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(3) AT L4 : psychotropics, phenylpiperazine derivatives

: —piprazole

BEXX(ERHERX

SN0 N0
() T

Cl
Cl
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5};¥‘it . C23H27C12N302
4y : 448. 39
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7-{4-[4-(2, 3-Dichlorophenyl) piperazin—-1-yl]butoxy}—-3, 4—dihydroquinolin-
2(1H) -one (JAN)
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a— R REEKS A
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TH B & OV B hfs IRF 1 7 H## 3 A% | 6 1A%
PR (FRoEHREAY FEiE) 1 A 1 A 1 A 1 A
fife R Bk 1A ey A A
i S B 1A iy A 1A
K2 — P R 1 A — — 1 A
iR A R 1 A 1 A 1 A 1 A
VR H B 1A ey A A
K5y ey — — ey
SB (95 0~105.0%) 99. 1~ | 99.0~ | 99.3~ | 99.4~
99. 5 99. 3 99. 4 99. 6
(n=3)
®7VESFY— L 0DsE6bng =S D
PTP @l : @¥ERE (KU 7Ly - 7 (T I48))
HH K O B 1ifs IRF 1A% | 3HA% | 6 W A%
MR (Ao FEEE) 1A ey A A
fife TR A Bk 1A iy A 1A
ol SR B 1 A 1 A 1 A 1 A
UK 2 — P R 1 A — — 1 A
R B 5 B 1A ey A A
VR H R 1A ke A A
K5y Ry — — 1 A
48 (95.0~105.0%) 100- 4~ 9.8~ 1 1002~ 0
100. 6 100. 0 100.3

(n=3)




AT

DRI RE (KU = F LR, BRA () T) AD)

HH & O B 4 ILF LB A% | 3HH% | 6 A%
PEIR (BB 0FER) bRy Ry bRy iy
T 8 ek Bk A Ry A iy
foll 2 B B ey Ry ey Sy
L 35— P R ey — — ey
Firy 2 5 bRy Ry TRy iy
T H B A Ry iy iy
Koy ey — — ey
4B (95.0~105.0%) 100. 4~ 99. 8~ 100. 0~ 100. 0~
100. 6 100. 1 100. 2 100. 4
(n=3)
@OT7 VTS5 — 0D 8 12mg [=F | ®
PTP @l : @¥ERE (KU 7Ly - 73 (FAI48))
H B & OB B hh B LA A% | 3HA% | 6 W A%
PR (72720 FE ) o=y ey ey ey
file R BB ey i A ey Sy
foll 5 3R B ey i A ey Sy
RIFN ) — Pk R B bRy — iy
Fry B 5 A Ry iy iy
Vs AR B ey i A ey Sy
Koy ey — — ey
G (95.0~105.0%) 99. 3 9§é§;v 925?;V 925?;V
(n=3)
N ASETRRE (R = F LUK, Al (U A L) AD)
H H & OB B 46 BF LI A% | 3HAH% | 6 WA
PR (W72 FE ) 1 5 ey i 5 i 5
T B ek Bk A Ry Ry iy
foll 5 SR B ey i A ey Sy
L 35— P 3R ey — — ey
Firy 2 5 by Ry Ty iy
T H B A Ry ik iy
Koy ey — — ey
&8 (95.0~105.0%) 99. 3 935%;V 9§§?gv 925?;V
(n=3)




@7 VST —/L 0D 24mg (=7 | 9
PTP A1 : AdETERE (RU FYrbLy - 7IAIE (7T LIN)

HH K OBLE B 4 IRE LI A% | 3HA%k | 6 W A#
PEAR (AL D FE §E) ey A A A
fife 78 A R ey A ey A
Holi i G I A e A A
LX) — PR R A A
A 8 3 R ey A ey A
B H R ey A ey A
Koy A — A
S8 (95. 0~105. 0%) 99. 7~ 99. 6~ 99. 2~ 99. 3~
100. 5 101.1 100. 6 100. 8
(n=3)
NTZ s mEERRE (KU = F LR, EA (U B SL) AD)
H B & OB B s IR LB A% | 3HA%k | 6 W A%
PRI (R D FEbE) A e A A
fife 78 A B ey A ey ey
i R ey ey ey A
LA 2 — PR A — A
A L RUBR A e A A
B H R ey A ey ey
Koy ey — — ey
S8 (95, 0~105. 0%) 99. 7~ 99. 6~ 99. b~ 99. 4~
100. 5 100. 9 100. 4 100. 9
(n=3)
B R AL BB & WL T2 R (40°C, MR 75%., 6 W HA) OfER. BmE O
Ll FICB W C3EMLZEETH D Z LR ST,




AR RE TR EME

T8EH - 1 7 LAl O EAILRE TORERRBIECOVWT (ER) ] IckT 27
ik &S HIC U, R EAEICHE VR L2/ R IZ LT oY Th b,

ARBREE - AMBL. SR, R, BHME (BE 3mg. $E 6mg. HE 12mg)

O7 IV ETF Y —NgE3mg [=F ) 10

TRAE ST RAFTE HE P A7 91 ] (EES
JRE | 40+2°C W RERE | 3 WA il L
[ s ]
[0.5 4 A ]
g | OORRET e e | 3 A |68, 129 5N IS ME T (KBS
25+2°C
(34 H]
68.1—31. ON I F (kM)
¢ 120 77 1x « hr | P - [UE R 25 il L
@7 VST —)LEE bmg =7 |
TR AF S TR AF T HE P A7 1 ] (EES
JRE | 40+2°C - REREE | 3 WA il L
[ ]
[0.5 4 A ]
85.8—36. TN I F (kM)
i 75+5%RH,/ . (34 H]
BEE | or o WA= BB | SR e as AN I IE T (B )
[ ]
(34 H]
RS (B
¢ 120 77 1x « hr | B8 - K8 R as il L
@7 VETT Y —)LEE 12mg (=71 ) 1P
RS RAF B HE PR AT I T (EES
JRE | 40+2°C - RERE | 3 WA ikl L
[ ]
[0.5 4 A ]
81.5—37. 6N I F (kM)
‘ 75+5%RH,/” . (37 A]
BEE | or o WA= BB SR a0 aN 1o IE T (L )
[ ]
(37 AH]
RS (B
3t 120 J7 1x « hr | B - K58 R 4= ZEAb7e L




HERIEE 4 8L . & (B 1%)
Q7 VIS — N 1% =) ¥

PRAT ST RAFTE BE PR A7) i S
IRBE | 40£2°C N R ERes | 3 VA 27 L
75+5%RH,~
‘\\/ ‘HA \"J‘I\j“:\/ . 3 /jﬁ-\‘ 7L
18 B o5 +9°C W - Bk A B 7r L
¥ 120 5 1x * hr | B - KRB R o A7 L

AERIEE AL, SE. R, BREErE. WHPE (0D £ 3mg, OD £E 6mg, OD £E 12mg,

0D &E 24mg)
7V EFFY—0DE3ng [=Fm) W
PRAT S PRAFTE BE PR A7 ] i
IR | 40+2°C W R BERE | 3 A Zi7e L
75+5%RH,~
e JEE St 3h ik L
i 954 9°C WG - A A Ak 72
3 120 & 1x « hr | 1B - [LEB R 45 7z L
®7VETFFS—L0DEEbng (=7 19
PRAT SR A PRA7IE HE PR A7 s
IR | 40+2°C W R BEREs | 3 A Zi7e L
75+5%RH,//
g HESE . 37 B2 L
i 954 9°C W - PR A Ak 72
¥ 120 5 1x * hr | B - KRB R o A7 L
@7V EFF— L 0DEE 12mg (=7 ) 1©
PRAF A PRA7TE fE PR A7 R bR
RBE | 40£2°C N R ERes | 3 VA A7 L
75+5%RH,/”
i S . 3 Ak L
i o5+ 9°C W - Bl A A 7
¥ 120 5 1x * hr | B - KRB R o A7 L
@7 VSTV —/L0D4EE 24mg [=F | 17
PRAF A PRIFIE HE PR A7 (s
RBE | 40£2°C WS- RER | 3 A 27 L
75+5%RH,//
W iiS 3H A2 L
. W - BRsiK A 24
¥ 120 /7 1x * hr | iBHH - [LIEB R 95 A7 L

CARERUVBBRORENL

AR

ChF EDESELE (MEEFMELR)

AR L



7.

B

R BT D RSt

O7VEFSF Y — LbE3mg (=) 1®
(TEREELOEMFHRENRRBRT A T4 B9 F 12 A 22 H EIEFH
487 7. FRK 13 4E 5 H 31 H —#fciE EFFHE 786 o, ¥ 184 11 A 24 H
—HIIE FEAFAFE 1124004 B KR OVERL 24 /£ 2 A 29 H —HMOE EEEAH
0229 %5 10 &) KO [ZENEL 2R ABEBRAOEYFHIRFEHERBRT A N7
AV VPR I24E 2 A 14 B EEFER 64 5, PR 24 4F 2 A 29 B Mt E HREF
AHE 0229 5 10 =)

BN RS D AR G — BGABER I ERBRIE (O8N RVR)
BN S
BRI DIRSE © 37£0.5C
ABR O R 2 900mL
A B : pH1. 2= A AHJE J7 ¥ R BR A 11K
pH5. 0= 7= McIlvaine O EE
pH6. 8= H AH & 75 ¥ HH AR5 2 1%
K
(B i : 50rpm
il A CEHRBREGEZERLZERIZ OV T, BUTIZRT (1) R ON(2) o A
iz T L&, WHBEHMBR%E LHET D,
(1) R H
OFEHERIFN A 15 53 AN -1 85% LA LW I3 2456
FRER LAY 15 4y AN ) 85% UL RIE 35,
O HERF AN 15~30 4312 V-45 85% LA LT 556 ¢
FEUERLF O SEEIV =R 60% M O 85% & 72 5 4 7 2
IRF AT F W T BRBR B A1) 0D S B s ) #8 8 ATE Y L) 0D S 25
MR +10% OIS 5,
OFEAERIFN A 30 47 AT F-45 85% LA EEEHI L 2 W54
BLE & 72 BB R LS d W R HE LK o S B IR M SR
50%IZ 3 L7a v & & ARHERFI AN E S - BRBRIFH 12 36
T DR D 1/2 OSBRSS 2 o7 37 2 2 R K&
UHLE S L= 3R BRI 2 30 T LA BR AL o0 SE R I HH SR
AR O PR R 6% OFIPHIZ & 5 2, T £2 BISk
DIED 61 LL ETH D,



AR R

(2) f 2 ¥ =

I A& PSR R F6 1T 2 AR B oD 8l & D EE HHHRIZD> W TL B

TOWThrOEMEZEAET 5,

a. BEHERIA O EEH RN 85% LA HICET 5 & &, B
FIDOSEHERHR - 15% OFAEZE 2 5 b O 12 Ed 118
LIFT, £25%D#iHZBEAD ORI,

b. FEHERIFN O SFLJERH DR B0%ITEE L & & BRI
DFEEHFELI% OFHMAZ B2 5 O 128 1ELLT
T, £15%OHFPAEBZ D HORR,

CREMERBR A R > TT IV E ST Y —LEE 3mg [=

7w LEERFAORBEB AR L, TOMER. ETOR
B W TR ZE B O RO E L HEZ M- L T2z,
W RANT A FICHETH D &AL,

BRI pHL. 2 I28B T 2 EH i (mean=S.D. . n=12)

(& ) 48 EE oif

el

100 A
80
G0
40 _ _ R
—— PUCTSJ =L Smel = 00 (262)
20 mn o= PUCT Y~ L iREmer = TOI (162)
0 O
0 15 30 45
ZAFME (57)
BRI pH5. 0 (2B 1T B BB AR (mean®S.D. . n=12)
100
80
G0
a0
—— FULTS =L 3mel Z 701 (24R)
20 - === PUE TS =L EmeT =70 1 (162)
0 &
1] 15 30 45
A5 (2)



BRI pH6. 8 (281 2 LA H AR (mean=S.D. ., n=12)

100
—— PUETSV— LR Imel =70 ) (288)
& 80 e O PUE TS L iREmel =0 (182)
H 6o
=
o 40
20
el B W S rooooee =l
0 [0
0 60 120 180 240 300 360
28650 (4)

BRI K BT FHE AR (mean®=S.D., n=12)

100 A
—— FUETF =B Imel Z 701 (248
i 80 _ .
! === PUETSY = L EREmel =01 188)
H 60
$

0 60 120 180 240 300 360
F2BEERE (5)

WHIZEENC B 5 L

@7V ETIF Y — g bng [=F ) 19
(TR EELOEM LR GEERBRT A R 742 a9 4 12 A 22 B [EHEH
487 &, Rk 134F 5 A 31 H —H#ciE BEIFHE 786 5, K 184 11 A 24 H
— e B AR 1124004 F K OVERL 24 4 2 H 29 A —HdE EEFEA R
0229 % 10 = )

AR 1k c BARSERH —RBUE R RBRIE (8 FLE)
B e
ARBRIE DI © 37+0.5C
BRI DR 900mL
AR it : pH1. 2= H AH R 5 i HEBRER 1 K
pH5. 0= 7= McIlvaine O #& &k
pH6. 8= H ASH &y J7 ¥ HIFABR B 2 ¥R
K
BRI OFEFE ¢ 1855 50rpm DA pHL. 2, 5.0, 6.8 KL TUVK
[FI#5%% 100rpm D5 4A pH5. 0



BRI R

C RBRRA ORI R 2 | R ERA| O PR R LT D,

TRTOBEHRBREM BT, UTOWT 00 LHEITHE S

THEE, EHEHBELUL WD LT 5,

OREHERIFN AN 15 43 AN 85% LA BN 2456
AERBLFI S 15 2y LAPIC ) 85% LA B4 5,

@IEHERIFN A 16~30 53121 85% UL LB I3 2456
FEHERLA O SEEJUS DY 60% L OY 85% T3 & 70 3 4 7 2
IR T 3N T RRBR L oD V2 24 3R 03 A v LR D S B I HY
KL% DHEMAIZH D,

OFEHERLF 2N 30 43 LLNIZ 4 85% LA EIEHI L 7Ze Wi &
UTFOWTNHOEEZHEET D,

a. HLE S 7= i B 1S 36 W TR Y LA o> S 84 I R 8
85%LL L& T0 % & & EMERAN DY H =D 40% kWY
85% 3L D Y4 72 2 B A B W T, sRBRBLHAI 0 1A H =
PMAEAERLF) D SRV £ 15% OFLPHIZ H 5,

b, BLE S U2 BRI RIS W) T, B YERLA) 0 5 1 H SR
50%IZ i L7pvy & & | ARVERFI S BUE S 7o BRI [ I2 &
J DR ERD 1/2 OV R 2 R 2 2Rk, Kk
OHLE S =R BRI IC W) T, RBRIE o L3 H ==
FEYERLA O S R 9% OIS 5,

CRIEERBRT A R A WS> TT I BT T Y —)LEE bmg [ =

o) CERERRIOREFE AR LT, TOME., 2 T0%
PEIZB W TIEHZEE OFLIEO Y E R MEZ - L T\,
it A O ZEENIELBL L TV B T L7,

ABRTE pH1. 2 1281 B E R H i #t (mean=®S.D. ., n=12)

100

80

60

40

—— PULFS3U—ILEE6mel ZF 0]
20 -=--0--- B E M| (2. 6mg)
0l
0 15 30 45
FARRE (9)



BRI pH5. 0 ([2B 1 2 LR H R (mean=S.D. ., n=12)

100
B 80
tEl E{] -
:
40
% 20 —e— FUETFV—LigEmeT =70
---0--- RN (R, 6me)
0o
0 15 30 45 60
2l EE ()
FBRIK pH6. 8 1231 2 W MR (mean+S.D. | n=12)
100
—— FUETSV = iE6mgl Z 0]
& 80 ( )
===0==~ FREENF| (A, 6mg)
t 60
2
% 40
20 000 o 0
0 T

0 60 120 180 240 300 360
EREE ()

BRI K BT FHE AR (mean®=S.D., n=12)

100
—— FUETSV= )L ER6mel =70
EE; 80 —e D= NSRBI, 6me)
60
$
% 40 -
20

0 T
0 60 120 180 240 300 360

AR (57)

FRABRIE pH5. 0 (100rpm) (2B 5 B H h#R (mean+S.D. ., n=12)

100
5 80 -
H
60 -
=
~ 40 o
%0 - —e— UL =L iEsmeT 27 0)
20 e EAH (RRFL. Gmg)
o o
0 15 30 45
AR ()



@7 VEFF Y — i 12mg [=F w20
(TR ERSOEY LN R EERBRAT A RT4 B 94 12 A 22 B EI3REH
487 7. Al 1345 5 H 31 B —HBIE EHFEIE 786 7o, ¥l 18 4 11 H 24 A
—HEIIE FEARFAFE 1124004 B R OVERL 24 /£ 2 A 29 H —HdE EEEAR
0229 45 10 &1 )

AR T 1k c HARSERH — RABUE R RBRIE (8 %)
AR S
BRI DIRSE : 37£0.5C
AERK O R 900mL
R : pH1. 2= H A 5 ¥ R 1R
pH5. 0= 7= McTlvaine O ¥EE
pH6. 8= H ACH J&j J7 ¥ HIFABR A 2 ¥R
K
RERIK OFESE : [Blf5EL 50rpm DA pHI. 2, 5.0, 6.8 K UVK
[[l#5% 100rpm DA pHb. 0
H i S e s AR BRI O S H R A AR MR R 0 SR R & iR S,
TRTOBEHRBRGEF BT, LFOWT oo LA ICHE G
THEE, EHEEHBEHUL WD LT 5,
OFEHERIF A 16 53 ANIZ Y 85% UL LW 3 2354 -
ARBR LAY 15 4y ANIZ ) 85% UL LiE 3%,
OREAERFI A 30 43 AN 85% LA EEEH L e WG
UTFTOWTFNroRAEITEET D,
a. BB S 72 sl BR R IS B8 W THE HERLA oo S8 P H SRR
85% A L&D & & WA O HEN 40% K
85% 13T D3 4 72 2 BF AIZ BV T, BBR LA 0 B H R
DIEYERIA OB R =R £ 15% OFEPHICH 5,
b. BLE SN -BBREEE IV T, EERE O FH IR H RN
50%ITIE L2V & & FEHERFI N E S 7o iR BRIF R 2 d6
J DR ERD 1/2 ORI R 2 R Tl S Rk, Kk
OHE SRR RIC RV T, BRBRELE 0 FH U H =
TEAERLE] O PR 9% OHPHICH B, 272 L, BlES
T2 RBR IR NS 5 0 TERHERA O I I Y 10% LA
DG BUE SV RBRIER T O L300 L, AR A 0 F
PIus Hy R 3 AR HE R O SER U 3R £ 9% O FEPHICZ B D,



NSRS CEEERBRATA R T A4 - TT I ET TV — g 12mg [ =
T CEERFIORHFB AR L, ZORR. ATO%E
HIZB W TEHFB O BRI HE R EL 2 L T eio®d,
] LA DV B T L TV D &Il L7z,

BRI pHL. 2 [2B T 2 L H R (mean=S.D. ., n=12)

100

& 80
H

60
:
— 40
% —a— FULTSYV = LR 1 2mel 2200

20 ---O--- A NF (RH. 12me)

0 [}
AR (4)

AR R pH5. 0 123 1T B E R H i #f (mean=®S.D. . n=12)

% —— FULTSU=LER 1 2mgT 200
===0--- e MH (F2H]. 12mg)

0o T
0 30 60 90 120 150 180

ZARE ()
AR R pH6. 8 123 1T B F IR i #f (mean=®S.D. . n=12)

100
—e— FPUETSV-ILER 1 2mgl 2701
%2 80 .
H ---0--- I ENH (EHR. 12mg)
60
=
40
20
20
UD@HIH}E {] L} 1

0 60 120 180 240 300 360
R R (5)



REBRIR K ITBIT 5 R (mean®S.D. . n=12)

100
—— FUETSY=)LEE12megl =70
% 80 ( )
. ---0--- FAERHI (EEH. 12ma)
60
$
% 40
? [QIEU‘G'D—“D—»—»D'_I_D
0 @

60 120 180 240 300 360
B (5
A BRE pH5. 0 (100rpm) (28T 5 FHEH HHHR (mean®S.D. . n=12)

=]

100 A
= 80 A
H
60 A
24
40 _
% —e— PUETS— L 12mel =700)
20 ==-O--- S (EH. 12mg)
0 O . | .
0 15 30 45 60
2B EFAE ()

@7 IVETITIS—=# 1% [=F a2V
(M3 RIS DAY F R SRR AT A KT A4 a9 4 12 A 22 B [E3REH
487 5. FRK 13 4R 5 A 31 B —¥idiE BEHEEIEE 786 7. Pk 18 4 11 A 24 H
I E EREAFE 1124004 B R OVEAL 24 £ 2 A 29 B —HdOE AR
0229 45 10 51 )

AR 1k D AR F — RRBUE R RBRIE (8 FUE)
B e
ARBRIE DI © 37+0.5C
BRI DR 900mL
AR it : pH1. 2= H AH R 5 i HEBRER 1 K
pH5. 0= 7= McIlvaine O #& &k
pH6. 8= H ASH &y J7 ¥ HIFABR B 2 ¥R
K
BRI OFEFE ¢ 1855 50rpm DA pHL. 2, 5.0, 6.8 KL TUVK
[FI#5%% 100rpm DA pH5. 0



B LES

: BRI O TRV R 2 B VR O TV I R & T B

TRTOBEHRBREFICEB T, U TOWT 0O KEHEITHE G

THEE, EHEHBELUL VD LT 5,

OFEHERIF AN 15 43 AN 85% DL BN 2456
AEBRBLFI S 15 2y LAPIC ) 85% L Bis 4 5,

@IEHERIFN A 16~30 53121 85% UL LB 2456
FEHERLA O SEEJUS SR DY 60% L OY 85% T3 & 70 3 Y 7 2
IR T 3 VN T RRBR B oD Y2 25 3R 03 A v LR D S B I HY
KL% DHEMAIZH D,

OFEHERLF 2N 30 43 LLNIZ 1 85% LA EEEHI L 7Ze Wi &
UTFOWTNHOEEZHEET D,

a. HLE S 7= i BRI IS 36 W TR YE LA o0 S 84 I R 8
85%LL L& 70 % & & EMERAN DY H =D 40% kW
85% 3L D Y4 72 2 B AU BV T, sRBRBLHI 0 v H =
PIAEHERLF) D SF VS £ 15% OFLPHIZ H 5

b, BUE S U2 BRIFRTIC ) T, B YERLA) 0 5 14 H SR A
50%IZ i L7pvy & & | ARVERF S BUE S e R[] I2 &
J DR ERD 1/2 OV R 2 " S 2Rk, Kk
OHLE S - RBRERE 2BV T, RBRIE o L3 H ==
FEYERLA O S R 9% OIS 5,

SRR A R A - TT I T T — L 1% =

o) PHERERFIOREHEBR AR L, FORE. 2TO%
B W TR OB ERELTE - L W),
R OV B TELL L TV D S LT,

BRI pHL. 2 \Z BT B LB EH i #R (mean®S.D. . n=12)

10 — .
80
60
0 —e— FUEISU-ILE1%IZT0)
20 ---0--- AN (RH. 1%)
oo
0 15 30 45
AR (47)



BRI pH5. 0 ([2B 1 2 LR H R (mean=S.D. ., n=12)

100
= 80
H
60 -
:
% 40 —8— P TSV=ILE %I Z00)
~ 20 -=-0--- A NF (R, 1%)
0 '
0 15 30 45 60 75 90

AR (9)
AR R pH6. 8 1235 1T B F IR H A #f (mean=®S.D. . n=12)

100 —e— FUEISU— LB %M =)
% B0 ----- BRI (R 1%)
H

60
=
40
%o
20

0 I]g . . .

0 &0 120 180 240 300 360
FZERRE ()
B K BT A EHE AR (mean®S.D. . n=12)

100 —e— FUEFSJ=IE 1% Z70)
5 80 ==-0O--- {0 (. 1%)
H
60
$
ﬁ 40

20
]

0 60 120 180 240 300 360
R (5)

FABRIE pH5. 0 (100rpm) (2B 5 W H h#R (mean+S.D. . n=12)

100 A
i 80
H
60
=
—~ 40
?r;i:» —a— PUETFSJ—=Il sl =70
20 —--O--- N (. 19%)
0 O
0 15 30 45
B (9)



WHZEENIZ BT 5 A 5

7V EFFY—0DE3mg [=Fm) 2
(TEFEIESOEY PR EERR T A R7 A4 V0 ERR9OH 12 H 22 B [EHRES
487 75, VK 1345 H 31 H—#BekiE [E3KBFREG 786 7, PRk 184 11 A 24 H

—HRME R E A

0229 % 10 77 KO TE &R 28 0 ER A O LY 70 R SRR T A N Z

1124004 2K OVERR 24 422 B 29 H — ik IE 3KA R A%

A2 PR 1242 14 BOBERRFER 64 5, PRK 24 42 2 A 29 A —EIMOE RKRSE

AR 0229 25 10 7= ])

AR T 15 D ARERR T RBRIE TR AR TR (0% RLiR)

=SS

ARBR OIRE © 3710.5C

R OE  : 900mL

R iR :pHl. 2= A R/ H s HRABRE 1K
pH5. 0=y 8 7= McIlvaine O #EHi%
pH6. 8= H AHKJ5) J7 I e BR o 2 WK

7K

AN O 555 BRI pH1. 2, pH5. 0 DIGE BBRERA - 1 82/1 ~ > L

BEUERLA] - 1 8E/1 Ry kL

R BRI pl6. 8, KDGA ARERIA 2 88/1 Xy
MR 1 BE/1 Ny oL
(B i : 50rpm
) e e EHERBREE T ENIC OV T, BLFIZRT (1) L ON(2) O FEHE

EiFT L E WHEBARE LHET D,
(1) 97 i3
DEEHERAIA 15 5y LIS T4 85% Bl LIS HIT 5 55 -

FRERILAI AN 16 23 LNIZ ) 85% LU EIsH 35,

OFEYERIAN A 30 57 AN 48 85% UL B HI L 72 WG & -

BUE & du 7o BB R ] 12 d6 W TAR ME LA o S B ¥ 1 2R 8
50% (23 L7gv & & FRHERF S BUE & o sl BRI R I2 38
T DR RO 1/2 ORI AR A2 R 90 Y 2R R K&
OHLE S 72 BRI I d5 U T RRBR B A oD 2 B I H =6 23
IEERA OB E MR 6% OFPFHICH H, 7272 L, HiE
ST ARBR I ] I 3 W\ TR ERLA O S I =% 10% LA
TOEE . HE S BREE T o Ha il L, s A o
IR H R DPSARVERF O P R 6% OFEIHIZH 5,



(2) 18 % D =R

I A& PSR R F6 1T 2 AR B oD 8l & D EE HHHRIZD> W TL B

TOWThrOEMEZEAET 5,

a. FEHERLEI O VR H RS 85% LA BICET D & &, RBRER
FIDOSEHERHR - 15% OFAEZE 2 5 b O 12 Ed 118
LT, £25%DHHZE A5 b DR,

b. FEAERIF DO SF IR ER DS 50% I LRV E & RERELHI
DFEEHFELI% OFHMAZ B2 5 O 128 1ELLT
T, X15%DOHFAZEBZ D H OB,

D[RR TA R IA > TT UV ES T — L 0D 8 3mg
(=7 nm ) LIERERFAOBEHEB 2K LT, ZOMEK, &£ 7T
DGAFIT I W THE 2B O [R5 O E L UE 2 72 L Tuv7z
7=, WEFNIEDFNICEETH D &L,

AR IR pH1. 2 128 1T B E R M A #f (mean=®S.D. ., n=12)
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BRI pH6. 8 (281 2 LA H AR (mean=S.D. ., n=12)
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WHIZEENC B 1 2 L

®7 V77— 0D bmg =7 2
(TR ERLOEM LR GERBRT A R 742 L9 4 12 A 22 B EHEH
487 5. WAk 13 4R 5 A 31 B —#idiiE BEIEEFEIEE 786 7. PRk 18 4 11 A 24 H
—IBYE HEREFATE 1124004 5 K OEAL 24 4F 2 A 29 H — it E EAEFEAR
0229 %5 10 5] )

AR 1k D AR S — RRABUE R RBRE (8 %)
AR S
ARBRI DIEE : 37£0.5C
BRI DR 2 900mL
AR it : pH1. 2= H AH R J5 i HEBRE 1 K
pH3. 0= 7= McIlvaine O EE
pH6. 8= H AH &y J7 ¥ HIFABR A 2 ¥R
K
e #5244 : 50rpm



BRI LA 00 T 7 1 56 e B R L) 00 PR T 1 3 & LER T

TRTOBEHRBREFICEB T, U TOWT 0O KEHEITHE G
THEE, BEHEHNELL TN ET 5,
OFE LA 7S 15 53 LNIZ - 85% LA B+ 2 56 -

B ELA 28 15 53 LANIZ ) 85% M B¥E 4 5,

OIEHERLF 7S 30 43 LLNIZ 1 85% LA B L 2 W&

UTOWFNnDRMEICHEET 5,

a. HE S N RBREE I B W THEE R o SE B ¥ SRR
50% LA | 85% 123 L7y & & | EEVERLAI AN HLE S A7 R
R 36 1T 2 I R D 1/2 OS8R H 3R 2 7R 9738 24 7
R, S OVHLE & 4L 7o BBRIRE I L 36 W CRRBR B o0 2 B
H SR SR HE LA O SRR S 2 12% O#PH I H 5 . XU
2 BB OMEN 46 LLETH D,

b HE S =R BREERIC B \) C L FEERAE O IR R
50%ITIE L2V & & FRERFINHE S L7 BB I X
T DR ERD 1/2 ORI R 2 R T S 2Rk, Kk
OHLE SRR 2B W T, RBRLE 0 SEE ¥ H ==
FRHERAN O H R 9% OFPAIZ H 2 2>, T £2 B
DIEN B3 LA ETH D,

D AR A RT A4 > TT VBT T Y — )L 0D $E 6mg

(=7 m ) LA OB N8 & ik U7z, = OfE R pHL. 2,

pH 3.0 KUY pH6. 8 FABRIK (W3 4L H 50rpm) T, AEAERIA] &3

BRELK OV ZE B OFBIERFE D B, K (50rpm) Tl

FRPERRBO DL odz, Ik BEMRAS 24 L L
AW IR PR TR M RANI A FERICRE TH D 2 &
DRI N TND,

BRI pH1. 2 1281 2 E i #R (mean=S.D. |, n=12)
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BRI pH3. 0 (281 2 LR H R (mean=S.D. ., n=12)
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@7V EFF— L 0DEE 12mg (=7 =) 20
(M& I EHE S DA REMERBR T A RT3 4 FR9E 12 7 22 0 EIHRESR
487 &, PR 13475 A 31 H @Ik [EIEAFEFH 786 %, Pk 184 11 A 24 H
—ERUE FEHEAIEH 1124004 5 K OVFEL 24 4 2 H 29 A —ESOE AEFAR
0229 % 10 % )

R 1k c AARE)E T — R BRIEE R BE (8 Rvik)
BN S

ARBR OIRE © 3710.5C

RO 900mL



BRI

AR IR ORI

SRS

:pHl1. 2= A ARIE R H I HRERF 1K

pH5. 0= ¥ 7= McIlvaine DFEE IR

pH6. 8= H AL &) J7 ¥4 HIFBR 55 2 iR

K

[Bl4A%% 50rpm DA pHL. 2, 5.0, 6.8 LUK
B854 100rpm DA pHb. 0

: BRI 00 P Vi HL 3R 2 A 0 R I R & BT B

TANTOEHRREMEIZTEB T, LTFTOWTF oL IES

THEE, BEHEEHAEHML WS LT 5,

OFEHERLF S 16 43 LNIZ ) 85% UL ¥ 554 -

ARBR A A3 15 23 AN 8 85% LA a3 2 7, X 15 %
(23 1T 2 5 ) oD S 24 S H R 08 R YR B D SRR M R
15% DO FEPHIZ & 5

OIEHRERFN AN 30 3 AW 85% UL LI L7226
UToREBEIZHEAET D,
BUE S o sl T do W T BR BB o0 ST 2 tH 323 50%
ICEE LW e & EERFINBE S RIS 1T 5
PRE = o 1/2 OV R 2R3 G ek, R OHUE S
AT B T ARBR LA 00 SR B8 H =R AR HE L oD
R ER £9% O FPHIZ & 2 H X £2 BIEL o fE s 53 DLk
Thbd, 12770, HESHZRBREEIC B W TEAERLE o
PR3 10% LA T 056 HUE S 72 3BR IR [ C o 23 E A
L B S 39) 0D S22 s L o3 ) A 1 1) D S B I HH 2R 4 9% D i
HIZH 5,

SRR A R IA > T T Y EF T — L 0D 5 12mg

(=7m ) LEEERAIOE B 2 ik L7z, £ OR5R, pHl. 2
Jo OY pH6. 8 BBRIK (W34 h 50rpm) T, A AERLE & SR LA
DIEHZFE OEEMENRFR O Sz, K (50rpm) OV pH5. 0
BRI (50 K& O 100rpm) TITFBMEN RO b o7, 70k,
(e N S S - Oy e ot 7/ S D R Y o Gl s S T T i
AL ETH D Z EBERIN TV,



BRI pHL. 2 [2B T 2 L H R (mean=S.D. . n=12)
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FABRIZ pH5. 0 (100rpm) (2B 5 FEHEH h#R (mean+S.D. . n=12)
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BN BT B[R

®7 VSTV —/0DEE 24mg [=F | 2
(TEFEIESOEY PR EERR T A R7 4 V0 ERR 94 12 H 22 B [EHRES
487 . WAk 13 4R 5 A 31 B —¥idiE BEHEEIEE 786 7. PRk 18 4 11 A 24 H
— I IIE EAHEA R 1124004 B ROV 24 4F 2 29 A —HIF SRAHA R
0229 % 10 & KON [Z@&NRL 5% 0 EERAOEYFRIFRSFERBRT A FZ
A2 R I2F 2 A 14 HIESEES 64 5, VR 24 F 2 7 29 H —HkIE AR
5% 0229 %5 10 5 )

AR T 1k D BARSER G — R BUE R RBRE (8 FLE)
BN S S
AR OIS - 37£0.5C
ARBRK O R 0 900mL
BRI : pH1. 2= H A5 5 ¥ B 1R
pH3. 0= 7= McTlvaine O ¥EME
pH6. 8= H AHKJF) J7 I B 2 K
K
[EIE 2= : 50rpm
il A e CEHRBREEZERLZERIC OV T, BUFICRT (1) R O(2) o F %
Ao 9L & WHBEBFEE L HET D,
(1) R H
OFEHERIFNA 15 4y AN 85% LA EES T 2454 -
ABRRAI Y 15 43 ANIZ 1) 85% UL LiE 3%,
OFEHERIFN A 30 53 AT P15 85% LA EEEHI L 22 W54
HE &7 BRI I W TRE HERLA o S IR R
50%ITIE L 72\ & & FRMERFIANHUE S 1L 72 BB I 3
T2 FIE R D 1/2 O FEJEE R & 7R 370 2 e R K
UHLE S 7= 3B 12 3 T LA BR L o0 SE R 3 HH SR
g9



T HERLF 00 S ¥ 3R + 6% D FPHIZ & 5 A, X% 2 Bk
DEN 6L UL ETH D, 277, BEShERBRERICE
W CHERERIF O SRR 10% L ToHE, HESHh
7= BB R C o0 A FEAM L SRR LA o0 R VA R )3 A vE R
FIDOSELJEEHH 6% DFFAIZH 5,

(2) 18 % D ==

I A& PSR R F6 1T 2 AR B D fiEl & D EE HHHRIZ D> TR

ToOWTFNHOERAEITEET D,

a. IEHERIF O SEHEEHI RN 85% LA HICET 5 & &, W
FIDOSEHEEHE E15% OFEEZ B A 5 b O 12 18
LIFT, £26%0#iHEZBEA Db DR,

b. FEHERIF O SELJERH D B0%ITEE Le & & R
DL E 9% OFFHAZBEZ 25 6 O 128 1ELLT
T, £15%DHFHEER 2 H DR,

ENERES D RIEMRBR AT A RT A - TT VBT T — )b 0D §E 24mg
(=7 m ) CEERAIOEHES 2B L, TOREK. &7T
DFAFIT IV T HZE B O [ M O E R E L G- LTz
. i FNT A FERICFEETH D EHE LTz,

ERIE pHL. 2 1231 2 FHE i # (mean®S.D. | n=12)
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BRI pH6. 8 (281 2 LA H AR (mean=S.D. ., n=12)
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9. HAIPOEMRS DHEERRE

TUVETTY—EE3mg (=71, [FE6mg =71, [FE 12mg =71 |

(1) #8 4k AT AR W e B I 14

Q) #Era~ ST 7 40—
TIVET T —L# 1% =71

(1) #& 4k AT AR W e B I i 14

Q) Era~sro77 40—
TYVETTY—L0D8E3mg =71, [[OD&E 6mg =72, [FODBE 12mg [ =7
|, [A] OD & 24mg =71 |
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V. REICET 5ER
1. MEXIFTHE
A S A
BB B 2 6 1 2 B R o o
2. FERUVHE
(#r & R FAE
WE L, RACIET YV ET T Y=L LT 1 H6~12mg ZBBAHE. | H 6~24mg %
MEFFREE L, L RIXT 2 BT TROKE T 5, ok, T, ERICEV#EE
BT 228, 1 HEIZ 30mg B2V &,
(BBHEEICH T IBRERDSEE)
WH. RACIEZTIE STy — b LT 12~24mg %2 1 H 1 EREAOKET 5, B,
BAG B 24mg & L. Flp, SERICE 0 EEHET 225, 1 B &1L 30mg #8272
Wk,
1. Ak - AEICEET 5FE
(FhREE)
11V RFIDNEFIREICET 2 TICH2EMZET 720, 2 HRELINICH & L 72
W EREFE LY, [16.1.3 2]
($ & KB
1.2 KENOEGEIVLERE/NRERD XD, BEITLICHEEICBLE L 205 FHH
THZE (WEICIDIDROWMITMIES L TR ] [17. 1. 1-17. 1. 4 Z ]
1.3 OPAEHIFIEN D ARNCEL T HHEF LD &, oI E RFEDIRKE
Bt 2 BRECREMEANEHIH LT WD, 20X RBRFETIT LV EEICE
WEBLZ LN OHEEZRAMHT L L,
3. EREKRIR

(1) BBERT—321\v 75—
M ER R L

(2) EREKHHE
M ER R L

(3) ERRREEHR
ZUER L

(4) BERMKER
HMER L

(5) HRIALMEER
1) BEALLTHERIGHER

M ER L



2) HLEEER
U EE L

3) REMHER
Y E R L

4) BE - RERHER
AR L

(6) AEHIER

1) ERARGERE - FEERARERE (BHIRE) - ERTREREAR (h
AR 1% B PR A BR)
U EE L

2) RRBEFHELTEREFEOANERIFTER L-HBROBE
U EE L



VI. EMEBICET HIER

1. EEZPHNICEEHHILEMXIIILEYEH
UAXRY Ry Xuxva JdG@EKYy, 7oF 77~ L@, 7 0% e
N/ =0 B < )

2. EIEKER

(1) EREG - EREF Y
TIET I = VI RV DR/ T A=A N THDH, TN T K33
VISKEICHE STV D & XTSI D B R IR E RIS ER L
RANI VR RERE S D,
5-HToy ZBET 2 T =2 MERAB IO 5-HTu S BHEEE 7T T =2 MEA %
b b, BIEERIC B BERMERICOAZITH D,

(2) EMEREMTIHBRBE
FEERR L

(3) YEARERM - FikrMH
UGB L



VI. EYENRE

EICB Y A

1. MPREDHR - AEE

(1)

(2)

(3)

ARLEAMGOFRE

BRI L
&= I R E E R

O7IVETrIy—gEeng (=7 o), RS 12mg =7 1)

AR i, 7TVET I —NbEebmg (=7 8v ) 218 (TVETT
Y — /L& LT 6mg, n=18) AR OBS L7-KFo Tmax (34 3. 89
DT ETTY =g 2ng (=70 1 (TVETFTY—LE LT
12mg, n=19) HaAERHIIRE OG5 L7ZFEo Tnax 135 3. 79 BEfE 20 TH - 7=,

Q7T IETIIS—LE 1% =701
@%WA%%K\TUffﬁf—wﬁl%fzfﬂj%0@(7UET§
V' — L& LT 6mg, n=20) HoERFIZEO#KE LZREO Tnax X/ 3. 50 HFfE
W Thot,

@7V ESTV—)LOoD§E6ng =7 1|, [FODEE 12mg =7 12|
AR FIZ, 7V EFFY — L 0DsEbng (=7 v 218 (7S
T =)L L LT 6bmg, KH VG n=20, K72 LE5 n=19) HEREEFZKD Y
KLOKZ2 L TRAOKE LIZRFO Tmax 124K 2,90 R &K O 4. 53
BEf 2, 7V T — L 0DEE 12mg (=7 v ) 218 (TIVETT Y —
e LT 12mg, KDY FE n=19, K72 L#E G n=42) {fERKIZKD D KT
K7L TREAFELG LIEFRFO Tmax (XZEAZ A 2. 84 K] L UK 4. 69 K]
W otz

BB CTHERIA-OPEE

W FR R EMRBR T A R T A

O7VEFFY —AbES3mg (=7 m | ¥
(IME &N R 28 A EIRRA O LY PR FEEREBR T A N7 14 (FR 24
20290 FEEFEAI 0229 5 10 %))

TV — EE3mg =7 v X, 7TIES T Y — L bmg =7 1 |
AIEEMERAIL Lo L& BEHEFHNE L EMTFNICRZE L B I T,
V. 7. ¥ M) OES M,

Q7 IVEFT Y —)LEEbmg (=7 | 19
(IEBEELOEM TR EERRT A FT7 4 944 12 A 22 A &
FEH S A87 5. Wk 13 4E 5 H 31 A —#ickiE EHEHKE 786 5. Fhk 18
LA 24 B —¥#EkiE EAFEEIE 1124004 5 R OVERK 24 £ 2 A 29 H —
HUE EEEA 0229 5 10 5 )



TIET TV =g bng (=70 LEERFOZAZEN 18 (T VTS
ZY =L Témg) .24 2 D7 o A4 — N—iKIZ X0 HEEERAS T
MR HEER ARG LT LO/MS/MS B TR 7T IV ver Iy — L iRE %
WE L, BoN-EMERE T A —% (AUCo-1esn. Cmax) (Z2-2UVT 90%
15 W X BB CREGHIENT 24T > 75 3. log (0.80) ~log (1.25) O #iPH

NTHY . WHlOEY PR EFEEDHER S,
(ng/mL)
40
ml -
i —e— FUETZV =) §t6ng [=70])
7 s AU (AL, Gne)
1J Mean£s.D., n=18
e
7
>
-)}'
J|L
p|
B
0 T T T T T T T
0 24 48 T2 96 120 144 168
AsE] (hr)
PIENT A —X BENT A —X
AUCoﬂlaghr Cmax Tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
TIETT— 1,213. 6% 24. 843+ 3.89+ 48. 76+
B 6mg (=7 | 379.0 4. 883 2. 17 12. 35
2 UE LA 1,291.8% 26.401=*= 3.89=* 48. 46+
(BRI, 6mg) 497. 8 5.905 2.91 12. 44

(Mean=*S.D. ., n=18)
if B5E £ % BE N ONS AUC, Cmax S5 D /85 A — & 1E, #BRE ORI, (KEORIEIEK - B
% DR GIC L > TR D AREESSH S,
@7V EFF Y — g 12mg [=F ) 20
(MR EISL O LY PR FEERRT A R4 94 12 H 22 H &
S 487 B, Rk 13 4F 5 A 31 A —#kiE PEIEF I 786 5. ok 18
11 A 24 H—EBdiE SEBBAIRG 1124004 5 R OV 24 452 A 29 H—
HCIE HEAE A 0229 5 10 7))
TIVETTY—VEE 2mg =7 m ) LEERJOZAETN 18 (T S
FY =l LT 12mg) %, 2K 28D v 24— N—yEIZ X0 R A S
TAHE R BERE N5 L C LC/MS/MS JEIC Tl 7 U v 7 v — LR
ZRE LT, B O EWENRE T A — & (AUCo— 168 Cmax) (22T 90%
1B EIVE IS THEGHIEIT 24T o 72 K. log (0.80) ~1log (1.25) il
NTHY . WHlOEYFREFEED R S,



(ng/mL)

80 -
m
3
ch 60 - —— FPUETSI—NgR12mg [=70O)
Y --a-- IRAEBYR) (5271, 12ng)
[ Mean+S.D., n=19
i
z
-/}'
I
Jb
P |
-4
0 . : . . . . .
0 24 48 72 96 120 144 168
B (hr)
HENT A—H BBEINT A —H
AUConghr Cmax Tmax ti/2
(ng+hr/mL) (ng/mL) (hr) (hr)
TIETT S —)LEE 3,356. 9+ 59. 464+ 3.79=F 56. 06 *
12mg =7 | 968. 4 11. 658 2.90 20. 49
4 LA 3,445. 0%+ 57.888* 4.37*= 56. 12+
(B2H]. 12mg) 1,015.9 13. 580 2.34 19. 60

(Mean®S.D. ., n=19)
I 85 T EE N ONT AUC, Cmax D5 X — X%, #HERE ORIV, (KK O BRI - B
% DB k> TRAR D TRERD 5.,
@7VEFIFIS =AW 1% [=F a2
(TR EIELOEYFOREERBRT A FT7 4 Bk 9F 12 H 22 1 &
SEEH 487 . L 13 45 H 31 B —HkiE BEIEFEIE 786 T, FAk 18
11 A 24 B—#IE EREFEKE 1124004 5 KO 24 4F 2 H 29 A —
HKE SEAEATR 0229 5 10 5))
TIET Y= 1% =7 0] LEE-RAOZNEN0.6g (T ES
T =k L TCTémg) . 2412807 v AA— "—{EIZ L0 @EEER A S T
(AR AR BB LT LC/MS/MS BTl 7 YV BT Y — LiRE A
PE LT, BoN3EMERE T 2 —F (AUCo-16snr. Cmax) (Z-DUNT 90%
B XA TREGHIBAT 21T > 72/ . log (0.80) ~1log (1.25) ODfiH
NTH Y., WHOAEYFRREEDHR I N,



R R NN AN et - =

—e— FUETZJ—IEN% [=7A]

--a-- PREEEEI (B 1%)
MeanxS.0., n=20

0 24

48 72

96 120

144 168

B (hr)

HE/NT A —H BBEINT A —H

AUCo- 168hr Cmax Tmax ti/2

(ng-hr/mL) (ng/mL) (hr) (hr)
TUVEST Y — | 1,106, 1+ | 22.779=* 3.50+ 57.39+
1% =71 346. 5 5. 461 2.16 23. 40
A E R A 1,210. 1%+ | 25.136=% 2.85+ 54. 66+
(Al 1%) 397. 1 5. 087 1. 50 20. 40

(Mean®S.D. . n=20)

L BfE o 7 ONE AUC, Cmax S0 /8 5 A — 2 1%, $BRE ORI, (KR BB - B
% DB k> TRAR D TRERD 5.,
®7VEFFY =L 0D§E3mg (=S w22

(TE A ER D8 0 E T RA O LY FNREFEERRT A T4 CEk 24
£ 2 H 290 EEFEAI 02295 10 5) )

TUVESTY— L 0DESmg (=7 v X, 7YV ESF Y —/L 0D §E bmg [ =
Tr | EARERFIE Lo BHEHNF L EMFNICEE L R
SN,

V. 7. &) DHES R,

®7VEFFY—0D§E6bng (=S w2
(TMEFHEIELOEYFOREERBRT A FT7 4 Fpk9F 12 H 22 1 &
SEH A87 5. FRk 1345 A 31 B —#ickiE EHFERE 786 5. FhK 18
11 H 24 B —HciE FERFEAIEH 1124004 5 K OVERL 24 42 H 29 A —
HKE A AR 0229 5 10 5))

TIUETTY = 0DEEbng (=7 ) LFEERAOZAZN 1 (7Y
TV =k L Témg) .2/ 2807 0 A4 — =R K0 EERAS
FACHeAH MR O BEES LT LC/MS/MS JEICTIIEF 7 VBT — LR
ZRE LT, B ONTIEWENRE T A — & (AUCo— 168 Cmax) (22T 90%
15 B X B TREGHIBAT 21T - 7285 . log (0.80) ~log (1.25) i
NTH Y., mHOAEYFRREED TR I T,

49—



(MxkHBYIEE (n=20)

(ng/mL)
40
i —e— 7T/ —)L0D§i6ng [=70)
%.E 30 --&-- HRAEBYF| (ODEE. Bmg)
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E
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7
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|
e
P |
B

(2) k% LE (n=19)

144 168
] (hr)

(ng/mL)
40
m
i —e— 7)ETSJ/—L0D4E6ng [=70]
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