HFAERITE O bNRhrol,
3) HAERRUVHEZRDRELKICRADKEEICRIFTEE
7 v NHAERT R N AR O3 AN NS RHA ORI B3 2 3k (10, 30, 100, 300mg/kg/ H) Ti%, 100mg/kg/
A UL CHRFLBIE ISR T 2 HEM I E DR FE O b vz, 300mg/kg/ A TR T 2 BE o
FEUNRRO b, B OATHERE, AR OAEZIEE KOS EI N AR I T 283580 b
ol

() ZF DI DYFHEME 19
1) E=EH
F v A == AN L AZ — DRI A D Y B R BB IC 31T 2 RETE ML R IEELE T O MR LB A
TlE, MlREMEZ RS 500ng/mL LA RO @R E T ORGSR 5880 Hiviz, M A AV D18 IR 220828 Bak
R~ A 7 =<l v U A AL/ MMERBRE DT v S OfFi A VD A ER DNA A RE (UDS)
AR CIERRETH -T2,
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2) BMARM

~ 7 A 104 B8 AEMERER (JE - 20, 60, 100/200mg/kg/ A [#%5- 27 #H H X v £ & &% 100mg/kg/ H (1<
W] . M 60, 150, 400mg/kg/H) Tix. 20mg/kg/ H LA EOHECTHZEEMRILIE OSEE O LR NEBH 5Tz,
150mg/kg/ H DL i CELIRIEE O HE 23, 400mg/kg/ B O T FEAKIRIEOHEMMNRD Sz, 7~ bk 104
WIS A JEERBR (7 - 15, 50, 150mg/kg/H . M : 15, 80, 250mg/kg/H) <TiE. 150 mg/kg/ H DO CTH
R ARSI AR SRR OGN TR BTz,

3) mEM

Pu R AT AR ELE Y MO L THRMEZ RS0 E O Ll S vz,

4) MmaRIVEVIZEET HRER

) <7 AN AFEHREBRICEB W T, 150mg/kg/ H UL E O MECILAREL O BEINAS . 400mg/kg/ H O ¢ T T{AfR
JEDEEIMNRFRO b Z &b M~ T A1 6, 20, 60, 200mg/kg/H Z BB R OERE L, MH
FVE VORI KIETHBZRG Lo, 7 e 27 Fromfiik, HagEE To 60mgke H
PLEolE, RiEH 5 To 200mg/kg/ H O TERO iz, PEEBIOIER IXH B mIL, KEREGTO
60mg/kg/ H UL EOHETRE O bivlz, HETIEL, HEIROKERGIZE 2 P FRVE o ~DOB b7 83
B LN o Tz, T ABAFHERERIZIB W TR LV RS X OV TAARREO RN X, 1
~DT 0T 7 F U aWTTEREE LTV D AREMEHEER S T,

i)y 7 v NERGEERBRIC O TR EEMIEOERENFEDOEMRERENRBO LN EnD, i
HEZ v M 5, 15, 50, 150mg/kg/ H # BRI X O EHRE L, LR/ E s R OVERIC RF 8%
Bt Lz 7' e 7 7 F o O ElL, Halfk 5T 50mg/kg/ H LL_EOMERE K5 TD 50mg/kg/ H
OMETFRD BT, PR OERE X i(éﬁ%@ﬁi KAE#5-TO 50mg/kg/ H LA EDOWETIRD B iz,

v NRIEHGFERER TR N MO AR T 2E(RIZiX, b ~DF v F 7 F 4 Mm@ﬂ%
HLTWa alRetk 2 S iz,
5) EIKBRAE KRS B iHER
7 v MBS ARMERERIZ IV T 160merkg/ A O 1T FARE MG IEO A TRD bz 2 L b £ D3
BT 2R 5720, 7 » M 150, 300mg/kg/ H %2 4 WEMMER OS5 Lz, 150mg/ke/ A UL ETHF
fE & O EE, UDP-7 v 7 a U iginfiEs: (UDP-GT) {H1E0 b5 & O IRIE /AL O ALK 23, 300mg/kg/
HCF r ¥ OEfE Kk AR BEI AR Ve OREER 28D bivle, 7 v FBRAFHERRICE N TRD 5
T FURBR O IR AR ARIE O H N, FFlK UDP-GT 23358 Shu, FIRIRGA VB o REIMEE s s Z &1
K7 40— RNy VA LT2/ET » MIRBL LS W ki b L i Sz,
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X. EEMEIEICEHT HIER

1. RHEX
oAl
HNR Sy

DB BRI EE—EMEONMFEICEVHERTLZL
: BIZE

2. A
IR : 34 (LEMRBRGRIZEES )
3. BENRETORE
ERTREYE2

4. WL EDFE

20. YKL EDIFE

< B F @ >

20.1 7V B e — R EMR I L CIRIET D 2 &,

<OD f&>

20.2 AN ORE L, WRIC KV EERIRE NS H O 2 &R D D,

203 SEMIEMEIHEMHARICL K6, REMTCEADOHRNHAOND ZEND D,
204 7V B e —alEERHER IR A BT TIRET D 2 &,

5. BERITEM
BEMEELTAR  HY, <FVOLBY : HY
ZOMOEHERTEM . [XO. #E ZTOMOBEEEN OHZZM

6. B—H% - ExhEE
[l —poyde . =) — 708 2mg, = U — 7% 4mg, = U —7®0D § 2mg, = U —7®0D & 4mg (F v A 3
i L3RR, H— =3kt
. ARV U, 7 eV

Yiray

[l 2 %

7. EFStAEERA
20064 1 H 23 A (AA)

8. BERTADEABRVARES, RMELENKEAR. RETMAKBEAR

AR5E 4

SLERERRFEAR

ARES

RiMEENEHFEAR

HR5ERAsRE A B

A KR U8 2mg TDSEP]

201848 15 H

23000AMX00769000

20184- 12 H 14 H

201943 H 13 H

>0 KL U8 4mg TDSEP]

201848 15 H

23000AMX00770000

2018412 H 14 H

201943 H 13 H

B K> OD $ 2mg TDSEP]

201848 H 15 H

23000AMX00771000

20184 12 H 14 B

201943 4 13 H

B K> 0D g 4mg DSEP|

20188 H 15 H

23000AMX00772000

20184 12 H 14 B

201943 4 13 H
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A RO

10.5EERR. BEERAKREABRVETORAR

BN ONANA

11.BEEHM
A RO

12 1B FHARHIRR ICBE 9 5 1HHR

AFNLEAETBREOED L THRIEHIFAIC ERAET 5TV D ESR] |

TREY LR,

13.&%#Ea0—F
JEAE G B & 51 . s
. o Q . . - L& 7 FERAL
Wos | SRR | ERDE— HOT (13 4i) %% I
EH G a— R (YJ =2— )
1266832010101 | PTP100 £E
1266832010201 PTP140 $&
vr RvUbE
2590010F1015 | 2590010F1031 | 1266832010102 PTP500 & 622668301
2mg [DSEP]
1266832010202 PTP700 &&
1266832010301 | #¥7 500 &
1266849010101 PTP100 &
1266849010201 PTP140 &
il 2590010F2038 | 2590010F2038 | 1266849010102 PTP500 % 622668401
4mg DSEP] 500 &
1266849010202 PTP700 &&
1266849010301 XF 500
1266818010101 PTP100 &&
) oD & 1266818010201 PTP140 &¢
A= NN HE
| 9590010F3018 | 2590010F3034 | 1266818010102 PTP500 5& 622668101
2mg DSEP]
1266818010202 PTP700 &&
1266818010301 XF 500
1266825010101 PTP100 &z
) oD & 1266825010201 PTP140 &
vu R 0D 8
2590010F4030 | 2590010F4030 | 1266825010102 PTP500 % 622668201
4mg DSEP]
1266825010202 PTP700 &
1266825010301 X 500 B
GS1 =— K
R7E4 ars -
Al — R RFGOAE AL o — N JeiiedEa— K
=R I PTP100 % 04987081783014 14987081187628 24987081187625
2mg DSEP] PTP140 & 04987081783038 14987081187635 24987081187632




AANIRRZIFE EOBRIERLTH D,

X. EHAFHEICET DA
PTP500 &2 04987081783014 14987081187642 24987081187649
PTP700 &2 04987081783038 14987081187659 24987081187656
N7 500 HE 04987081783069 14987081187673 24987081187670
PTP100 ¢ 04987081783090 14987081187697 24987081187694
PTP140 ¢ 04987081783120 14987081187703 24987081187700
A= NG
) - PTP500 ¢ 04987081783090 14987081187710 24987081187717
4mg DSEP]

PTP700 ¢ 04987081783120 14987081187727 24987081187724
X7 500 HE 04987081783151 14987081187741 24987081187748
PTP100 £& 04987081783182 14987081187765 24987081187762
X . " PTP140 && 04987081783212 14987081187772 24987081187779

r K> 0D $E "
9mg [DSEP) PTP500 §& 04987081783182 14987081187789 24987081187786
PTP700 £z 04987081783212 14987081187796 24987081187793
X7 500 HE 04987081783243 14987081187819 24987081187816
PTP100 && 04987081783274 14987081187833 24987081187830
R = " PTP140 2 04987081783304 14987081187840 24987081187847

vr K> 0D §E "
4mg DSEP) PTP500 §& 04987081783274 14987081187857 24987081187854
PTP700 &2 04987081783304 14987081187864 24987081187861
X7 500 HiE 04987081783335 14987081187888 24987081187885
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