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B e

JBRIZ A TR
JiE, ALBEVETS S

IO

FERE 2, ~NE
VA= R=DET % NI
<~ bh2Z Uy Ml
B SO, ARk
MERIRA, S8
I (B2 F i, 5
BE.H i AE)

ML

JHF % e e A i 52
% ( ALT .
AST. y-GTP.
LDH. Al-P. #
v ok
AT IV
i ESE)

JFFfik

BUN k5. JRik
i GRIMER, i
). REA. HE
Rk

i Bl B R &
AN

TERERESL T (BH |8 7w 5 7 F v
JEAE, ik B
gF) LR
MmILATU—
Vb, RE R
/NIRRT
S RE R
N (RN S
RIVETRIE, H ek
& (RIET =
i, )7 K5

Z oAt

TE1D) WO BSOS, Hielk/ 7 RS O Rt e ki
BTH Y, wAHED 2 DB\ IR BOE H LLINIZ
LGV

1 2) AR ERA TN R L LA TORRABRI BT
95 Bl 6 1 (6.3%) (ZHPREEIESE ORI AR b7,

13. BEHRS

13.1 fER
AHENZ BT AFIHAL 2000mg £ TO, F72, bH] & OO
L BHBEHRGAWME SN TV D, BERRGRICALND Tk
SERE, 11 RIEH OB 51 2RO, FE8, ANBE T DU
N UONLEETH Do RIHDA MDD 5 F M AR5 &
PRH L7 a1, BlE, DEROZEAYRDHDNE 2 Db

14. BREDZE

14.1 FEEIZFEOEE
PTP A2 D3HNE PTP ¥ — M5 ML TIRMT 5 X 9 ¥
M35k, PTP ¥ — FOBMKIZ X 0, BCHM DS R
AFIA L, B39l E B 2 U CHERRIR 255 0 B 7% A BHiE 2
BESETHZ EDH D,

15. ZOHOEE

15.1 ERRR{ERICE D &

15.1.1 #AMCB T, 1 Hi 10mg 52 1 58 i R T L
20mg C 1 B RIHEG-ARFBE U ik 3 2 ik % F2ht U 72 B AR sk
ZHEATURE, WS 3 Sk Ic Bl s o E ERR
DOFPEIZ 30%, T T b RKBEIE20%THo70 E5I1210mg T
WS B 2 G L 72 T~ 18 O BE AN R OREBTIEA
#132%. 7T kKRB 24%Th o7, [8.7 BH]

15.1.2 /L CHE S 72K ) Dt ESEOBHMKELY T 5
BEENGE L2, A2 EGEEON) 2HOEN 75 R
X R RERO MGG RICB VT, 4 MU T oBETIE. A&
LIERHBREHOFEHO Y R 7 H3H) SR G TT 7 L R i
LB L CRid o7z BB, 25 MU EOBEICBI 5 A 2IE
RHBEMOEHOY 27 O F5IZEO ST, 65 EICE
WTIRZDY A7 25 L. [1.. 5.1, 8.2-8.6. 9.1.1,
9.1.2 ]

15.1.3 W/ CEMB SN BREEZETIMABE LR L L
7ov RENOT T 2 B3 EBRRBROBEIR R L 0. KD Ok
BEOBHFIZBWT, 7o bR B L E L TARAKSHETOH
B OSEHBE DR FINCEZICE P o 72 (KA S B
3455 B 11 %1 (0.32%) . 77 & RRE 1978 1 141 (0.05%)) o
B, RAEGHTOMEDL {1 18~30 MOBEHETH - 72,
[5.1. 8.2-8.6. 9.1.1, 9.1.2 B&]

15.1.4 F12 50 DL k&2 %S g0 S M- is oA s B w»
T, BT b= FID AKRER K =80 2 %
LY oK ERG ENIZBE T, GOV AP LA LEE
DG D 5 o

15.1.5 AL TIEHE S M7 FIRRRR I 35\ T A & & & iR
O b= 2 R A BLER AHE TAEE 2 2L S8, ZHRRISE
Ba bz HEEAHE S TWwD,

16. EHENEE
16.1 MAPRE
16.1.1 BE)xE
fERERE N (20~27 i%) 12/8a &5 >~ 10, 20 XiF 40mg % Hi
BRI G- L 7z R o $e 55 THIE L 7z die i A PR BE (Conax)
O 1L 10mg B & K L T 20 L O 40mg BFECENZFh
1.98 LU 4.69 15 Th v\ GO % bl 5 72 H 252
Sz, F720 40mg fEOF G5 THIIE L 72 5 v i B2 fi T
HifE (AUC) & 20mg BED 2.48 5 TH V. Cumax & RIS
%@iﬁgﬂ % ol o 7238MAS A AL, SEYB)EE O IERILE 25 HERR
é“f: o
(ng/mL)
40

30 +
—&— 40mg

{g —e— 20mg
.’;E 20 L —O— 10mg
- SEBfES. D, 1941
E

10 t

— 5
0 24 48 72 9 120 (hr)

‘e %R
RSN ST F £ > 10, 20 X1 40mg % Hul#E T 5
L7zl o & F v
K AEHOR NI HIEE 3% L 7RO EY B RS 8T XA — 5

EPasR Y Crmax tmax AUC tiz
(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 | 447.2+254.8 | 14.98+11.51
- HTET

FIIfE£S.D. n=19
tmax © IR ESIREEFIERER, iz @ SRR

16.1.2 RIE#HRES
RN (21~27 1%) 2 fua¥tF > 20mg & 1 H 110 H
MR AERE P G- L 7= R o A R BE LS. W Iel 45 5 IR £ 1
Cmax 12.5ng/mL IZ3E L. t12 138 10 BRI TdH 5720 Cmin 13X
FPe5-7 HBICEHIRE (% 23ng/mL) 12# L7z, GRS
DB IR, R G 5 RE 12 Cmax 59.5ng/mL 123
L. ti2 38 15 TH - 725,

16.1.3 E£MFHIEFMHEHER

\axvFoE10mg [F—N15))
N xtF rHE1l0mg [F—1T ] E8F 2 V§E 10mg %, 7
TAF ==L ) ZEREN 1§ udkFrLTEh
Z3 10mg) M AT FIHE A Hnl R P G- U Tl e b R4
LRI EZE L7z o8 WEIE S5 2 —% (AUC,
Crmax) 122\ T 90%13 HEIX I 502 TRERHINT 2 1T - 7245 8. log
(0.80) ~log (1.25) OHPHTH 0. WAl AW FEEH
R X N0,



(ng/mL)

—O— NOFtF 2 Elmg [F—/N\F ]
3L —0— )XF )L §E10ng

% S +S.D., n=21
i
/%
o 2t
ES
t
}
Z 1}
]
I3
0 8 16 24 32 48 72 120 (hr)
B E5%EE
A0t F Y O HERS
EYEHE/ ST A — %
AUCo-120nr Chmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
NRa ¥t T U
10mg [+ —15 ] 28.360+34.962(1.649+1.533| 4.0+2.2 | 11.0+£3.8
X% T OVEE 10mg | 27.822+34.826(1.493+1.455 5.1+2.6 |12.6%4.8

(P +S.D. n=21)

XOFtEF 8 20mg [F—1F))

N FtF U 20mg [A =T ] EXF T VEE20mg B, 7
UAF ==L D ZENEFN1HE udeFreLTEh
N 20mg) AEEERL AT TS A B R T e U C i R
LRI 2 % L. B oN3EWHRENS 2 —% (AUC.
Crmax) (22T 90%5 HEIX B2 THEGHINT 2 47 - 7245 s log
(0.80) ~log (1.25) OFPHTH h . WA DAY= H
R X N0,

(ng/mL)
—Oo— NoFtF hE20mg [F—/N7)

o 81 —0— )\F )L EE20mg

= S £S. D., n=21

$ L

00

0 |

+

+ 4+

T

= L

B 2

0 8§ 16 24 32 48 72 120 (hr)
" EZERE
MOt F R OHER
WY BEENT A — %
AUCo-120nr Cmax tmax iz
(ng - hr/mL) | (ng/mL) (hr) (hr)

nNaFtbF Ui
0mg [+ -7 | 96.311+96.409|4.934+3.971| 5.7+0.9 | 12.6*2.5
8% ¥ OVEE 20mg |100.451£101.326(4.876+3.941| 5.9+1.2 |13.0%2.3

(Pl +=S.D. n=21)

MR EEIE ONIZ AUC, Cinax D28 T X — 513, HEHE O
?R%)Eﬂ‘iﬁ@ﬁéﬁllﬁliﬁ - A O RS & o T AR
5o

16.2 TRIR

16.2.1 BED
TR AL S0 F & F ¥ 20mg % ZEHE I X AR IS IR TP
H U720 3EmBIEER S X — 2 I2EEBD ST, BF0
WX RWEEZONDED WHEAT—%),

16.3 910

16.3.1 M#FH2 NV EEE
In vitro Tk M2 ST F £ F > 0 100 Xi 400ng/mL % %
m Lf:gﬂ)#@]ﬂl"';j%? U REEERIZ, FNENK 95 KT 93%T
Hotd,

16.3.2 MEk5ECER
In vitro Tt MEICHC Bk s v F VIR 2 @ L7z
O IMERFELEIE 51%Td D MIERBATARD iz,

16.4 1XH
vt MFIZ7ay =2zl mvitroRERICE D, NaFtkF
> @ CYP2D6 (2% ¢ % FHER R IZFEPIHETH 1 . sparteine
DOBKZESZIBIE L L2 K3 0.15u M Th o 7210,
NaFtF T EICHFEO CYP2D6 12X Wt s s Z &
N %f’fﬁibi‘%@élfﬁ%‘r’ﬂi CYP2D6 12 & 2t ofafl &% 2 5
nas,
u ¥k F v CYP2D6 % 4 L. I )% Extensive
Metabolizer 2* & Poor Metabolizer fi 21525 2 & 5 5,
CYP2D6 TH# S N5 EH| & OMEASEH A E 2 551210,

;:iio‘j Z OEBIR OB 1 HEB ThE ST 5, [10.

Z

16.5 HEtt
FRERRE I AW MC BERk N 1 & & T 1R 30mg & MR IT4%
L=t feld, 5% 168 WM LI IC 3 5-5 D) 64%73 K
I3 E A EGE & LTS i, 3rpici3sy 35% 25k S
n7=1910 (SAEANTF— %),

16.6 HENDEREF T HEBE

16.6.1 BipEEEE
ERREREEF OO F L F U 20mg 2 1 H 1[0 18 H R SERE
O L7z, EEOERENESR (2 L7F=v 2075
Al 30mL/ 4 Ai) 2BV T, MEEPRED LA RO AUC ©
BWARDRD 5N HEAT—5), [9.2.1 BHE]

16.6.2 FFiEpEREEE
JFHEREREE 2 IR T OIS LS e 2 F > 20 i
30mg & 1 H 1Ml 14 H BRI Uz, miihiEo k
H. tiz OEE R AUC OBRDFED 517218 (AHE A7 —
%).[9.3.1 ]

16.6.3 S
TR S (656~80 /%) 23T FtF » 20mg % Ml 15
L 7z R oo M 58 v i BE 13 3% 540 6 REIE #2102 Cmax 7.3ng/mL 123
L. tiz 38 I8 TH - 7219, [9.8 BH]

16.7 EMHEEER

16.7.1 7/ INIVEZ—Jb
T2 /NVESZ =) 100mg % 1 H 10 14 H B ERS- L. 14
HHEIZ g ¥+ 5~ 30mg & HInFEOH S L -k, g <o
FtF 0 AUC LU e ld. FNEFNFY 25 KUY 38% 84
L7:20, [10.2 1]

16.7.2 7x=h1>
7= M 300mg %1 H1H 14 HERERS L, 14 HHIC
SN0 F v F v 30mg # HWEREIHS Lz, miEhosa e F
v ® AUC J U tre 1 ZNZENFEY 50 KO8 35%i L7z, /%
O¥tF > 30mg w1 H1ME 14 HEREXRS L, 14 HHICY
=M1 ¥ 300mg # HEKEOKG LK, 7o=Ff D
AUC 1E P 12%34 L7220, [10.2 SHd]

16.7.3 Y XFT >
NuaFtF 2 30mg w1 HI1M28 HBRERS L, %5 22~
28HBICY AF Y 300mg % 1 H 3 RO HBS L 722,
EWREBICBIT A5 v Vi, PRS- BRh IR
50%H N L7229, [10.2 ZM]

16.7.4 >dx> >
VI¥Y0.25mg & 1 H 1A 28 HERERS L. 5 15~
42 HHIZSa ¥+ 5> 30mg # 1 H 1 BAEGERES L7z,
EFREICBIIAZYIFY V0P AUCKE, SaxtFro
PERIC & D 15%4 L7220, [10.2 ZH]

16.7.5 Z D=
Fars/a—NV, I7ENL, ILVTFY Y, VTFT .
AF ) RN T NV a— VDG ICBWT, fafFtF
YOI EIIAON LD 57220, F/2, NoFbF v
BINT7) Y, FIRYIZFIRRTT == M, v OI4Es
VNI REERITEE R RITE 572 Un vitro) 2, [10.2 &
1]

17. BEBREGIE

17.1 B3RO R2M(CREY 258

(D D9F + 5 DREE)

17.1.1 EINERFRRER
T E MUY 20 N OV R R RS I BT, 9D
Wi 9 OIRBEICA LT, 1 10~40mg. 1 H 1 W45 0 Fx)%
13 50.4% (229/454 1) T - 770
B, BEO ) O - ) DRBEGE E R E LR R
B2 TOEREIZ55.1% (27/49B1) TH Y. o LN EIE
ﬂ%;ﬁﬁﬂ‘ﬁ\ FIVERZEBRE R T ORE IR, RS L HETDH
2720

Nz I EE)

17.1.2 EIREERRER
T E B R 30 K O R R REBV I B W, =y o
R 26 LTy 11 10~30mg. 1 H 1 #5046 %)513 59.9%
(106/177 1) TdH -7z,
BB, TIEREWNEE L ZEERILERBEICB W T YO
T F ORI NI, BIMEHAFEBBE X, 49.4%
(42/85 1) TH -7z EHREMWEMIL., M4 20.0% (17/85 1)
TH-o720

(EEMEES)

17.1.3 ENERFRRER
T RexiE U ZHERILEGER IS B T i kR
EZH LTy 11 20~50mg. 1 H 1 M#%5 0 F %8313 50.0%
(47/94 61) THY., suFtFrOHRALESHERS N,
FIVER BB X, 71.6% (68/95 ) TH o 7z. EmIMEM
&, WA 28.4% (27/95 6. IR 22.1% (21/95 Bil) % OER
11.6% (11/95Bl) T - 723,

(HEFRES)

17.1.4 ENERFRRER
T RexiE L ZHERILEGAEBRICB W T, HEaA%RE
SR LTsed e F o2 1 H 1 20mg id 40mg 2% 5 L
B, 77 RICHT B LSAS ARt HBAEDE I T E
N-7.2013-6.2THYH. 77 R LTHZIZWKD L7,



F1 512 MO LSAS Hat dik A EE

77 XREE | 20mg B 40mg #f
SRR 130 132 133
&iﬁ’géﬁuﬁ 80.2+15.3| 80.8+14.2 | 81.6+14.5
LSAS A5t T 12
5 pAS
Ll 60.1222.0| 53.2223.1 | 54.8+213
e 5 BHIR IS AL A ~ ~ ~
POORPIE | P 0.4 27.6 2.5
. T il B 7.2 6.2
<*§ﬁ§}%§%@§ﬁ> (95%CI) (-12.7-1.7) | (-11.6-0.7)
’ p D - 0.007 0.025
## 1) : Dunnett O %\ LIS, EEF A, A EAKLE © Hil 5%

FIVER S BBHEE X, 20mg #EC 75.0% (99/132 #1) 2 UF 40mg
T 82.8% (111/134 #1) TH o720 F2EIWEH X, 20mg BT
IR 41.7% (55/132 B) . REED T\ 18.2% (24/132 B1).
L 18.9% (25/132 B1) K OBEJM 11.4% (15/132 #1). 40mg
TECIL IR 38.8% (52/134 #1) . FEMED F v 30.6% (41/134
Bl). B 21.6% (29/134 B1). BEJE 15.7% (21/134 1), R
15).7)% (217134 B1) K OMBREIK 10.4% (14/134 Bl) TH -7z
3935
17.1.5 ENERRHER

FEMRBICBWT, NaxtF % 1 H 1M 20~40mg. 52
AP G- L7280 LSAS AR RISRERERI A L, 52 BEIF O
VREDFIEIL-46.8+28.43 TH - 726

#2 RURSRICE h‘é?x'(%{;gaﬁéuégﬂiﬁ 5 ® LSAS At s
LSAS &t (£SD) 5B ak IR 95.6+16.47
e 5- BRGSO e 4 HE -11.4%11.42
WAEE (£SD) ¥4 8 I -21.9%16.07
B 12 Ik -28.8+19.19
el 24 Mg -36.2+21.94
15 36 I -40.3+24.32
5 52 J -46.8+28.43

RIVERIZEBIMIEE 1X, 78.9% (45/57 ) THh o7z T7HENEH
(&, IR 45.6% (26/57 1), Eol 29.8% (17/57 B) . FBTE
D FE\12.3% (7/57 Bl BAPUEL 10.5% (6/57 i) T OFER
10.5% (6/57 Bl) T o723,

18. ZEhEEIE

18.1 {EARF
SNaFeF UHEBEIERRY 2o s =2 (5-HT) B0 AAH
EEH AR L, MBI O 5-HT 22 LR S8, ERED
P52 & o T 5-HTac B4R D down-regulation #5335 2

XD, ) DMEH R OHIAR R 2R T &L E X2 5N 557,

18.2 5-HT BV ;A HBEE/ER

18.2.1 »Xa F & F VML in vitro 2B WT T v MR TH
VFT NV = 25D 5-HT B0 A& HEIEH %R L7237,
Ex vivo ilBRIZ B W T H RIS L ) 5-HT Y JAABHESE
HERL, EHRS LTS 5-HT B AAAHEEHIZRT LD
D, INT KUFY YR AARHEEHIER ST, €0 5-0T
Y 3A A BRI G- 24 eI RIS R L 7239,

18.2.2 suFt+ ‘/ij'ﬁ'i@%iﬁli 7 v b O MIRERAL B O Hi S B
BICBIF A4IA 5-HT S 2N & 7239, 72, =7 &R
BT % 5-HTP #%E head twitch [T OMERIEHO K VT v b
2B 5 PCA ﬁ“ﬁ“@ﬁgiﬁﬂl]@ﬂllﬁ?ﬂf’ﬁﬁﬁ ERLI-ZE
S AT AR S 5-HT BY AR BLEVEH AR S vz,

18.3 5-HT2c &4 down-regulation FF51EH
F v MIBWT/8E F b F v BRI mCPP #% H 3 8hg
PR U CHL S5 CTUEEH 2 7R S e d o 7285 BUEiR S
THEYWEH 2R L2 e b, BIERGI2X ) 5-HTc 25k
@ down-regulation %53 5 Z LAURE N2,

18.4 15 21EH

18.4.1 ~ 7 ZA5RHIKIEKRERIC BV CTREHR G2 X ) JHEAKRGR
7 B RE ] O WAETEH 2R L7129,

18.4.2 = ZRRIBI R B W TH ARSI 720 M8 B IS 1 00 S
TEH 2R L7249,

18.4.3 REMBMIES v b D L) A4 FATENIIH L CTHEBRGR
HRHIER 2R L 729

18.5 HMIALR{ER

18.5.1 F v b social interaction FABRIZ B W CTRMEHGITL D
social interaction K OHIIEH %2 7R L7240,

18.5.2 5 v b Vogel B > 7 1) 7 bRBRICEB W CREH G512 X
Dhiar 7y s MEMZRLEY,

18.5.3 7 v b A4k ERERIC BV T E G2 L ) open
arm 238 VF B AL ) e O3 K 8145 % 3 & & 72990

18.6 m@EMEE/ER
< AN T AEBE L LATEI R
A W L7219,

18.7 HisMEHR A ML REE(ERA
Single prolonged stress £fif 7 v b (4MEH A b L ABEHEET
V) 2B TIRGERM TS5 < AATE) 2 #0i L 7250,

CBWTH I AEBEVE LT

19. A2 ISR 2HEERIME

— M HR T e F IR R
(Paroxetine Hydrochloride Hydrate)

1t % % :(3S4R)-3-(1,3-Benzodioxol-5-
yloxy)methyl]-4-(4-fluorophenyl)piperidine
monohydrochloride hemihydrate

7 7 3\ CivH20FNO3 + HCI - 1/2H20

4 F & 374.83

3 W ARBIABORMEOM K TH S, KigA 5
—VIZETRT L, 77— (99.5) I2RRE
g <L KIZEIFIZ v,

Lo F\@

H

o OV@“H HOl - g H0
CLT

Fil Mo % 140C (43 1R)

22. ‘@%

NOxtF 8 10mg [F—N1F])
(PTP) 100 %¢ (10 ¢ x 10)

NOxtF 8 20mg [F—N1F])
(PTP) 100 %& (10 ¢ x10)
500 & (10 %% x 50)
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