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ALT Alanine aminotransferase
TI=UT ) N T AT 2T —E
AST Aspartate aminotransferase
TANGHRRT I ) VT AT 2 T7—F
AUC Area under the concentration—time curve
U — PR ] et R T T A
AUC (9-s) Area under the concentration—time curve from zero to 8 hr
$ 5.0 Rg & 8 IRF[A] 3 C DR B -IRF ] Bl KR F i AR
AUC (9-24) Area under the concentration—time curve from zero to 24 hr
G- 0 IF2~ B 24 W] SE C oDl B - FRF [Tl 1 i
CK Creatine kinase
TVLTFUoxS—F
Coax Maximum blood concentration
T v I H iR S
CYP Cytochrome P450
v~ @ A P450
LDH Lactate dehydrogenase
LI i /K SR 1 R
PTP Press through package
RMP Risk management plan
FESAL ) R 7 PR
S. D. Standard deviation
FEYE(R
SIDS Sudden infant death syndrome
FLO R G IR BESE e
tie Elimination half-life
TH 21 R
Thax Time to maximum concentration
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AEITRDO AT L D% U FABOTFEREOIREM TH 5,
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(QRS) ~N, NP AFN—1- (107 =) F TV -10-14 V) Fao-2-4F 355 -AF L
»V @2 b FapFrNryo—|)

(QRS) N, NP AFN—1- (107 =) F TV r-10-14 V) FaNo-2-4F 33,5 -AF L
VY (- FrFiRu Yy om— )

(2RS) N, V- AFN~-1- (10T =) F TV -10-A( V) FuaRr-2-45 3 3- (3-7)L
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(2RS) —N, MDimethyl-1- (10Aphenothiazin-10-y1) propan—2-ylamine 3,5 —methylenedi
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(2RS) —N, MDimethyl-1- (10Aphenothiazin-10-y1) propan—2-ylamine 3—
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'DJ\N M
CHa

CO:H

Ha
Rs

QRS) ~N VT AFN~-1- (I0FT =) FT-10-14)V) Frar-2-453I 5,5 -AFL >
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HYFALTINR
42 F2 : CHNO,
Sy 1 137. 14
TYRNTI ) T2
43 T2 ¢ CsHoNO,
4y 1 151. 16
WK T A
2 1 CsHioN40,
Sy 194. 19

FaAFZ AT LU FOLERE

o F A KL ¢ CasllaoNaS; « CisHi206
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) HUVFALTINR
2-Hydroxybenzamide
2) TENTI )T
M (4-Hydroxyphenyl) acetamide (IUPAC)
3) MAKH T =AY
1,3, 7-Trimethyl-1/#purine-2, 6 (34 7H) —dione (IUPAC)
4) TaRABTAF LYY FOLERE
%1 : (2RS) —-N, MDimethyl-1- (10#phenothiazin—-10-yl) propan—2-ylamine 5,5 —methylenedi
(2-hydroxybenzoate)
%2 1 (2RS) —-N, MDimethyl-1- (10#phenothiazin-10-yl) propan—2-ylamine 3,5 —methylenedi
(2-hydroxybenzoate)
%3 1 (2RS) -N, MDimethyl-1- (10#phenothiazin-10-yl) propan—2-ylamine 3-
(3—carboxy—4-hydroxybenzyl) -5,5 —methylenedi (2-hydroxybenzoate)
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2) T T )72 B4 RNIEHXZE—L
3) MARH T AL 2L
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HE~EH A DRERMEOHM R TH 5,
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KEEtF U U LERIZET D,
2) T T /) 7=
AL )=V T Z 7 —b (95) IZETRT <, KIZORBETIZK LK, Y2TF Az —T LiZhid T
BT W, KEE(ET MU o AT 5,
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7 a7V MIERTRT < K EOKEERE SUIEERE (100) ([Z00%TIZ<<, =% 2 —b (95) X
I F L —T T Y,
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MY ER e L
4) @R (DER). BR. BES
1) YUFALT IR
AS : 139~143C
2) TR T /)72
AhS 0 169~172°C
3) MoAKHT AV
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4) T AR AT L UY ) FILVERE

S K 211°C (5 fiR)

(5) EAIEEMREES
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2)

3)
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FYFATIRDY

pha : 8.9

TERTI )TV

phka : 9.5 (7 =/ — /L MKERRL)
KT T =AY

pha : 0.8

TUAL D AF LD FLERE Y
pha :9.1 (7= /) F TV UE)
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(1) ZDHDFE 4 RHEE
MR 7= A2 1 1.0g 2K 100mL ([Z¥E LT-#ED pH 1% 5. 5~6.5 T 5,

BN DERREFEHETICEITHAREMN
TRRARIUAF LUV FAEBRITHIC L - THEAT S,
WTHILORS & S, K, pHL. 2. pH4. 0 KT pH6. 8 [ZHBW\ T, 37°C. 6 RrfIZZETH D P

BSOS E. BED
fifesR kiR
) YUFALTIFR
(1) BAG (K : $6)
2) 7BV R b~ A EFE)
(3) SR PTHAR SE E IE v
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IROMBIN A7 S AIERE (BAED U o AEERITE)
3) Mkbh T A2
(1) # > =2 O ERG
(2) ATy FEUS GERY - EfRA, W 7o '=T RGN T CRER, KR U v AE
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(3) BESL (FAHEET MU U LAKOKERLT N Y 7 A K C)
4) THRAZUAF LUV FOLEERE
(1) AN PTHIRSE FE I E VA
(2) RABUX A~ bVRESE (Bl Y ¥ AEERIE)
A
1) YUYUFAT IR
TR 22 E 15
2) TRERNTI )T
SRS TR IR B T VA
3) MKH T =AY
WAL TEE (R 7 ) 2AZ (4 Ly FiliR)
4) TR RAF AT LU FOVERE
BALAEWEE e T s Ly =7 )« 7 U RZ AL F Ly FRIK)
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Flftz DX A
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(2) EFDHNERUMER

3)
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() ARG CEMRS) DEES K TFHMHA

= HEa~ME AR
LG/
HI F#HbE
®0=
HIFK EA%:9. 0mm  JEZ 5. Omm  FE R 266mg
sl = — K ZE22
#Ala—k
R5E44 v—x 1 Bl A EE
AR 7E22
(x| fmeta e R
# =8 v—x A A EE
Gy =k 7822,/ ¥ —x A
(PTP) ex: R
= =8 PA  TABLETS
V—F | A S eSS ST~ ROV LT~ —2 /GS1 2— K
SR D Y%

U . SEYE 50N BAE
BEFARR . AR - EEFRERBRECLVERT D L &, ZRAORBRICEA

Z it
PAPANA

KF DA

SEYJE L ¢ 265mg
M E E  16%LL R

o

T,

Y IVFNLT IR 135mg
oy« Gy HE 77 /)72 75mg
(1 &%) HE ®AKkD 7oA 35mg
TaAB AT LYY FOLEERE 6. Tomg
I ABEATIY, B Fexi 7o 1:°/1<12/1/D—7\\ raABLAa—AF R
T, BN ATT YUY TRV T A

(2) BREFORE

)

A= ROV

RE
Y L0
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RABARROEBRR VRS
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ki
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KR L
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(1) RYAREMHR”

BEETZRE - PTP AL (RV B E =T 4 VAR OT A = L5 Liztk, 7 IEROMICIE

L. \HEICANTZL D)
SERSAE © 25+1°C/60 = 5%RH

ABRTE H BRLARE | 1 4F 2 4 34 4 4 5 4F
PR (BE~MEE A O FEEE) RSN | RSN | RSN | RSN | RSN | RSN
HYFLT IR (T0%LL 1) | AR | AR | ARSI | AN | BRI | RSN
——" T RNTI 77y (85%LLE) | AN | HIRSIN | BIEEIN | BIESIN | RSN | BN
e A T = A (S5%EA L) | Bk | Bk | BURG PN | BIRG PN | BURR P | BRI
W G ATy T Wker | ey | e | s | s | Sk
i3t (80%LL E) | 7 ” ” ! ! 7
e N 100. 2~ [ 100. 1~ | 99. 6~ | 99. 6~ |100. 1~ | 98. T~
FIFATIR B (93~107) 100.6 | 100.8 | 101.6 | 100.0 | 100.6 | 100.1
- e N 99.8~ | 99.8~ | 99.3~ | 99. 4~ |100.0~ | 98. 6~
- TENT R 7= (W) (93~107) 100.1 | 100.2 | 101.1 | 100.0 | 100.4 | 100.6
J==N
99.4~ | 99.9~ | 99.5~ | 98.9~ |100. 1~ | 98. 6~
Al N [} ~
WA Z =4 () (93~107) 100.1 | 101.3 | 100.6 | 99.7 | 101.0 | 100.6
TUaARIDUAF LU Y F| 957~ | 99. 4~ | 99.5~ | 97.8~ | 98.5~ | 99. 2~
Bt (%)  (93~107) 100.1 | 100.2 | 101.2 | 98.1 100.1 | 100.3
1y b n=3 32>k
CUETERE « N T s (BRI AR o F L URRICHEE L, Bl L%, BEICANnEZLO)
SHERSAE © 251°C/60 = 5%RH
BRTE H BRIGHE | 1 4F 2 4 3 4F 4 4 5 4F
PR (BE~MEE A O FEEE) RSN | RSN | RSN | RSN | RSN | RSN
HYFLT IR RSN | ARSI | RSN | RSN | RSN | RSN
——" TENTI ) T2 HAEN | HURSIN | BUREEIN | BUESIN | RSN | BN
e A T = A B | B | B | B | BRI | B
R ey I APy T =y
Kot HAEN | HURSIN | BUREEIN | BUESIN | RSN | BN
e N 100. 4~ [100. 9~ | 99. 9~ | 99. 7T~ | 99. 9~
FIFATIR (B (93~107) | 100.6 101.3 | 102.4 | 101.0 | 100.9 | 100.6
- e N 100. 0~ | 98.8~ [100. 7~ 99. 4~ | 99. 8~ | 99. T~
- TENT R 7= (W) (93~107) 101.0 | 100.8 | 101.6 | 100.8 | 100.1 | 101.1
J==N
99. 8~ | 100. 7~ [100. 9~ | 99. 1~ | 100. 3~ | 100. 1~
Al N [} ~
WA 7 =4 () (93~107) 100.5 | 101.1 | 102.3 | 100.9 | 101.2 | 100.9
TUaARDUAF LYY F| 97,8~ | 99. 5~ | 100. 0~ | 98.3~ | 98.3~ | 98. 7~
Bt (%)  (93~107) 99.9 100.9 | 101.9 | 100.6 | 100.1 | 99.9

ey hn=3 3uavh




V. RFICEY HIEE

2) EagRETOREERR"

RIFSM: RERTEH BRAGIE | 2 WM | 1 %A | 215 H | 3 & H
FapN =
Mtk (A~ 3 DO FEHE) FRFEN | RSP | RSP | SRS | AT H
GBS I)
HUFALT IR (T0%LL L) | RSN | BIRE N | SN | IR IN | IS
i b T N7 7= (85%LA L) | JRAEPN | BIREIN | FRAS PN | RN | BN
. PN e (85%LL L) | HAAEIN | BIREIN | SN | BRI | BIESN
WE2C | W) S S A F T o I F
TRE jgim LR (80421 E) FRFEN | RSP | RSN | BUESIN | JRAE Y
A HUFALT IR 100.0 | 99.8 | 99.2 | 99.1 | 99.4
TR | TENTI ) T2 100.0 | 99.8 | 99.0 | 99.1 | 99.4
FRAFR | BRI T A v 100.0 | 100.1 | 99.3 | 99.2 | 99.6
%) |FaAEILAFLLUYYF
e 100.0 | 99.3 | 98.3 | 98.2 | 98.7
fEE* (N) (50N LA E) 95.7 | 106.5 | 106.5 | 110.2 | 103.4
PR (A~ A0 FEEE) RN | BURSY | BURE N | BURSIN | AR N
HUFAT IR (T0%LL L) | JRASPN | BAS N | FRAS PN | JRAE N | RSN
" T N7 7= (85%LA L) | JRASPN | BIESIN | FRAS PN | RSN | RSN
Mﬁﬁ)ﬁ*w7:4>/ (85%LA L) | JRARPN | BIAS N | FRAS PN | JRAE N | RSN
25+2°C TRRAEZRAF LYY T
o 75+ 5URH LR (80451 ) FRFEN | RSP | AN | BUESIN | JRAE AN
ST HUFALT IR 100.0 | 98.9 | 98.6 | 98.9 | 98.5
Bl ik EE | TENTI ) T2y 100.0 | 98.8 | 98.5 | 99.0 | 99.0
R (BT A 100.0 | 98.9 | 98.7 | 98.9 | 99.1
%) | TaRAEIAFL VY F
e 100.0 | 98.7 | 98.2 | 98.0 | 98.7
mEE* (N) (50N LL_E) 95.7 | 90.1 | 87.8 | 88.3 | 96.5
. 40 J5 80 f7 120 5
PRAFSRAE RERIE H EEpESS I obr | Ixenr | 1x - br
roXaiNtall b ok i te
Mtk (A~ 3 DO FEHE) AN | BN | SEEE | eEE S
(B AL | AL
HUFALT IR (TO%LL E) | BUEP | BIASH | BN | BUEN
i TENTI 7=y (85%LLLE) | BN | BN | BN | BN
Q%%)ﬁmﬁ7i47” (85%LL L) | HIFEIN | BRI | BN | BN
W 12001x TURAZD AT LYY T
ot R LR (S0%LL ) BN | BN | BN | BN
HUFALT IR 100.0 99. 4 98. 8 98.8
TR | TENTI ) T 2r 100.0 99. 4 98. 6 98. 7
FRAFHR | BN T = A v 100.0 99. 3 98. 6 98.5
() Zgé&yyf?vyyﬁU% 100.0 99. 1 97.2 96. 1
&N
mEE* (N) (50N LL_E) 95. 7 95.5 91. 1 96. 5
% BEH

REERVBBEORE N
BEALYAYA

fiuF & DEEE XL (MELFMNE)
A% LR




V. RFICEY HIEE

9. BHM

(1) BRERANEZESGRBE=HIHYFILFTIRIGnEg - 7L 7/ Tz Ing- BKHATTA Y

0mg - TAAZTUAF
A H R BR 1R
H AR R — Bk TE

BRS¢ Al #i5 %%
AR
AR E

L2 o) FILEEE 6. 15mg §81 DIRZIT T HBEEHE

- I HERER oS RLiE

50rpm
pHlL. 2 (AAEERBRIE DS 1 #K)
900mL

H € /K7~ 777 00— (IEE : 250nm)

SR AR FoRKIES L Y.

TR FHRE R R

P YFLT IR 135mg 70%LL I

TERNTI )T 75mg 85%L4
45 4y

MERT T = A 30mg 85%L4 I

TaRARZ U AF LY FoLERE 6.75mg 80%LL F

(2) REBEICEL S 4RIEICHEITHBEHES

7 R BR L

HAHR R 7 — i alBRi% - i AR /X FLik

E S S U EI T
B

%% : 50rpm
WK : pH1. 2. pH4.0. pH6.8, /K

PRERI S © 900mL
B E #E . mkr7e~ o7 40— (HIEKE : 250nm)
FEE . RHZEENIXIORTE@Y ThoTm Y,

120

pHL.2, 50rpm 120 ¢ pHZ.0, 50rpm

100 | _m& A n Lo v J e S — P P P 5
[ rF.J ad
.?7 ’
& 0T B 8
s &
E g0 | B g
- -~
% ——FATE % ——HUFATIN
4 —m— PR T 40 —a— 7Hh7I I
NIl EoANTIl
20 R PTARS VAR LS HUF AR R 20 e TR L U F LR IR
0 20 40 60 80 100 120 0 60 120 180 240 300 360
B IR (5) TEHEFRE (53
120 ¢ pH6.8. 50rpm 120 - ., BOrpm
100 | g e > al 100 F e = * A =
ir ;"
w0 g B WE
o] i oe] i
E 50 = g0
~ =
% —e—yuFATIH % |
40 —a— 7t 737 40 ——UFATIN
AT —a— FELTI
20 e AR F L U LR R 20 NIy
e IR AT LU UL BE AR
0B \ . . . . ) a . . . ,
0 60 120 150 240 300 360 bl a0 120 180 240 300 360
B () SELEERE (53

10. &4 - &%

(1) FENREGRE - &
A% LR

. NN ERORS - ARICET OER
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(2) a%

3)

4)

11.

12.

100 #& [10 #& (PTP) X 10]
1,000 &€ [10 £ (PTP) X100]

1,000 $& [Ads. N7, #HRAIAD ]

FlHRBEE
FY LW
REOME

ES e ME

. PTP RV E=LT VA, TILI =L
PTP /a1 . ‘ i : bl
Eo—ald [ TAI=UL RV ZFLUTIF—RT VA
NTaldE R R HERY =F Ly
(HLIRAIAD ) Frvs |HUZFLL

AR SN SEME
% L7

T Dt
A% LR
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V. ARICET HIEE

. ARICET SIHE

HEEXR TR
BEE S L <IF ERGERICHE O FRoER Ot K ORI
Sty SPAL W - MEERR. BRJR. BIERR. FHPR. JEEN

THEER I RICEET 5 E
FEEIN TN

RERUVRAE

(1) BERUVHEOHEDR
\WE. A IR 28%2 1 B 4REOEST 5,
ok, FEln. ERICX Y EEHEET 5,

(@ FERUAEORERM - B
M R L

AERUVEZEICEET HTE
WEINTWN
B PR AR
(1) BRT—H2/\ys5—2
MG R e L
(2) BRRRZFEIRHER
MG R R L
(3) AERIIERAER
MG R R L
(4) WREERVEAER
1) B3NSR
<higiRER (FERIAD >
TTERERMEIE L ZEEMRLEEERR COMERBGERIIRO LB THoT2, VYU TFAT

SRTEBINTTI )72 BRI T oA TURAZI U AF L DY Y FERS R (U
T, AR 13778 REHEBL THEICT SR NHRENT Y,

#* R Rk

Bl & Bk WA/
TR ] _ MK ] _ MR
TER st A R A R S &@4 R I /A R AT 42 &@*
&yt 63/73 86. 3 45/66 68. 2
A 44/48 91.7 23/44 52.3
N 58 53/64 82.8 37/57 64.9
SHH 41/45 91.1 34/47 72.3

X &G 2 RRRIC, SERDTHAR - B L 72 REG] & B RER] & LT,

BIVERZEAEEE T 3. 8% (3/80 f5)) THh o7z, BIERIZ, Bl 2.5% (2/80 ), R, 0¥ 1.3%
(% 1/80 f5i) ToH o727,
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V. ARICET HIEE

<ENEERER GEH) >
EIEGRE RE ., ERER) E2WENn7 60 EFICHONWT, B—=A AL 1[H 24881 H
4 [l NG LB O BRI IR DO LB TH o729 07,
OFER B el
IIEGEREIC A DD BIER O ER (KEL L) 12801 87. 2% (34/39 f51) . &LFf 62. 5% (15/24
1) . WH - MEBEYE 80.0% (28/35 4) . M 85. 7% (18/21 f4l) . BIHEE 75.0% (9/12 ). iR
84.6% (11/13 fl) FOFEEN87.5% (14/16 fl) ToH -7z,

H B % % % (%) C s ok
. 66.7%
A H (39) °$-m”m
41.7%
& M (24) D'—Dsz‘s%

M -MREAAR (35) 62.9%

80.0%

5 75.2%]_[
i 1)) 85.7%
58.39/]]-——[
B oA (12) ° 75,05
A ] 69.2%]].____]
(3 84.6%

£ s (16) BT.S%D
—1187.5%

ERBIERE
QO UEE
BAER DO UGEE Z A IR U 7e SR UGERE X, B - BRIMEG] 8 414 Br < A 20 MEFHmES]
52 il I 19 B, 2 s 22 B BRETGE 9 B Ch b R UELL EOMERIL 78, 8%
(41/52 ) ThH o7,

BEER (%)
e = s HE U 2 EEs AR 2
78. 8%
19 15 22 f 9 p1 2 51 0 1 (41/52 1)
QREIEH]

BRAMERB] 4 1] % b < 22 MR IER] 56 $1 -0 O IVE R R BB X 3. 6% (2/56 ) Toh -7z, EIE
X, IR 3.6% (2/56 f5]) Toh -7,

P31k 56 4]
RIVERFEELEIE (%) 2 %1 (3. 6%)
BIIVE ) oo FEE HRAL

@OFHE
U N OMERE 22 2 2 M B R FHIE FTRE T db o 72 52 Bl A FAEIZ BT 78.8% (41/52 1)) 12
BHENRRED LT,

HH=ZE %)

u Pi7
iz 6> CH A HH LLfH A AR L (=45 F)
78. 8%
17 4l 24 5 9 i 2 1l (41/52 f1)

2) ReUHR
DR L
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V. ARICET HIEE

(5) BE - WEMNHR
AL L

(6) amefEm

1) FERARERE (—REARERE. BEERARERE. FARBELERAER). AE&ERERT—24N
—RFE. WERGREBRABORNR
B R L

2) RAZFHELTEREFEODABRIIEREL-HAE - KBOME
FPAROASA

QIR
AR L
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VI. EHREICEY HIEE

VI. ExhEE(ICEH 3 5I1EH

1. EEZMICEESHDHILEVMRITILEYE
FIFNABEARNOT =V VROMEGERMERA., W7 =A, 7=/ F TP RILEW
HE  BEEO®H 2{LEMDOREE - hRFIL, BHOBETRXESRTLHZ L,

2. EB{ER

(1) EREM - fER%F
cHVFAT IR (BVFAERR) LT NTI /)72y (T3 72/ —/V%) 1. REME %L
RL., B\ EZBAIC L TR REZ, 8RR E R+ Y Y,
s TN R T = IR T ORIBPRICIER L, Bkt & R S e EVER 27310,
s T oA TR & OISR U, AR R L VR L 0 RS RE 2T I o 1Y Y
cTORABDUNE, T2 ) FTVUROPIE AZ I VAT, B A I UZFIREEAE LTI AX 2
AER R 1 W)

(2) EFEEMITDHREEMIE

D HUFATIRET y MRS T DA RRISIE CORRTT AU VD 7.5 5.7 U FE Y
D 2 FEREEEO EREZRLE Y,

2) TR b7/ 7x220F, UK TERY 2 v 7 ICLEFHEEO LR, 9y Ty =FEF
(EWNARFETE) LRZFOERIER, £z, 4 X, ELEY MIBWTHEWERARZED T
5 16)0

3) BT =AU, RIMEE TSR R ORHEERE D TLHE A K L, R RRCIRR ZRET 5, F
7. MOMIEEZ WD L OMEBIEZ IR T 5 2 &I X 5028 5 WM AENIR %9 5 7ERIC
L OEERRRRIER 28 10, &b, SERANCH T AMBEREZA TS (ke b)),
THXEANZREBRT, YU FAT I REDT =A OIS LY BEIRIEROBEENTRD bz 19,

4) Ta A BTN b A L R (MERHER, Y7 e KT 08 30 %) 2T,

(3) {ERSIER - Y
MR L
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VI. EMEEICET HEE

[

VI

1.

EWEREICRET HIEE

I AR E D HEFE

(1) AELAEDRRE
AR L

(2) ERERABR CHERRE SN I-MMFBRE
1) BEEEE
U FNT I REEMRNHERRHEEROKRE L YT AT I REOZEORHEWIL 1.5
~2 RE LA B PR BRI 2 . (BMEAT —4),
TR N7 X7z 0% 10~60 43 AP Fe i M R R B LS 2 L7t K9 8 IEfH & IC i P iXig & Al
BETER2< 25 Y WHEAT—4),
2) EYMEHNRIEFMERER
E—x Al AsE L PL LA R A, 7 0 A4 — N —{EIZ L) B — A Bl A REIE 2 §8, PL ELA PRI
lg (FUFATIR2M0mg 7 F7I /) 72> 150mg » KT 7= A2 60mg+ T HRAEZIL AF
Lo ) FOVERE 13. 5mg) HERERK A B ISR R BRI O & 5 L CA& M R AR IR 2 07E L.
BHNT-HMBNEENT A — & (AUC, Cuay) [T OWTHEEHRNT 21T > 7o FE 5. R O A1 20 [R) 2k
DR S durz 2P,
#* EMEhE T A —X

16

HE/NT A —H BEINT A —H
AUC (0—24) Cmax Tmax t1/2
(p g+ hr/mL) (ug/mL) (hr) (hr)
V—x A BAEE | 10.67£2.76* | 5.05+0.71 |0.9240.42|1.13+0. 39
Y UYFALT IR - :
PL B A FERL 10.30+£2.18" | 4.98+1.00 [0.79+0.26|1.19+0. 34
B—x A B A EE 9.38+1.59 2.21+0.36 |0.83+0.25|2.38+0. 49
TENTI )T .
PL fic & Fehr 9.52+1.25 2.21+0.33 |0.71%0.33|2.34+0. 49
v —x A BAEE 9.74+2.32 1.89+0.34 | 0.88+0.53(3.67%1.53
WS T = A =
PL fic & Fehr 10.07+2. 81 1.94+0.26 [ 0.79+0.33|3.68*1.05
TRAZIDUAF L | E—o A BEEE | 23.76E£15.44" | 2.72+1.57°(3.92%0.51 | 4.48%1. 25
UV FVEENE | PL BRATERL 23.51+12.80" | 2.76+1.58°[3.92+0.67 |5.38+1.23
a; AUC @-g b; (ng+hr/mL) c¢; (ng/mL)
(Mean=S.D., n=12)
(pg/mL)
7
m —— E—I A EEHR
I —— PLEEEN
5 Mean £ 5D., n=12
v
F
|7
£
r
A
5
* ]
o] 3 9 12 15 18 21 24
BFf (hr)
K B0 FT I FOIMmsERERER



auly
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VI. EMBEICET HIEE

[

(ug/mL)
3
i
w 2> . P—TAEAR
‘;: —4— PLESEN
b 2 Mean £ 5.D., n=12
=
; 1.5
/
=
T 1
>
Fid
&= 05
|
0 ' T — —8
0 3 6 9 12 15 18 21 24
fd (hr)
M 7R T OMETEERS
(pg/mL)
25 1
2+ —o— I ESR
—&— PLECSEH

Mean £5.D., n=12

MV AHNSBEE

0 3 6 9 12 15 18 21 24
Befesd (hr)

B MK T A O MSETRREHER

(ng/mL}
45
4 -
35 - —— E—I/EER

—— PLE&EN
T Mean £5.D., n=12

25

o8- ANENAS R nRNE- 3 - 1=

0 3 6 9 12 15 18 21 24
frsfed (hr)

X FaRABDRAF LY FOVERE O i EHES

i3 EEAE TN AUC, Coax DN T A —Z 03, PBRHE DI (RIEOTRIREIEL - HfH % OB S A
(&> TRALD RSN D D,
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VI. EWEEICEY HIEE

ONEE=
AR L

) BF - HAEOLES
AR L

2. EMEERBI/NTA—F

(1) BBAT A%
AR L

(2) IR RS
AR L

(3) HEEE L
AR L

4 2IU750RA
AL L

(6) FMEHE
A EE R L

6) Z0ft
LR L

3. B&H GREaL—Yav) @

(1) BBAT A%
AR L

(2) 185 A — S EBER
AR L

4, TR
) $YUFALTIFR
TR GARIESLCOITIT E A ERHEEN BRSNS © GEAT—4),
2) TeRNTI )T
ROBELHECHITHILE N ORI END Y GHEAT—4),
3) WAKHT A
MR L
<BE>
Y A
OG5 CRGICRINS D 7,
4) TaRAXDURAF L UY ) FOLERE
BRI L

5 9
(1) M i — B BE P9 @ @t
) YUVFALT IR
Pl v/
2) TERNTI )T
AXIZTE NI 7 ) 300mg/kg k&G L, 2 REfE# O/ mMEHRERIZIZEAED
M TIZIE L ThoT2 1,
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[

3) WAKkHT AV

<BE>

N7 xA

A XNZH 7 = A > 84mg/kg % MEFEPN B 5% 3 W] H O I i HH i & IMPNIRE D13 0. 93 ThH -7,
4) TR AR AT LU TR

<BE>

TaAKT

B1i+ 2% (w7 ),

(2) & — Ra BERA P @B 14

) YUFALTIFR
BRI L

2) TERNTI )T
BiT9 51,

3) MKA T =AY
<BE>
B 7 A
B+ o7,

4) TaRFDUAF LYY FOLEE
<HBE>
TaART
BT 5%,

Q) Et~DBITH
) YUFALTIFR
Pl v/
2) T rNTI /) 7=y
BHIHZT ' N T X ) 7 2 500mg HHEREORE Lz & 2 A, K 2 B ClmsEhiRiE, sl
3R mE s e o T,
REFL/IAE AUC 13 0.76 Th o72, FFEL 100m]l FIZI1X 2. 91 umol DT N T X/ 7= U R B
Too ZAUTRNES LIZED 0. 1% BEL B bhe®  GMNEAT—4),
3) WAKHT = A
<HBE>
B 7 A
6 NORBlLICa—t — (100mg DI 7 = A &2 EL) ZRET T, ARKMBZEORIF N 7 =4 VIRE
128, 2ug/ml T, B 100ml (SR 1%DH 7 = A LB L2720 GEAT—H),
4) TR AR RAT LU TR
<BE>
TaART
B+ o2,

(4) BEA~OBITH
SR L

(6) oo~ DFEITHE
) YUVFALT IR

W4, HCITIZE A E OISO T 5 Y GHEAT—4),
2) TR "NTI /)72

W HLPNTIEE A E DB AT 2 Y GMEAT—#),
3) MoKA T =AY

MR L
4) TuaRAXUAF LUV FOLEEE
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VI. EWEEICEY HIEE

AR L

(6) MIEBERHAE
AR L

6. X

(1) RBIERAL R U R EE

) YUFALTIFR
W AR AZRORGES, WIOBRETIE & A EERIREEAREICARE S v, BT TR @S L) 5
EZF5 Y,

2) T rNTI /) 7=
I CEIC 77 v CEEaEG R, RS RITAE S 5, 72, —#03 CYP2EL S5 L v KRk s
N NMTEBEFN-p XX oA e RD0, RN T VE FA AGEEZZT, AV T
— B L %,

3) MKA T =AY
<BE>
BT A
CYPIA2 IZ L B A F ALK OFRLIZ L > TR S, ATF ATV F o BB WIEATIVIRREE 725
28). 29)

4) TR Z AT LY FOUERE
<BE>
TaALT
g CEICT B AZ DU ZANERFRY REFAAF LT a A2 @ an s 2, FFREICEEC
CYP2D6 23854 % Y (in vitro),

(2) KBIcBET 58K CYPF) ONFE. FE5X
VIL 6. (1) fREIERAL K OISR | DIAS M

@) YEEBHREOFEERVZDEE
D YUV FALTIER
I C Rl gh S A =21 5 Y
2) TR T /)72
TR L
3) MWK DT A
TR L
4) TaRF I URAT L UY Y TR
TR L

(@) REMOFEOERRUELL, FELE
KR L

1. et

) YUFALTIFR
24 W LA IC B EIRE O 8 580D 90~100% 13 JR I HRM X B 23, RE(LIEROPEISRIL 5%LL N Th
%Y UMEANT—%4),

2) TR b7/ 72y
24 W LAPNIC A1 O #5050 85% 28R c e &5 @ UrEAT—4),

3) MK T =AY
<BE>
T xA
AFNEXV U TF U HDWVEATFIVRERE 2o TRPICHEES N D 20,
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VI. EMEEICET HEE

4) TaRAFDUAF LYY FOLEEE
<HE>
TaART
RPICIZEL LTTrAZ P A RXY RRg SN S  GEAT—4%),

8. FSURKR—A—IZEHT B1EHR
LR L

9. BHEIZLIREE
LR L

10 BEDEEEHET HEE
MAEER e L

1. Z0ih
MAER e L
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VI 2t (FALDEES) Y HEE

VI. ££tt (ERLOIEF) ICEBIHEE

1. ZERNBLENER

[

1. 84

11 REIFOT7E R T ) 720K EERIFEENEETLI8ENMNSLOTEET LI L,

(2.8, 9.1.3, 9.1.4, 9.3.1, 9.3.2, 10.2, 11.1.7, 13.1.1 &Z#]

1.2 KRNETENT I 7225 0MOER (—RAEELZET) EoffHIcEy, 72T
R 7 2 ORMERGICE D EEREEN BT BEINRHDL 0D, ZNHOHEA LD
O AR T A2 &, [11.1.7, 13.1.2 B8]

<P >

(D) 7T ) 72 2EERHEENRESINTEY . AFNIT BN T I ) 722807
LA THDHZ LD, BENLETHD P,

Q) T T ) 7= bG8 T 58K EMHAT LI EICEY, TR N T I 720 RNilEERY
RS (VT BFL-p- RV X ) oA ) ICLANFEENRKBTHB8F101H5 2,

2. ERABLETDER
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