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THEREERNRE Lz, AR Z2ELEBOH S A0
75 b AR BB RGABR O BEHRERIZI W T, 24 LI T
T, AREESLEHBBRORED Y 2 2 5345 DI
ST IR L TR 572, G, 25K ED
BHEICBT2ARSESLAREXORIDY) 27O L5
Ao HNT. 65 FICBWTIEZEDY 22 KD L7,
[1.. 5.1, 8.2-8.6, 9.1.1, 9.1.2&Hd]

15.1.3 W/ CHfE S W2 iER A2 H $ 5 RAEE #3345
L7z, KEIOT 5 1 R HEERRBE OB SR LD, K
I OWRMERHEOBEZIZB T, 77 B AREEE i U CAH
53T O EBRAEX O FEBUHE 233G E NS B RIS S A -
7o (KA SHE3455061 11451 (0.32%) . 7°F £ KIF197841
1l (0.05%)). k. KAHRGHTORED L 1318~
30DBETH -7, [5.1. 8.2-8.6. 9.1.1. 9.1.2&H]

15.1.4 FI250M 0L & R 00 F20E X I =i sh O vE e AT I
BT, BT b = VR AR EA RO B RPT
I DRl EGEP DRl A RS X h-BHE T, BHiITDY 22
NEALZEOWENRD B,

15.1.5 W/ CINE & Nz IR IZ B W T Akl % %
Rt b =Y FEO AALES AR TR 2 Z(L &8,
ZRERICHE A5 2 2RSS S hTnw 5,

16. EYE)EE
16.1 MmeiEE
16.1.1 BEZS
R (20~275) 1282 F v F 210, 201340mg %
W5 U 22 % 55 CTHIIE U 72 5 o 1 5% v g
(Crax) OF-HMEIZ10meTf & bl U T 20 % U40mghE T2 h
Fh1.98K V4,695 TH D, &5 EOMINA LIl 7280
MHER I N2, £/, 40mglED 58 THiIE L 2= g
VREREEE TR (AUC) 1220mgffd2.48f5CTH . Coa
CEBRICHE G- RO % Elol - 780034 5, SEshhe
DI MR X N T=Y,

TEFER AN RS- U 22 R QSR BRE =) ) S 5 4 — &

e Cmax Trmax AUC T
(mg) (ng/mL) (hr) (ng-hr/mL) (hr)
10 1.93+1.38 | 4.61+1.04 — -
20 6.48+4.10 | 5.05+1.22 |119.6+100.1|14.35+10.99
40 26.89+11.00| 4.58+0.96 |447.24254.8|14.98+11.51
— TS PN+ B (190)
Tonax * R EEIRER], Tue @ WAL
(ng/mL)
40
30 r
m
§§ —a—40mg
f 20 t+ —e—20mg
irg —o—10mg
10
0 e}
0 24 48 72 96 120
%5185 (hr)

fERER IS ST 2 2 5 210, 20301340mg % HEHIRELI R G- L 7= L3P
28T F & F VT
CFEfi+ e 2, 190)



16.1.2 R{E#HS
e N (21~275%) 12780 F £ F 2V 20mgA 1H1EI10H
RS SRR 5 U 2205 o i 48 vh iR 1k . ¥ ml4% 5-5 0 [
FIZCmax 12.5ng/mLIZE L, Ti20381005E Td - 72,
ComtI K EHEG7TH HICEFIRE (F23ng/mL) 123 L
7zo IG5 O MAE PR E, AR 55 IERT %12 Crax
59.5ng/mLIZ3E L., Ti203f915H R TdH - 729,

16.1.3 EMFHIEEFHFER

(1) /xOx+F>810mg [AA]
TR AR 2 ST £ £ F U §E10mg [AA] &/5F Y LEE
10mg#a 7 a2+ —N=3RI2&k D ZhFhige OSudtF
Ve L T10mg) #EfH ARG U C L4 b A2 (b i
EAEAEL, Foh8YE)E 5 4 —4 (AUC, Cuma)
DWW CHRAHRNT 247 - 728551, WA 4 P2 [F S A
R X =9,

AUCo72 Crmax Tmax T2
(ng-hr/mL) | (ng/mL) (hr) (hr)
° N fuks
fg‘zf’“*/momg 36.6457.9 [2.28:2.44| 3.9+1.9 |12.74.5
73% 2L §E10mg 31.1+43.1 |1.96%+1.80| 4.1£1.6 |12.8%4.5
(mean+S.D., n=20)
(ng/mL)
4+ —e— NOF+&F810mg [AA]
m i o INEF T ILER10mg
?E 3l mean*S.D., n=20
x
E
1t
#
;E
=4

%
B ()

24 72

(2) /xOF+F>§E20mg [AA]
R AT S e F £ v §E20mg [AA] &/3F 2 LEE
20mgw 70 AxX ==tk ZehFhige OSaxtF
v ELT20mg) MR MRS U CIiAE b R 2 LA R
EAERE L, 5o -3EEIE S5 X — 4 (AUC. Cuma)
DWW CHRRHIRNT 247 > 72855, A4 P2 0 [F] S A
R X N7=9,

AUCo72 Chax Tmax Tz

(ng*hr/mL) | (ng/mL) (hr) (hr)
’D‘i\if’“%‘/ﬁzomg 100114 |6.395.72| 4.8+1.0 |13.6+1.8
73% VL §E20mg 97.1+£113 [6.00%+5.41| 4.5+1.3 [13.2%+1.7

(mean£S.D., n=19)

(ng/mL)
12 ¢
—e— NOF+&F820mg [AA]
---0--- INF D ILEE20mg
mean£8S.D., n=19

FRE S o S B XR B
[=>]

36 48 60

B 5 (hr)

MUAEHRENE ONZAUC, CoaBHD8 5 X — 21%, PEE O
N, RIEOIRAUNIE - KRS OREBREMFIC k> THRE S
AREMEA D B

16.2 IRIR

16.2.1 BEOFE
fRFER AN ST % & F 2 20mg & 22 IR S B 21 HEElAS
CIH% 5 U 2B O3 Ehae 285 4 — 2 I2E B3RO 5 h
T, BEOEBEILWEEZONS HHEATFT—2%),

24 72

16.3 9%

16.3.1 MIFHZ >IN HEEE
In vitroTe MIAEIZ/ ST F £ F VD100 i3400ng/mL %
WU 2 E 2 v o382 A FRIE, Z2hZhi995 KU
93%TH -7,

16.3.2 MEkS AL
In vitro Tt MARIZHCIER Sa F v 7 VIRRRIE AR L 7=
FEDMERFIIIZ51% L, ETH D, MERFEFTHRED Sz,

16.4 X3
v bFI ey -2\ vitroidBRIZ &k D, SaF
7 v OCYP2D6IZxt§ 5 AT PIHE TH 0 |
sparteine DK FE B % FEEE L L 72K/ E130.15uMTH >
77,
SaFEF VI FICAHIROCYP2D6IC X D Rixh b Z &
5. FEYIBIRE D IR EEIZCYP2D6IC & B 3o faf &
Zz6N5,
SaFrFUACYP2D6EBHEL., £EA B Extensive
Metabolizer?* 5 Poor Metabolizerff 45T L5,
CYP2D6 TR & h 23kl DM HEAERAE 2 5 59710,
BB, ZOREMOZEHIIKRELHDER CHE$ 3,
[10. 0]

16.5 HEtt
fat R A IS HUCHEEE S T F 2 7 VB IE 30me % B[l 11
PG5 U 72O BRI, 55 168BF R DINIZ & 52 DX
64%BIRPIZIZ E A EREE LT, Fhicizp
35% PRI X 7= HEAT— %),

16.6 HENEHREE T HEE

16.6.1 BikgeEEE
B RERE 2 ST F £ 5 v 20meg A 1 H 10118 H 4 K 18 4%
5 Uz, EEOBHERES (VLT7F=v o207
Z v Z4E30mL/ A 12T, g RE O R RO
AUCOERDERD 65z GHEAT —4). [9.2.151#]

16.6.2 FFipeE=E
IR RERE 5 I PRI T O IZIB U se F £ F V20X
1330mg A& 1H 114 H B ERIRS U 720, bR
D 5. Ti2OEE K PCAUCOREANRD 5= (4HEH
AT —4). [9.3.15#]

16.6.3 =&
AR S (65~804%) 12,50 F ¥ F 2 20mg#4 HiIOIREITHE
B U 7D I B 13 % 5896 B $% 12 Cnax. 7. 3ng/mLIC
L. T3 Th - 7=, [9.82H]

16.7 EMHEEIEA

16.7.1 7T/ INIVES—JL
T x /N E A —)L100mg A1 H1EI14 H B ERS- L, 14
HEIZ Sa %+ F v 30mg4 BRI HES- L2z, Mgk
NaFvF Y DAUCK UTeld, FREF 25 K 10038%
WA U7z, [10.25H]

16.7.2 7z=h1>
7 x= M4 »300mgx1H1M14AMEERS L, 4HBEI
S0 F X F U 30mg A WIS U 72, g sa
Y F Y DAUCKUTIE, ZFNENEHI50 K O38% D L
72, SuEF v F v30mgA1H1ME14H B EES L. 14H
HiIZ7 = b A v 300mg % HIOREO#E L7221, 7 2= b
4 Y DAUCIET-¥12%5» L 7=, [10.251H]

16.7.3 S XAFI >
sSaFtF v30mgAa1HIM28 AWK ERYS L, #1522~
28HHIZY X F ¥ »300mg% 1 H 3 G0 RS- L 720,
EHIREIZ BT 5750 F £ F VI, DHTR SR iz
$950%8900 L 7=, [10.2%01]

16.7.4 >dx> >
YIE Y V0.25megE 1 H1M28 H MR EH#S- L, #4515~
20HIZSa £ ¥ F ¥ 30mg % 1 H 1 K EHF RS- U 7285,
EEREIZE T E D TF Y VOFEHAUCIE, /St F
VORIIZ & D 15%0RA Lz, [10.258H]



16.7.5 ZDDEH
Fursoua—I)L, Vr7EIL, ULTFY Y, VaFY
V. AFUENSET LI L EOPFRES LT, 3
0 &b F Y OFYBREIBIE A O NG 572, /2, 8
QFEFUIEILT Y)Y, IRV FTIFROT 2=
M Y DIAER VR REARRITEE T X ko7 (n
vitro) . [10.2%M4]

16.8 Z 1t
SaF kT EESmg [AA] 1. [EEA L 2 ROIE
O FR R EERBE A F 54 v CFER184-11H24
HIEARARF1124004%) | 1IcHD &, ot F Vg
10mg [AA] ZREdedlAlIL Uz & &, WIEEAHLL,
LR RS L B E 7Y,

17. BEEERERIE

17.1 RO RELMICEIT 5258

(528 « 5 DIKEE)

17.1.1 ENEERER
U H MG ER Y 1D R O — R R IR ERER S IZ B T
3O - 5 DIRREICH LT, 1[E10~40mg. 1H1[E#E5-0
HEhE1350.4% (229/45410) Td - 7=,
BE. B DO - 3 DIRRERE AR & L7z AREIR
RERO TOARFEIE55.1% (27/49%1) THO ., BB LK
ZZEEROME, BIEMARBRRKR O Z O IE.
LEIMETH - 72,

(= yEE)

17.1.2 EREERER
T HEEREERERY %) K ORI 12 BT, 8=
v 7 EFEIZ LT, 1[10~30mg. 1H 1B S5- 0312
59.9% (106/177(5) T& - 7=,
KB, T vREMNEE L EHEREBREDIZHEWT
sSaFtF o[RS Nz,
BRI FE BB 12, 49.4% (42/8505)) Td > 72, FcHl
fEMIZ. MEX(20.0% (17/85() Td -7z,

(GEREMEE)

17.1.3 ERNERRHER
7T R EMEE U T EERIGERGER 20T,
RGEPEREEIC W LT, 1E20~50mg. 1 H 1AIE5- 04 %h=%
1350.0% (47/94M) TH . s3aF tF v OH MM E
mEhz,
BRI FEBUBE 12. 71.6% (68/9565]) Td -7z, FcHl
fERIZ. MEX(28.4% (27/95(5) . {EHR22.1% (21/95(4) X%
OMERB11.6% (11/795%1) TdH - 7=,

HEPRES)

17.1.4 ERERRHER
T RENEE L EERILERRICBWT, AR
RREEICH L COSuF v F v A21H10120mg X i240mg % %
5. LB, 79 2RI B LSASERH A E DT 7
NZEN-7.2%13-6.2TH V. 77 ERIIH L THEIZHRD
L7,

512D LSASHFF R A

75 v AR 20mghf 40mghf
TEBIE 130 132 133
L YAYIE =Y
**aﬁg%;ﬂ* 80.2415.25| 80.8-+14.24 | 81.6+14.53
LSASE [or o
“2Iah)T 160.1:22.00| 53.223.08 | 54.8+21.34
CEIARE | A
;ZB%E%Z& ;’é%{gw -20.4 ~27.6 -26.5
| 7.2 6.2
(iﬁ%;{g%) (95%CI) (-12.7,-1.7)| (-11.6,-0.7)
B pli® — 0.007 0.025

FE1) ¢ PR A S R e U

7£2) © Dunnett? £ EILEHE, FUEE A, AHREAKUE © WiUI5%
B FEBUSEIE 13, 20melETT75.0% (99/132%) K O*
40mgtFC82.8% (111/134f) Td -7z, FaEIEMIE.
20mghE TIIMEARA1. 7% (55/132M5) . 7ZEIM: 0 £1118.2%
(24/132f51) . H.n18.9% (25/132(51) K OGENRE11.4%
(15/13201) . 40mghf TIMFHR38.8% (52/134f) . FHME:

B FE130.6% (41/13405]) , B21.6% (29/134%1) , HEKE
15.7% (21/134%0) . R15.7% (21/13445]) K OMERRE
10.4% (14/134f) T&H - 7=,

17.1.5 ERNERKRGER
JEEMRERIZBWT, /SaFtF 2 41H1E20~40mg.
52 G- U 7z BROLSAS AR IR 1234 L, 5234
B DI DYl I13-46.8+28.43Tdh - 7=,

RIS 851 2 P 5- BRI 5 OLSASE AT kA1 (5641)

LSASAGME (£SD) 5Bk 95.616.47
5B & O P 5430 5 -11.4+11.42
WA (+SD) 13583 ~21.9+16.07
%5120 -28.8+19.19

P 524315 -36.2+21.94

4 5.363H 1% -40.34+24.32

55238 -46.8+28.43

BRI S BB 1%, 78.9% (45/576) TH -7z, E&F
EANZ. fHil45.6% (26/57f1) . H.029.8% (17/574) .
FEIM O £0312.3% (7/5761) . HAPLIK10.5% (6/5711)
R OMEREL0.5% (6/57H) TdH - 7=,

18. FERhEIE

18.1 fEFtEF
sNa v F VIEBIEIGERN Ao =2 (5-HT) HH
AABHFEER 27 U, AR OS-HTIRE %2 L5 X4,
RAGREI$ 512 & - T5-HTcZ B R Ddown-regulation &
BT DHZEICLD, P DEH K OPARER 2R $ &
Zibhb,

18.2 5-HTE V) :AAFREEA

18.2.1 /3uF v F VG Smn vitrolZF T T v MHIE TR
VFT Y — A5 HEANOS-HTH JAARBHE R AR L 727,
Ex vivoidlEIZ I\ TEREEE 512 K D 5-HTHLD JAAPHE
e AR L, KIEHRG LT 5-HTH D JAAPHEEHIZ AT
EDD, /LT FLF ) YHDAAHFER-IIRE S, £20
5-HTHLD JA B F A L IRAS P 5- 24 B B2 S L 72220,

18.2.2 /Su b F VIGRRIEIZ T v b O HIRERAL & O Rl 98
WEREIZB G A -HTEEAMMX 2%, /2, 5
v MZ¥F 55-HTPi%¥head twitchfTE)DHsRIEH X O
PCAFR A RET mEMOPHIEA AR L 722 & 5%,
FTESEREAIZ & 5-HTHUD JAABHF R 2R & iz,

18.3 5-HT2xcZ &1 down-regulationsE FH1EH
7w Mk uF v F VIEBRIEIImCPPE TS H S EH) S
PEIRAN T U THLBIE S TI3ER 2R S e 5 7208, KiE
B CREVERERLZZ 6, KIERS512&05-HT
ZHRDdown-regulation& E5 95 Z L AR ST,

18.4 512 >1EH

18.4.1 ~ 7 Z B AKVKERERIZ B W T KB EI1Z X ) FHER
710 70 Ml A R D KA AR &2 7R U 72,

18.4.2 v v ZBIBRERERZ B\ CHEIREN & MO o
JEETER A 7R L 729,

18.4.3 WEMMEINEE S & L DAY H 4 FITENIH LU TR
T 2 3 2 7R L 7252,

18.5 MARIEA

18.5.1 7 v bsocial interactionidifiZ W\ TEHZR G512 &
) social interactionM [ OINIVEH %78 L 7259,

18.5.2 7 v FVogelHla v 7 1) 7 kBRI BV TR ERLS
IZ&oHtar 7)o MEHZRL 72,

18.5.3 7 v M @A RIS W TIEEGI2XD
open armiZ 35} % WHERG & UG A BB BT & 8 7239,

18.6 fiEEMHEEIER
v 29 7 AREORUTERABIC W TH 7 2 KB
LiTE) &Il 7=,

18.7 HiSHMBH X ML REEER
Single prolonged stressEifii 7 v b (JMEH Z b L 2 fsE
ETU) AW TIRIRIEE R 3 < ATE 2 I L 7=,



19. B2 ICEAY 2B{EERHE

SRR 2 28 e F v 5 VIR RRIE AR
(Paroxetine Hydrochloride Hydrate)

1 (35,4R)-3-(1,3-Benzodioxol-5-yloxy)methyl]-
4-(4-fluorophenyl)piperidine monohydrochloride
hemihydrate

771 0 CioHaFNO3 - HCI - 1/2H20

oy 374.83

TR HEORSMEDOB R TS 5.

AR = VIZEFR T, 24— (99.5) 12R%
B3 < KIZETFIZ< W,

BEE (o) ¢ -83~-93° (hiAMICMEL 22D
0.1g. =4 /7 —JL (99.5), 20mL. 100mm)

Rl $9140C (S3f7)

(PR
F
Ty
. oﬁu - HCI - 15H,0
CLT
0
22. a3k

¥Ox+F885mg [AAL)
1008¢ [108% (PTP) X10]

NOFxEF U 8E10mg [AAL)
100E [108 (PTP) X 10]

XOxtF > 820mg [AAL)
1008€ [108% (PTP) X10]
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