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7 7R AEEIFEIREEGER TH D . AFTIE 1999 FElIC EHESTW5, HmELKRAS
QR RRERMLE LT, 77 BRA8E 15mg [ =T ) RO 7E/SL6E 20mg [ F—"7 ] OB
FEAARE L, SEAFE 0331015 5-CFk 17 42 3 A 81 ANCHS & | BN OB T IEZ 3% E .
NSRRI SRR A2 FE L. 2007 45 3 HICZENEAGRE UG, 2007 45 7 AIC
Hae L7z,

. HROBEREN - BEIFMEE

R PR A4 1%

BRAM . 77 ERLEE15mg [ F—T ] RO TEANLEE20mg [ h—T ) 1E, RERIEISH LT
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FANRIRICE T, A7 7TEB/SA L LT 1[0 15~30mg Z#HERNIIR O T 52 LTk
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%), EakbEE, BEBRY PifmE, BE EEIH, EDERRIR T, 5L, WIHRE. S5
B, EEAH bz b oRERH D, (V. 8. (2) HEALEIEM & YIHIERDIEZ &)
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1. BR 58 £

(1) %0 4
T B NAEE1Gmg [ h—1
T B NAEE20mg [ h—17

@ * 4
QUAZEPAM TABLETS 15mg “TOWA”
QUAZEPAM TABLETS 20 mg “TOWA”

(3) &MDHE%K
— 4+ A+ HBGEE+ =T
[ TSRS E R OEGRPFEICH T2 > TOIRFESA DML ICET 2B EFHEICOWT] (OF
AR 17429 H 22 A SEAFARE 0922001 SIS <)

2. — & &
(M M B&HEE
77 ¥R A(JAN)

(2) & &@BER
Quazepam (JAN)

Q) RT L
-azepam : VT B/ NLRPINLA, (EIRBEFA
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el

4. DFARURF
F2 : C17H11CIF4N2S
sy 386.79
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7-chloro-5-(2-fluorophenyl)-1,3-dihydro-1-(2,2,2-trifluoroethyl)-2 H -1,4-benzodiazepine-
2-thione (IUPAC)

. ER%. A, BS. 58S
M L
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36735-22-5
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)

(4)

(5)
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SR - MEIK

A~ PR B OFERUIRERIEO R TH 5.

a1

I8 1g ZIRDT DIZE T 5 Al & wfR M
KRR 1mL ULk 10mL ARfili | TR0
AR ) =) 10mL 2Lk 30mL Kijii | ORI RT
=% ) —1(99.5) 10mL 2L 30mL Ay | RREET T
K 10000mL 2L | ERY VR A PRAND
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YR L
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. ABRHOEBEMTISH1T 2REN
WAL L

. BHMES OMRARE

(1) AR X B HOEHERR

(2) &A1\ RTHIR S P E 1

(3) FRAMIL AT b AREEGEAL A Y ¥ AEERIE)
(4) REASOSHER(2)
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V. HAIZBHT SIEH

1. & i
(1) FRORG. HEERUHERK
B 77BN LEE 15mgl b —1 | 77BN LEE 20mgl F—1 |
HIFE DX 5] FbE
MR RFEBOEREN Y DFEEE
2| AR
a1 [ e Tw147 Tw170
# L&) ) #* = ()
4SI7 /Tw) /Tw)
& | O | = i, (D —
e (mm) 7.5 8.0
J& X (mm) 2.6 3.0
'E E(mg) 150 198
(2) "WE O
B 77BN LEE 15mgl b —1 | 77BN LEE 20mgl F—1 |
T i 9.1kg & 8.7kg H
@) #Aa—F

(1) AEDPRI, AL OMEIR D IHZ 2 ]

(4) pH, RBEL. $HE. LE. BEOERURER pH 5F
A% L7

2. HAIDOHERL
(1) BES (BERD) DEE
9 78 LEE 15mgl b—"7 |
188 7 7¥/8h 1bmg 259 5,
9 78 LEE 20mgl b—"7 |
188 7 78 /85 20mg 2595,




2 & m ¥

i H B W N n 7
A A SLEE K F04)
AR KEHEE FeXs Yo lkin—2A
T AT TV g Mg, BEEEKT A BEEE 15mg D7)
sl t ke roeitilo—=
Al W 5
Q) ZDith
FMEER L

. BEFl. AR OSREICHT HEE
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4. HWEOEEEHTICETSREN

(1) hOEEAER

77&/\".&&7& 15mg [f—] D

e PTP A2 LAG Y b7 v I fAeEE L= 80
ﬁ%*#:mc\%%ML3Dykm%)
RERTE H B AR 6 f& A
i
PR | fgi @E@Z i v
fifeRBabR e ks
Vs (%) 87.1~102.9 86.0~101.2
& &%) 100.0~100.7 98.9~100.6
77—!:5‘/\°.L\$E 20mg Nb—"7] 2
HEIHE - PTP @EE LAL Y &b 7 /v  fhads L7z 8,
ﬁ%*#:mc\%%ML3Dykm%)
RERTE H B AR 6 f& A
~‘/ vAd
fifeFE R HE [FlAE
Vs (%) 83.9~88.5 79.4~86.9*
& &%) 99.7~101.4 99.5~101.6

: 12 B2 10 FELL EOfE 2 DIEHRBHET DM TH Y |

B aAE R 2 O 72 IR (40°C . ARXHIRE 75%. 6 f& H)DOfE SR, 7 78 /R A8E 156mg [ b
~9J&077ﬁAAﬁ2MgFF~UJi%%@m%m

% Z LRI S LTz,

WA L7, 1my b, n=1)

A TIZBWTENEN 3 H/ZET



(2) BALREICE TSR EN

OTFE/INLE1Smg Tk—71 3

AL sl (m@@fﬁm QHL%§§L3%E)%Oﬁi-m)
Ax i) R L R L R L Rz L
& Ml L Ml L M7 L fidE7Z L
i i Ml L Ml L M7 L fidE7Z L
BRI R L R L R L Rz L

1) TCE) B AYRBESEAIRT S - &5 - 0 72RO BAEAREE TOREMERBIEIC OV TER), THL 1148 A 20 H) ([2#

CCRBR 2 92t L7z,

OFEINLE20mg Tk—7J]1 9

s P "
. B sl (m@%?%m QHL%§§L3%E)%Oﬁt-m)

sh8l Ml L Ml L MR L R L

=p s M7 L M7 L M7 L fiRE7: L

il i M7 L M7 L M7 L fiRE7: L

BRI M7 L M7 L M7 L fiE7 L
1) TGE) B ASBEEATS « 5 + 0 7 2L F O BN AE T O EMERABRIEIC S TEE ), Rk 1145 8 A 20 A ICHE
U CakBRa %0 L=,

5. ARERUVBRBEDOREN
EARRANA

6. ¥l L DEESELLMEILEMEL)
EARRAA

7. B

(1) BERURBRAEDO
7 7 BNAEE 15mgl b —U | KON 7B/ NAGE 20mg! b —U 13, BRESNIZEHREICZER
FHHEA LTS Z ENMER I TV,

Ik
AR -
[EIHA3C
RIEE
Bk

H R HRERIE (S RVTE)

77 VVEEET U U AEKR(1—165) 900mL
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SRAN AT N T A v

30 Z3 Rl COEHFH 80% L Lo & =13l & & 35,




EYFERIRIF R

OF7E/INLE Mg b—71 D

%I EES O ZI RGBT A R 74 JCEAL134E5 H 31 B RS 786 =) (LA
T TA RTANENEHRBR AT T,

<BNEFEH>
OB & . pH1.2.pH4.0, pH6.8, 7K mAARH =12
pH1.2, pH4.0, pH6.8(0.5%7K") Y/ JLN—K8037 M)
[ & #  : 50rpm, 100rpm i OBk SFILE
HREREK . U7 E/LEE15melh—"7 ] RERK| - el 15mg
120 pH1.2, 50rpm. /SFJLi% 120 pH4.0. 50rpm. /KL%
100 100
= 80 —O— HEREFI = 80
i;al' 60 —o— iR {;jl- 60
SHER U
K40 1 40 —O— FHERRFA|
I A ]
20 20 —o— IREF|
0 s s s s s . 0 . ® ; .
0 20 40 60 80 100 120 0 60 120 180 240 300 360
ERRERERERR (5) HERREREREERA (5)
BERA(5) 0 6 15 | 30 | 45 | 60 | 90 | 120 BRI (53) 0 6 15 | 30 | 60 | 120 | 240 | 360
BEREA] | 0 | 95 | 162 | 197 | 211 | 223 | 243 | 257 BRMA] | 0 |33 | 46 | 53 | 55 | 57 | 57 | 57
BERE | 0 |16 | 16 |18 |19 | 19 | 24 | 25 BERE | 0 |05 [03 |02 |02 |03 ][02]02
MK | 0 | 132 | 180 | 212 | 226 | 238 | 260 | 275 2K | 0 | 38 | 53 | 54 | 54 | 57 | 55 | 57
BERE 0 |20 | 1.7 |24 |22 |22 |18 |22 BERZE | 0 03 |02 |02 |02 |04 |03 |05
120 120 OIS 1.
pH6.8. 50rpm. /K Lk K. 50rpm, /SKILiE
100 100
E 80 = 80
# 60 # 60
H _ H e s
K 40 —O— ERELFI 40 —O— HEREFI
20 —o— 1RHERFI 20 —o— 1RHEHFI
0 ® . ' . ] 0 ® . L . ]
0 60 120 180 240 300 360 0 60 120 180 240 300 360
HERREREREER (5) AERRERER B (5)
BFfE(53) 0 6 15 | 30 | 60 | 120 | 240 | 360 (53 0 6 15 | 30 | 60 | 120 | 240 | 360
BERIA] | 0 | 18 | 36 | 41 | 45 | 44 | 44 | 47 HERF | 0o |42 |55 |59 | 60 | 60 | 59 | 60
BERE | 0 |05 |03 |01 |04 |01 |04]05 BERE | 0 |03 |02 |02 |02 |01 |01 |02
AZAEMK| | 0 | 27 | 39 | 39 | 45 | 47 | 46 | 48 ZHERK | 0 | 36 | 51 | 55 | 55 | 54 | 53 | 58
BERE 0O |06 |07 |03 |08 |10 |07 |08 B%fFE | 0 |05 |03 |05 |05 |03 | 02|02
120 pH1.2(0.5%7R1) ) )L R—h807R 1), 120 1 pH4.0(0.5%71 Y JLAR— 8O MM),
100 50rpm, /SRJLiE 100 | 50rpm., /SKJLiR
3 80 = 8 }
1‘3‘5 60 g 60 |
—O— SHER B S ER A
@ 40 HERRAF @ 40 —O— HEREFI
2 —o— IRERFK| 20 —o— 1RHERFI
0 L L L L L . 0 . L L L .
15 30 45 60 75 90 0 15 30 45 60 75 90
SERREREREERS (5) SERRERERERRR (5)
BFfE(53) 0 6 15 | 30 | 45 | 60 | 90 I (43) 0 6 15 | 30 | 45 | 60 | 90
ERMF] | o | 344|679 | 808 | 837 |834 | 880 HERWF | o | 331|683 |838|87.1 (887|903
BERE | 0 |26 [ 19 | 22 |19 | 20 | 05 RERE | 0 |53 [ 20|08 | 11| 10|09
HZAEBK| | 0 | 466 | 71.6 | 84.2 | 885 | 904 | 924 AZHEWH| | 0 | 321|605 | 76.7 | 83.3 | 86.8 | 91.3
BERE 0 24 |13 | 13 | 11 |12 | 12 BERE 0 32 | 16 | 24 | 27 | 24 | 26




120

pH6.8(0.5%7KY) Y/ JLR—I80RMN).

pH1.2(0.5%7K1) / JLR—8051N),

100 50rpm, /KL% 100rpm, /SFJLi%
g o 2
# 60 #
F I —o— BB 3 —o— BB
20 —o— 1RERFI —o— 1RHERFI
° 0 15 slo 4I5 6I0 7I5 90 ; 1I0 zlo 2I5
SRR ERERESRE (5) HERRIREREER (5)
B (53) 0 6 15 | 30 | 45 | 60 | 90 B (53) 0 6 15 | 30
BERMA | o | 319|705 | 858 |89.1 | 908 | 923 BERMA | o | 663 | 827|871
BERE | 0 30 [ 17 |06 |06 |07 |10 BERE | 0 |22 | 14 |13
FEE£MK) | 0 | 370 | 650 | 80.1 | 865 | 89.2 | 9238 LMK | 0 | 586 |79.7 [ 899
BERE | 0 |28 |16 [ 11 [ 11|16 | 14 BERE | 0 |16 | 09 |12
HEREA R RERFNDOFBHEDLE /N FILE)
AR SR PR (%) e
n BEWAL | 2T UG | ot |
BRIk A | BRI o TOIE | 0FE%)
AR EIL e PRIURE(H] (f’%%u 15mg) 15mgr k—17 0
677 13.2 9.5 —3.7
H1.2 i
P 120 43 27.5 25.7 —1.8
H40 677 3.8 3.3 —0.5 e
. L)
P 360 77 5.7 5.7 0
He.8 677 2.7 1.8 —0.9 -
. Pl
P 360 47 4.8 4.7 —0.1
" 50 677 3.6 4.2 0.6 -
rpm Pl
P 360 47 5.8 6.0 0.2
pH1.2+ 6 7 46.6 34.4 —12.2 -
0.5%PS* 30 4y 84.2 80.8 —3.4
pH4.0+ 6 77 32.1 33.1 1.0 ”
0.5%PS* 45 43 83.3 87.1 3.8
pH6.8+ 6 %7 37.0 31.9 —5.1 &
0.5%PS* 45 43 86.5 89.1 2.6
N
pH1.2+ 6 %3 58.6 66.3 7.7 .
+ | 100rpm i
0.5%PS P 30 %y 89.9 87.1 —2.8
*PS: AR Y VL_— | 80 (n=12)
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i e

(pH1.2, pH4.0. pH6.8, /K (% 50rpm))

FEHERLA) O LR E S 7o RBRRE ] (pH1.2 : 120 43, ZOfdR : 360 53)LANIC
85%IZiE L2\ A AEYERIKI A RE S 7= BRI IS B 1 2 EEIR R D 1/2 O iR R
Z NI Y 7R R R OLE S - R R T RREBR LA 00 AR H SR TR HE LA oD
VIR a%OFPHIZH 5, ald, IEHEDN 50%LL EOBFAITIE 15, 50% A OHEITI1E 8
ET 5, T 2 BB OMITIEHED 50%LL LA 50 Lk, 50%AKiM D% A 121 55 L
EThs,

(pH1.2+0.5%PS. pH4.0+0.5%PS. pH6.8+0.5%PS (% 50rpm)]

FEAERIEI OO SRS AR 3 BUE S 7o BRIFE (pH1.2 @ 120 43, £ DMK @ 360 43)LANIZIES
T 85%LL & e D35 1 ARVERLAI O SR R DY 40% K OF 85% A3 D 2 72 2 RFALIZ U
T RRBR A D2 R AR E R D A R = 15% DOFEFA I 8 5 7>, XU f2 B O fEIE
45 LN ETH B,

(pH1.2+0.5%PS (100rpm))

FEHERIAIZY 15 43~30 4312 FH) 85%LA LYEHIT 235G « AR HERAI O IR A 60% K Y
85% T D1 2 7 2 IRf RIZ IV T aRER LA 0 1A =R AR HE R 0D R s H 3R 4 15% D
PIZH D0, T 2 B OMEIX 45 L ETH S,

EFROBERE LY, REBREEFNZNUTONWT, A K74 ORHZEE O[RS00 ¥ FE LU
STt Rl D

o T, 7 7B /NLEE 16mgl b —U | LIRHERFI O HZEBIFRFETH 5 L Hlr LT,

12



OTFEINLE20mg Nk—71 ®

[ 1% FE I DA IR SRR T A R4 JCERL134E5 1 81 H [E AR 786 5) (LA

Ty A FTANNRENEHRRZ1T - 72,

<BlIEEHE>

i BR /& : pH1.2, pH4.0, pH6.8, 7K BB n=12
pH1.2, pH4.0, pH6.8(0.5%7K') "/ JL R —F803F D)

[@ & # : 50rpm. 100rpm il 5 SN Y 157

HEREK] . VT E/NLEE20mglh—T ] BERAK . 5EHF. 20mg

120 pH1.2, 50rpm. 78K )Lk

100
= 80 —O— FHERRFH|
{;l-i 60 —o— IREHHF|
40
20
0 L L L L L .
0 20 40 60 80 100 120
BRI EREREFRE (5)
BER(Z) | o 5 | 15 | 30 | 45 | 60 | 120
HERHA] | o | 68 | 134 | 163 | 174 | 184 | 211
BERE | o |09 |05 |04 |04 |02 01
EHERE | 0 | 111 | 166 | 183 | 194 | 205 | 230
BERE | 0 10 [ 02 | 03 |04 | 04 |04
120 e
pH6.8. 50rpm. /SFIL%E
100
= 80
g; 60 —O— HEREFI
2 o —o—fmEnH
20
0 { T o —
0 60 120 180 240 300 360
SHER R EREREFRE (5)
ERE(S) | o 5 | 30 | 60 | 120 | 240 | 360
HERHA | o 22 |33 |38 |38 |36 |36
BERZE | 0 |07 [ 04 |04 |03 02|05
BAERK | 0 | 25 | 36 | 37 |39 |40 |47
BAERE | 0 |02 |03 |03 |03 |03 |08
120 - pH1.2(0.5%7RYY JLR—K8OFN).
100 - 50rpm. /SFJLiR
= 80
i;]+ 60 |
= 13|
W@ 40 —O— FBREFI
am st sl
2 —o— HRAERA|
0 L L L L L .
0 20 40 60 80 100 120
HERRERERESR (5)
B5RE(53) 0 5 15 | 30 | 45 | 60 | 120
SUERBIE] | 0 | 162 | 546 | 77.6 | 84.3 | 87.2 | 89.0
BERE | 0 19 [ 19 |07 |07 |07 |10
ZAERK] | 0 | 380 | 646 | 762 | 80.8 | 83.3 | 847
BEREZ | 0 16 | 08 | 09 | 09 | 1.7 | 11

120 pH4.0. 50rpm. /SF L%

100
s 80 —O— HERRFAI
B o0 —o— N
K40
20
0 : : [} I 9
0 60 120 180 240 300 360
SHERRER R (5)
BR(5) | o 5 | 30 | 60 | 12 | 240 | 360
BUERMA | 0 | 21 |38 |39 |39 | 39 | 43
0 0.4 0.1 0.1 0.2 0.2 0.2
0 3.0 39 41 42 41 43
0 |04 |01 |03 |03 01|03

120 5k, 50rom, 7$K L

100 |
= 80 |
W e | —o- HEmHA
Bl —e— il
20
o . o 9
0 60 120 180 240 300 360

SUERRERERERR (5)

BFEI(53) 0 5 | 30 | 60 | 120 | 240 | 360
HERGA 0 30 | 44 | 45 | 40 | 40 | 40
RERE | 0 |05 |01 |03 |01 |01 |02
1WA | 0 | 26 | 37 |38 | 40 | 39 | 42
BERE | 0 |05 |02 |01 |03 |01 |04

120 1 pH4.0(0.5%71) Y JL_R—807 M),
100 50rpm. /$F /L&

—O— FHERBH|

)
8

40
2 —o— 1RHERFH|
0 L L L L |
0 20 40 60 80 100 120
SHERBER AR (5)

BRA(5) 0 5 | 10 | 15 | 30 | 60 | 120
BUERMA| | 0 | 135|320 | 468 | 721 | 863 | 93.0
BERE | 0 |23 | 25 |22 | 09 |06 | 11
AZHEMA| | 0 | 247 | 465 | 575 | 733 | 841 | 915
BERE | 0 23 |10 |08 | 1.1 [ 07 | 06

13



pH6.8(0.5%7R1J Y JLR—F80FE M),

pH6.8(0.59%7R 1) JLR—L8OFE M),

50rpm, /KL% 100rpm, /SKILi%
3 —o— BB A —o— BB
—o— 1RHERFI —o— 1RHEHFI
0 20 40 6I0 BIO 100 120 20 40 6I0 8I0 100 120
HERRIFERESE (53) SHERRIREREFE (53)
BEE(53) 0 5 10 | 15 | 30 | 60 | 120 BRA(5) 0 5 15 | 30 | 45 | 60 | 120
SUERBE] | o | 157 | 351 |51.1 | 726 | 859 | 930 BUERHA| | 0 | 276 |61.1 | 783 | 859 | 904 | 96.0
BERE | 0 |22 [ 36 |26 |12 |11 |14 BERE | 0 |54 | 16 |09 |08 |06 |07
BAERK] | 0 | 290 | 482 | 596 | 73.8 | 84.3 | 905 AZHEMA| | 0 | 39.9 | 666 | 80.1 | 859 | 89.2 | 947
BEREZ | 0 26 | 32 | 04 | 04 [ 05 | 06 BERE | 0 |08 |05 |06 |04 | 04 | 07
ABREARVEERFNOF Y BHEDLE N RILE)
AR B (%) -
n 1 y TOJ@‘/\"Af’“ Tﬁi%(”ﬂf'; HIE
BT L T R b D7 (%
PRI [Rl#R % ERIEUREH (ﬁﬁ” 20mg) 20mg" —17 0
577 11.1 6.8 —4.3
pHI1.2 2 i
120 43 23.0 21.1 —1.9
577 3.0 2.1 —0.9
pHA4.0 - i
360 47 4.3 4.3 0
5747 2.5 2.2 —0.3 .
pH6.8 1t
360 47 4.7 3.6 —1.1
50rpm
5747 2.6 3.0 0.4 .
K 1
360 77 4.2 4.0 —0.2
pH4.0+ 10 4y 46.5 32.0 —14.5 ”
0.5%PS* 60 5y 84.1 86.3 2.2
pH6.8+ 10 73 48.2 35.1 —13.1 -
0.5%PS* 60 %3 84.3 85.9 1.6
N
pH6.8+ 5 %) 39.9 27.6 —12.3 .
+ | 100rpm ]
0.5%PS P 45 4y 85.9 85.9 0
*PS: AU Y —} 80 (n=12)
f RIS E 1T 2 EBREFN R VIRERF OB HEDLEK
ARBR S B (%) "
WA | 77U LR | | M
BRI — - e T b7 0)1@
AR [Rl#R% ERIUREH (ﬁﬁ” 20mg) 20mg" k—17
15 64.6 54.6
pH1.2+ 30 76.2 77.6 .
« | 50rpm 61.9 1
0.5%PS P 45 80.8 84.3
60 83.3 87.2
*PS: AU Y — | 80 (n=12)
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I KL

(pH1.2, pH4.0, pH6.8, /K. pH1.2+0.5%PS (% 50rpm)]

R ERLF OO LU R HUE & 72 BRI (pH1.2 : 120 43, OO - 360 43)LANIC
85%IZ5E L2 WA« EHERIKI DT SN 7= s BRI IS B 1) 2 SERIR R D 1/2 O PR R
BT Y A R R OYEE S 7 BRBRIRE R 35\ T BRI 0D S SR | A e L o S
PR a%OFHIZH 5, a ld, IWHHEDN 50%LL EOLAITIT 15, 50% AT OHAIZIE 8
L5, T fo BB OMEITIA RN 50% LA EDBEAITIE 50 LA, 50% AR DBA 2L 55 LA
EThs,

(pH4.0+0.5%PS, pH6.8+0.5%PS (4 50rpm) &% O* pH6.8+0.5%PS(100rpm)]

FEAERLR O SRR SR DS BUE S - RBREf (pH1.2 © 120 43, Z OO : 360 43)LINICE
T 85%LL & 72 D356« ARVERIAI O R DY 40% K TN 85% T D Y 7 2 FFsIZIB W
T BRI DA HY SR AT HE BRI DL SR £ 15% DFEPHIZ 8 5 >, X f2 B E T
45 L ETH D,

FROFERE I BBREMEENFNICONWT, HA KT A OB ORI SM | E HUe |2
wWa Lz,

o> T, 77 B/NAERE 20mgl h—T | EAEVERIFI O EE)IE%E TH D & Hr Lz,

. YRR
LR

. HFIh DA RS ORERHARE
(1) ARSI L B a0 mEsR
©Q) #Eru~hrT77 4 —

. BEADDOEMESDEE
WKk v~ N7 74—

i
%M L7gn

RAT BARIEDH D IHN
AR L

L EENREGER - NS ERGRRICET S1FER
L
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14. ZDfth
A% L7
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V. JREICE9T HIEH

2. BE-H=E
1. RHRE
WH . RAICIEZ 7B /RAE LT 1A 20 mgZ it ERNcR nE4 25,
7P, Fm, ER, BRI X VEEEET 5, 1 ARERIT30ngs 75,
2. RIERTHEEE
FARIAL @, AT Z 7B A E LT 11 15~30 meZ BEERNIIR D& 595,
e, Fn, GER, FERICKXVEEMET S, 1 HREEIT30ngs 75,

(A% - REICEET AEALOEE]
AIRFEICIZ, MEOEANMIRASES 2L, /2, WAL THRE L%, BEREZPIZEWT—
PRI IR L TR 2 5 a6 25 & SR S ERnZ &,

3. BRERAKE
(1) BBRT—2/1\yr—o
HAER R L

) EFHR
43
(3) BB
23
(1) BRMER
KRR L
(5) MM
1) EEBILLTRERGRR
LR L

2) HEHR
BB L

3 meHER
BB L
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4) BE - RERHER
LU AR L

k=1111%

(6) sRpE
1) ERREBE - HEEARERE HHD) - RERFRERRR (TREERHR)
TR L

2) ARBEHELTERFEONEXIEIER L I-HBROME
L7
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VI. ExhEE(CEH 3 SIEH

|\

1. EEZHICEESHDILEMRITILEYME

ROV VCTEECR(NVT YT A, XY T L)

vrunrunorRkErsmay)

RV PTRE VR AR R, oL A X2 B SL)

Fr )T REI aF TN, ZF VT A, TaF ST L)

RV PTEBEL RN R TENRL, 2 AFEBRA, 2 AXS T A, = N TERL,
Tu<wtLN)

R VTRBERONa XY T A TAUTERLMERE, VT ENRL AXFY T A
TIVTERA, TTERL)

2. EIB{EHR

(1) EREML - fEFRME
GABAy L RIRIZAFET DX ) T B UREGERALICAE A L. GABA SR DOHNHIHERE A HE5R 3
60

(2) TR HHERAE
BREERRL

(3) {ERSIBERT - FERSRT
BB L
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VI. E¥EhEecBi9 518H

1. M REOES - T
(1) A LA G MR
R L

(2) &S AR A B R
(3) BEIRABR CHERR S 7z iR EE DI A S R

() ERRAR TR IN-ITEE
EYFRRIF SRR
HF7ENLEE1Smg T k=] 9
7T ENAEE 15 mg [ h—T ) LEHERFE It —"—kiZIhERER1EE (778
SNAE LT 15me) EEMRAT T (n=16) (M AR 05 U C iR R 2 b AR B 2 JE
L. Gon-#yEhie 7 A —% (AUC, Cmax) (22T 90%(3 18X ML THEFHI#T 217
S T=AER, 10g(0.80)~1og(1.25) DHEIFHNTH 0 | WAl DAY FAOF LNEN R S 7z,

(ng/mL)
357 o 1 FTYIN LG5 [h—17]
: &A1, 1500)
30105 —o—  EHERIA Al 15m2)
i | Mean+SD., n=16
i
th
7
7
ki
A
VA
B
B

0 12 2% 48 72
BEHOER (hr)

EWYWHENS A — 4

HEINT A—F BENT XA—F
AUCr2 Cmax Tmax Tie
(ng-hr/mL) (ng/mL) (hr) (hr)
77 ¥INLGEL15ng
Th—17] 226.6+£78.9 | 29.112£8.929 |1.971+0. 81| 23. 02+9. 42
(8#l. 15ng)
AR
@51, 15n0) 217.1%65. 6 (28. 751+12. 811| 2. 34+1. 06| 23. 95+8. 49

(Mean=*S.D., n=16)

HUSER AN AUC, Cmax Z500/85 A — 4 1, B OIR | (KIKOSRIRIEEL - HesE
DR L > TRARDWREMENR D 5,

20



(4)

®)

(6)

HT7EINLE20mg T k—7] 10

JTRBANLEE 20 mg [ h—U ) CHEHERIFIZ s Xt — "=kl kvEnEh 1 (VT8
SNLAELT20me) BEFERAL T (n=24) ([ZHaR BRI 1B E L Cii g R AR L AR EE 20 E
L. o= yahie <7 A —4% (AUC, Cmax) (22T 90%[SHEXFEIC THEGHIEIT 21T -
7RG R, 1og(0.80) ~1og (1. 25) OEPHNTH W . WA DALY FHRISENES R S iz,

(ng/mL)
4“: —o—: Z 7Y AEE0ng [h—1)

(8e#1, 20mg)

i —o— : fEHERIA] (Al 20mg)
1fit 30,1 Mean+S.D., n=24
i3 i
i
i
b
ki
X
A
B
B

48
BERORH (hr)

EWYEE NS A —4

HEINTA—F BENT XA—F
AUCr Cmax Tmax T
(ng+hr/mL) (ng/mlL) (hr) (hr)
277 ¥NAEE20ng
r—11 290. 8+£128.4|27.874+12.865|2.19+1. 30 |26. 71£10. 24
(&A1, 20mg)
 bin b
&, 20me) 289.11+123.0(30.576£17.109|2.19£1.12| 26. 84+9. 64

(Mean=®S.D., n=24)

MR EEN QNS AUC, Cmax D 37 A —H2 1%, #ERE ORI, (RIROTIAEL - Fef) 5
DEBRGANT Lo TR D AR B 5.

GBS
BB L
BE - HAEORE

BREERRL

BEE (Kt 2 L— 3 0) BI7IC & Y HIB L - AN B L D ER
Rk L
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2. EYRERINT A4

4

(1) B4 3%
LR L

() RAGEETER
TR L

@) RAFTRATEY T4
B L

() HEEEELR
LR L

6 FUTTVR
LR L

6) 5 R
R L

() mMEEREREE
LB L

W
MR L

B
(1) M — BEEIPI BB
MR L

(2) mi%k—RREEREFS &AM
VI 10. #F4w. FEIR. RAEE~OFEDIE 1)~3)% &K

Q) Eit~DBITIE
VI 10. 4%, PEME, RALEFE~OHRGOH 9% 2R

(4) BB~ DB
MR L
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) ZothoMBE~DBITIE
LR L

5. & Bl
(1) RBHERHL R O BHR R
AR L

(2) KEICBE 9 S8R (CYP450 F) D57 778

AFENT. FE& LTI CHIEESE CYP2C9, CYP3A4 TR Esn 5,

(3) DEBEHROERRUZOHE
R L

4) KEDOFEMEDEER VR
RHEER e L

(5) ERRAMOEERI/ S 4 —5
R L

6. HE it
(1) BEHERAL B OB
MYEER L

@) et
TR L

(3) Bt
R L

7. FSURAR—S—(ET H1EH
AR L

8. BHHI-kBREE
B L
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VI. £ (ERLOIESF) ICEAT SHIER

. BERNBETDER

BN A

. ERRNBETNEA(RAERZED)

S (ROBHEICEBESELEWNI E)]
1) KAIDORAF R LIBBUEOBEERE D & 2 B
2) AMHAZEBARANEOD L EF [IREZ ERSE28Z1W03H 5, ]
3) HIEMEIEOH HEE [HEIEMENEOEREZELIEIBENLRH 5, ]
4)  EIREMEMEUDEGERE O B (MEREESE(L S BENNH D, ]
5 U hFrenz&bGHhoRE (FHAEEH) OHESH)

[RAIES (ROBEICEESLGVWIEZRAETIN, BRICBDELETLIHSICIIREICE
5E¥432¢4)]

Fitet s, AR, AU S S B OVIK I 45 B 55 oD S M A5 AR BE S B IR R LTV D355
(REEH AF L a— Axi 2 LT, ]

. e - BRICEET HSEALDIE L TDER

A L7

. RiE - REICEHET ZHEALDIE L ZDER

(A% - REICEEY 5ERALDOEE]
ARJECIT, SMEOEMIRASES 2L, 72, IR L THE L%, HERETICHWT—
PRI IR L TR 2 2 /IRt 6 25 & SR S ERn 2 &,

. BEERSABLEDEH

BERE (ROBEICKREICEET S L)

D =HEE [EHPES 5D BTNDEH D, ]

2) mimE (T&alE~o&h ) OHZR)

3 LEFEOHLEE LEEPELTIBThEH D, ]

4) RS, BEHOLH LEE TESE, BEEOH 5B TIE ISP RIE 9 5 HHH 23
HHOT, EYOERNERIZ L DEWEHOREERIZIETE 52 L. ]

5 MICHEMEEDOH L EE HEMPBRH LN BZNNH 5, ]

6) IEESUIIEIR L TV D REME O & 5 (Tidhw, PElw, RILWE~0KRE ) OHEZM)

D ARE (DNEFEA~DRE ] OEZMR)

6. EELERWIB L ZDEHRVNESE

EEGEFRPERE

D BROBRMAZETSZ &, (HHEMEH] OHEZM)

2) AFNOZER VLML RO, IRE EES) - E£5 ) - KETEBRENEDIER TR 5 Z
ENRHLOT, BHEDEBGRFLEREF I HMOBREIKFSELVLOIEETLZ L.
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3) AFNEET DA, KN ANEN D DT DD BENLEEZBGT 52 &, ez ST
HETHHEAIIBIELEY FoIATW RN GEEIIT) 2 &, 7L, 30mgalE W2 & &
L. SEROUEI - THEICEDD Z L,

4) HFICKVEMEGFEEZET D ZERNHDHDT, BIRE LIk 51 X 2 F W 2580
HZ L, KEIOEE ZfkT 25 51001%, 1R EOXLEMEZ - Icikatd o2&, (TEK
7R EWER ) OIESR)

7. #HEER

AFNE, FEL UTHAREEESR CYP2C9, CYP3A4 TREF S5,

() GREERELZDER

GHRAER BIRALELC L)

AN HRARIEIR - HEE T 1A PEFF - fEBRIA ¥
=Y 1t B OO SRR I 2 Z | BEA TR T H S AANL, BNEM D%
TEBINRD D, BT Ko TRILPEA A B L R IR KX

O DR O 1A PR EE N ZEERED 2
~3fBIZEEDLZENWEI N TV,

U e U R FELDF 7 a—Li P450 (2%

J—e7 LHEAHIEMERIC L B LI=5E .
AR DI A PLEED KIFIZ EF7T 5 Z LA
THISD,

(2) ftRZFELZDER

GHRZER (BHRICEET S L)

KA BRAREAR - FEIE T 1A PEFF - fEBRIA ¥
Tva—u FREAZ SR AR ) R 2 8| & b i o e il R 2 9
B WYL DHD, %o
HRAR AL S 751

T x ) FT U UHER
2L Y — VSR E R
e
MAO BH A
VAFUV AKAIOEFANBEREND Z LT AF YV DF b7 o— 24 P450
Nd 5, (R D BEEERIC L Y . AAlD
RV EENDIBENLLH D,
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8. ElEFA

() BMEROBME

AT A8 AR A 5 oD BV I S8 BUBHEE 28 e & 7 DA 2 b L T 7

(2) EXBEIER & MHEIR

EXTEMER (HETE)

(2) RERE, $EE, . RPHEE. EILE Z))&)Ebﬂ’bé:&ﬁi%éo

@) HFEER (DR, 28%). BHES. B2EE. pEEs. BE, EFLH.

NG EIII G 2L 57 L @&@%%ﬁo_&

N5, BRENBDONEGEIIIRGEZFIET L L,

0)mﬁﬁ:@%m;D%%Wﬁééué:&ﬁ%é@f BEZ ATV, HELOEH
%%Kﬁﬁbﬁémﬁﬁﬁézkoit HEAMICB T 2R EEOZM R I LS
Hkiz . RERERE, FEE. IR, Tﬁ N W, EREORUERH S b s
_&#%é®f B 2P IET 2855121, A ICET 57 SEEICITY 2 &,

) ﬂ?"&ﬂﬂ%’L REEARFILI—VR ﬂ?@a?ﬁnﬁ%ﬂﬁi‘&)gbnézgzﬁg@éo F7- . FELRERED
FEICET LTV A REICES LEEA, RBIATLa—VAZRITENDHLHD

T, ZOX ) RBEAIIT5AE R L. @w%lé&&L@&mﬁéﬁﬁé k

BB e

KT, fﬁ HRRE. SEBREE. RELHLODNTLORENRHLDOT, REDBDD

6)—Hﬁmﬁﬁﬁu~%969ﬁ R MERTAMERES. £ b IOAIRERH LD
ZLENRBDHDOT, AR EEGETHHEAITVENGRMT S L HMEIITH Z L, B,
FACRBE L2V E . E@@% BHEELITV, TOHEFELZTEL T RN E OWE

Q) ZnnEIER

ZOHDEIER
BEEE A

IR - IR, HF WV, S60E, B, BHEK, TACVE, 15>, #f
PRI, S, RIR, Bk, OETUHE, JRIEE BMTRE . U v MR,

AR RRAGSIRR, FEES, L&, A2, EENEZL, MR, WRREIRE. O
f

FFF i ks RERE & (AST (GOT) 1H-. ALT (GPT) k-, LDH EF4) ., HJH

- Bl PE, BARAIR, A - R, R R. TR, R Boh. 8.
H&

BEUE B

FEH T AERL, M) O 5 B IRAR T ER

AR IRm. IRDOSE . ) RE

! Hg

KIg < O¥E

Z D 7). IRMRTEIE, FEIT, JE07. EIE. HRRINEE. JRPA. 13 TY ., WL

4) HBMEERARREERUVRRREBRE—
EER R L

af
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10.

®)

(6)

ERARE. GHE. EEERUVFHOAEFERIOBERREREAE

Rk L

YT LILX—IIT 5B RUHRE

AIXE LY ¥

1)

(25 (ROBHFICEFBRELGENIE)]
AFN DRSS LaEUE O BEEE D & 2 B

ZOtDEIER
BEEEAR A
BEE ®%
. efE~OERE
EhE~ORE
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VMR, EIR. BRIBFADERE
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3)

4)

PRI, ELR. RIBFAORS

Fh5 (35 HLLN) UTIEIRE L CW A ATHEMED & 2 e MElc IR, 18R B OB RSMEDN Gt %
BB EHENDEBICOBFEETEHZ L, BEERICHMOR Y OT7 B R EHF D
WEZ2Z T I-BEDORICHREA2AT L W EDREE 2 HE L -F2N 5 REEL ik L TH
BlIZZW L OBEZENRERE NS 5, ]

IEARB I O LI, IR L0 RN ERIMEE BRI D LB SN A S EICORKET D
&, (R UTEE RIS THAVRICHILAEE, mEt, JEEMK T, SERIEET, B
AR, WEAR, AR, MEENEH] - B F7 ) —B ., B, fRamE, IR RIAE.
BRE 2R Z3Z ERHEIN TS, ok, 2 b OERIEL, BEBUER S 2 W i3 E R
RIELE LTHESNDIBELH D, T, NP7 P RHH e I BEIE OB R
BRI ERHEIN TS, ]

SrMRRNE Lz a . HPERIARICEERER R S HDbid Z LB, Xy U7
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