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3.1 #Hk

N ¥t F Y 10mg
[F—=7]
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U UBBIKEIN T LKA, e T Aa—R, Fr T
—VEBFN)T LA, ATFTY VBRI AY T LA, BLT S
PR 7 (5 N Dy AN A

eI

3.2 A OHERK

8 F kT v 20mg

- 8 FtF U5 10mg
e [+=17]

[F—=T]
#IE TANLI—F 1 ¥ ThE

TANLI—=T 1V T§E
o3

HTRLE HRLE

L L] K L (L]

HHIE

O
§ E

0H58 OH58
il 10mg
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J2oTlE, VAZERZT 4y b 2EETHI L[,
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5.2 ARG EE R OIMESE A b L ABEEOZK X, DSMP %
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(INZvy VEE)
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7.2 FHIE LT, Smg i3k 3 bR O AT 5 Z Lo
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15.1.3 ZH]

8.3 Mg, MR, BUE, X= v Z MR, RIR, SR, #OE.
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8.7 #e Gk (FRICZROPIE) EIEICE D DF v, IR
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W B, PSR 5bNDE I VDL, ERDE I3RS
HIEBREHDNICH Sbi, BIENSPEIETH ) . 2 HE-E
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T 2.3 7 AU L2 58560H 5, ITNLE TIRELNIER
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1.3 HOBENEEIVEIHEELBENTEFRDH 3 HE
FEMIEIRZWME XL 2 0B 5, [8.3, 8.6, 9.1.4 ]

9.1.4 @EMIEVHEBEEATIERE
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9.2 BHEEEEERE

9.2.1 EENBEENH2EE
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9.3 FrigeEERE

9.3.1 fFEZEDH 5 8H
MR EE DS F A5 2 2 L h5d 5, [16.6.2 BIE]
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RBE T FERT A L,
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Zi ]

S ARHIEG L ARORGR, R BT, BB S, BOS. H0R,

B E (X,

SOMEE Al AREE. AR
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B % CYP2D6 % FHE§
LT EIZED, X T
a—Lo (S Ry
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PERHIZED 7 P EF L
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%3 CYP2D6 % B4 3

H5bo HIEIZED, FEXRY
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LI L TR o720 BB, 5 MU EOBEIIBIT 2 ARSI
REHBREROFH D) A7 O ERHEZED ST, 65 ek
WTIRZEDOY A7 DA L. [1.. 5.1, 8.2-8.6, 9.1.1.
9.1.2 ]

15.1.3 W/ CEBINBMEREEZETLIHABE LR & L
72v REO T T 2Rt BERRBOBEHER L . K)otk
BEDBFIZBNT, 77 REEEHE L TARAZRSEETOH
B O SEBAHE SR FE A EIE o 7 (KA G5
3455 B 11 61 (0.32%) . 7T & KB 1978 B 1 %1 (0.05%) ) o
LB, RAEGHTOHEDL 1L 18~30 ROBETH - 72,
(5.1, 8.2-8.6, 9.1.1, 9.1.2 B®&]

15.1.4 F12 50 Ml E & 0 B2 920 S M7z ik oA o B v
T, BIRWE T b= FI) AAER KO =B/ 2# %
P DR ERG SNIEH T, BV AR ERA LS
DHREDD % o

15.1.5 A CIH S N7 B RERIC B\ T ARH 2 & S iRy &
O b= VP AR BEF ARG AR A 2L S, SRR
By 2 ZHEEARE S hTw 2,

16. EMEhEE

16.1 MePEE

16.1.1 BE@E%5
B (20~27 %) 1228aF £ F > 10, 20 X3 40mg % ¥
[P 5 U 7z o3 5 CHRiIE L7z S AP B (Cnax)
DL 10mg BE & i L€ 20 L O 40mg #ECTENLEh
1.98 UM 4.69 15 CHh 0. PG ot % Lal - 728252
Shizo F720 40mg BEO P 58 CHRiIE L 72 A g BE R T
MR (AUC) 1 20mg #ED 2.48 5 TH 1\ Comax & [ABRICHRY-
%%@Eu % Bl o 228005 B AL, SR BIRE O JERRIE AVRE R

(ng/mL)

40 ¢
30 t
—&— 40mg

E_E, —0— 20mg
EE 20 —O— 10mg
iR SEES. D, 194
=

10 F

— 5
0 24 48 72 96 120 (hr)

B 5%
X AEEER A ST F 2T 2 10, 20 i 40mg % BRI S
L7 s/ a5 VR
FOEEER A E RS L 0BRSS5 A — %

EPasn s Cmax tmax AUC t1/2
(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
- HlTEY

FIIfE+£S.D. n=19
tmax © WS URBEEERER, t12 0 TR

16.1.2 RIEH#RS
RN (21~27 1%) W28 aFtF v 20mg % 1 H 1M 10 0
[ AR I G- U 7 Rp o I 48 AR i B 0. W Il - 5 e #4112
Cmax 12.5ng/mL 23 L. ti2 138 10 BT o 720 Cmin 1ZK
e 7 H B R IREE (§ 23ng/mL) (S L7z, KAER G-
DIMEEP R, w5 R %12 Crnax 59.5ng/mL 125E
L. ti2 38 15 BETH - 725,

16.1.3 &£MFHIE M4 HER

NOxtEF i 10mg [F—N1nF])
N xS Ve 10mg [F—1nT ] 8% 2 VEE 10mg &2, 7
TAF ==L ) EFhEN 1§ udteFrLTEh
21 10mg) R AT 112 HE L HL R 8 5 L g b R4
LREEZNE L. BN YEE 5 2 —% (AUC.
Crmax) (22T 90%15 BEIX 11502 TRERHIAT 2 4T - 7245 H. log
(0.80) ~log (1.25) OHPATH V. Wi DA W24 M)
f@?&fé hf:G)o

(ng/mL)
—O— NOFLF 2EElong [F—N\T)
mn 3t —0— )NF 2 )LEEIOmg
1 FHEES. D, n=21
i
/N
a
b
+
7
%
iR
=4
e
0 8 16 24 32 48 72 120 (hr)
5%
Mg SO St 7 2 RE O HER
LY EEE ST A — ¥
AUCo-120nr Crnax tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
ANE L g
10mg [+ =5 ] 28.360+34.962(1.649+1.533| 4.0+2.2 {11.0£3.8
8% 2 OVEE 10mg |27.822+34.826(1.493+1.455| 5.1+2.6 |12.6%4.8

(P +S.D. n=21)

OxtF 88 20mg [F—/1F])

NaFtF U 20mg [ =T ] EXF T VEE20mg . 7
TG ==z Zzhzh il OSuxrtkFreLTEN
21 20mg) EHEE AT IS HL R R 5 L g R A
LR ZHE L2 BoNEYBRE NS X —% (AUC.
Crmax) 12DV T 90%/13 FAIX IS THEEHENT 2 17 o 72858, log
(0.80) ~log (1.25) DHPATDH V. WiH AW [ &)
FERE N0,



(ng/mL)

—O— NOFtF 2§E20ng [F—/N\T]

o 81 —0— )XF )L §E20mg

1% SEAEE£S. D., n=21

o L

i 6

A |4

ES

t 4 r

}

: L

s L

£ 2

0 8 16 24 32 48 72 120 (hr)
5 &ERE
A0t F Y O HER
EYEHE/ ST A —F
AUCo-120nr Cmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)

NRaFtT Ui
0mg [+—5 | 96.311+96.409 (4.934+3.971| 5.7+0.9 |12.6+2.5
8% 2 OVEE 20mg |100.451£101.326(4.876+3.941| 5.9+1.2 [13.0%£2.3

(CE¥fE+S.D. n=21)

MHEFREEEEN ONC AUC, Comax S5 0D/285 A — &1, Bl o
f%mfﬁ@?ﬁﬂlﬁlﬁ - BRI S ORI & o TR B REN:
i‘ ZQ)O

16.2 TRIX

16.2.1 BEOHE
TR A8 F 1 F ¥ 20mg % ZRIE R T AR IS R TP
B L7 03Y BRSNS X — 7 12RO LT, £FHO
BRI LRWEEZZONDD HHEAT—%),

16.3 91

16.3.1 M#FZ NI HEEE
In vitro Tt MIAEIZ T F 2 F 2 ® 100 i 400ng/mL % iR
{gbtg&wmﬁ% Z NI REERIT, FNENK 95 K 93% T

Of: o

16.3.2 MEkAHCE
In vitro Tk MIRIZHC Bk S0 ¥ 5 VIR 2 R L7
REOMERFHLHIL 51%TH D o MEREATOS5ED b9,

16.4 X3
LIz —2EHWE nvitro REBIZE ), e FkF
> @ CYP2D6 (2319 % LEMIZ P ETH D . sparteine
OBARERISEIREL Lz KX 0.15uM TH- 7210,
NaFtF T FEICHED CYP2D6 12X WA s s Z &
N %3@@%@#%&%@@ CYP2D6 12 X 2 ofaflt 2z &
nas,
Na ¥k F P CYP2D6 & B L. F I 2% Extensive
Metabolizer 7* 5 Poor Metabolizer Bt~ 5 2 & 20 5,
CYP2D6 TH# S B HH E OMHEANEH A E 2 S b2,
;ia‘o‘\ ZORBB OZHIIRIERK 1 HE CEEST 5, [10.
Z: ]

16.5 HEt
TR I A MC Bk S T 3 b 7 VIR RE 30mg % MR % 5
L 72 0 aE 1%, ¢ 5-5% 168 W LA IZ 3 5-5 DF) 64% 5%
FIZIZ e A S & L CHRIES v 202135 35% 25k
N71910 (HEANT—5 ),

16.6 JHENDEREZF I 28%F

16.6.1 BHgEEEE
BRRREREH IO X F 2 20mg &2 1 H 1 W 18 H W AR
85 L7z, EEOBREREYS (ZLT7F=r20 75
i 30mL/ 43 A) (2B VT, MAETERE O A KO AUC ©
WRDRD LN BHEANT—%), [9.2.1 B]

16.6.2 FFikpEEEH
BB =2 IR REAC T o B IIs Ut e 1 5 > 20 i
30mg & 1 H 1Ml 14 H B RAEREI5- Lz, in%ehigEo k
Atz QIR R AUC OMARDRD 5N7® (SAEANTF—
%) [9.3.1 BIH]

16.6.3 SEmE
ST (65~80 %) 1280 F &7~ 20mg % YRR % S
L. tre i3 18 KEITH - 7219, [9.8 HH]

16.7 EMHEE/ER

16.7.1 7/ NILEZ—JL
7 x /NS —)V 100mg = 1 H 1181 14 HRBAESS- L. 14
HHIZ ¥ v F v 30mg & HFE S L2k, g o
FEF D AUC LUtz ld. ENEFNTFE 25 KO8 38% A
L7200, [10.2 K]

16.7.2 7z = b1 >
Jx=hM > 300mg % 1H1MI14 HBERERS L. 14 HEIZ
B ¥ F v 30mg & WML S Lz, migEdso$t 5
> ® AUC ROtz ld. ENENF3 50 RO 35% WA L7zo 7%
OXtFr30mgax 1 H1ME14 HERERS L, 4 BBICY
== M4 ¥ 300mg & HEFEOHZG LK, 7= D
AUC I3 12% A L7220, [10.2 ]

16.7.3 Y XAFI >
NuaFxFtFr30mg &1 H1M28 HEKERS L, #5 22~
28 HHICY 23 ¥ 300mg = 1 H 3 WIS L 72Kk,
ERWIRBICBT L0 %5 ViR, SRS MR
50%30m L 7220, [10.2 &)

16.7.4 >dx3 >
VIFT0.25mg & 1 H 1M 28 0GRS L, #4515~
42 AW a ¥+ F > 30mg = 1 H 1 B AEG &S L7k,
EHIREBICBITA VI VoY AUC X, NuaFtFro
BEFC & D 15%iRA L7220, [10.2 1]

16.7.5 Z DOEEH|
Furs I u—), YT7ENA, ILTFY v, VTFI U,
AFN ATV a— N EDPHESICBWT, NaFtF
VOSBRI EIIA LN o720, T, SuFETF v
WBoV77Y 0, ZYXRYIFIRFRTT7== b Y ollES
VNI REERITEE  RITE 572 Un vitro) 2V, [10.2 &
]

17. BRPRRRIE

17.1 AR ORLM(CET 215k

(320" « 5 DIREE)

17.1.1 BRI
T MR 20 T O R R RS I B W T, 9D
W - ) DIRREEICH LT, 11 10~40mg. 1 H 1 ML AR
13 50.4% (229/454 B) T - 720
BB, WEED ) O - ) DIREBEEEFRE L — KRR
ER2D COERERIL55.1% (27/49 B1) TH Y. D LNIEIE
)ﬂ;{)ﬁﬁ\ HITEHI R R OV F OREFEIL, FEE S L Mk TH
2720

(INZvy VEE)

17.1.2 ENERFRRER
TR B BRGS0 O R R RSV I B W T, =y o
FEsE 26k LTy 1M 10~30mg. 1 H 1 [#%5- oA %513 59.9%
(106/177 1) Td - 720
HB. T REMEE L EERIERER 1BV
FbF oA EMDPTER SN, BEHREBHEEIX, 49.4%
(42/85 1) Tdh o7z FHFEMWEM L. MK 20.0% (17/85 1)
THoT20

GREMEE)

17.1.3 ENERKRRAER
75 REREE L R ERILEGRESY 2B W, SR
2R LTy 1 20~50mg. 1 H 1 F$5- 0 A %5513 50.0%
(47/94 1) THY., NuFtF rOFHEIHERINT,
FIVE RSB X, 71.6% (68/95 1) T o720 LEIWEH
1, WA 28.4% (27/95 B, IR 22.1% (21/95 Bl) J OVEFL
11.6% (11/9561) T o723,

HEFREE)

17.1.4 EBNERKRRAR
75 RERBE L IEERILEGREBICB VT, HaA R
Eiz L FtF & 1 H 1M 20mg i 40mg #H5- L
B 7 RICHT B LSAS At A EoE I ERE
N-7213-6.2THYH, 77LRIIHLTHZIZHI L7,

F1 ¥l 12 HEEO LSAS Aat mig A e

772K 20mg #E 40mg
U ES 130 132 133
T
?"ip*géjﬂ% 80.2%15.3 | 80.8+14.2 | 81.614.5
LSAS &b o e
“losn) | 60.1%22.0| 53.2£23.1 | 54.8%21.3
45 G FLE SRS
PHORSE | T -20.4 -27.6 -26.5
. v R _ 7.2 -6.2
PR, | (98%CD (-12.7-1.7) | (-11.6-0.7)
p fiii* D - 0.007 0.025

1)  Dunnett % WILBHME, FAEF A, A EARE Wl 5%

BIVEMZEHUMAIE 1. 20mg BET 75.0% (99/132 61) J2 0UF 40mg
BT 82.8% (111/134 1) Tdh o720 FEHEWEHIZ. 20mg BT
AR 41.7% (55/132 B1) ., F@hED F v 18.2% (24/132 1)
ML 18.9% (25/132 Bi) M O°HEFS 11.4% (15/132 %), 40mg
BECIIEIR 38.8% (52/134 B1). FEI:® F 1> 30.6% (41/134
Bil) . L 21.6% (29/134 1) BENE 15.7% (21/134 B). FEfk
15)).7)% (217134 B1) RO EIK 10.4% (14/134 61) TH -7z
34),35
17.1.5 EREERHER

FEEMRBICBNWT, SaFtF %2 1H1E20~40mg. 52
SRS U720 LSAS ARt MR IRA L, 52 HHEED 3,
ARE DI I1E-46.8 £28.43 TH o 720



#2 RSB 5&7‘52%%5#75‘ 5D LSAS Aal rik A g
]

LSAS &%tr (£SD) P& 5 B 95.6+16.47
Ty TEN P4 4 30 11.4=11.42
WAR (£5D) 75 8 g 21.9%16.07
P12 A% 28.8+19.19
5 24 HIF 36.2+21.94
B 36 HHF 40.3+24.32
5. 52 I 46.8+28.43

REHSEBUBE X, 78.9% (45/57 Bl) THo7zo LEREIEM
1. B 45.6% (26/57 ). B 29.8% (17/57 Bi) . iRBhtk
DE12.3% (7/57 Bl). HABIE 10.5% (6/57 ) S Ok
10.5% (6/57 Bl) T o723,

18. ExhIRIE

18.1 1EAFF
SN F T UIEEBEIEERRY Ao =2 (5-HT) B0 AR
BN 2R L. REMBRAN O 5-0T i % E5 88, KERD
$5:12 & o T 5-HTac B4R D down-regulation #5335 2

&), ) DMEH R OHAZEH 2R & EZ N 55,

18.2 5-HT BV ;A HBAE/ER

18.2.1 St F VI in vitro lZBWT T v MURT B
VF TNV = A5 HAO 5-HT B AAARRHEEH 2 7R L7237,
Ex vivo ilBFIZ B W T H R L ) 5-HT WY JAABHESE
HERL, EKRS LT 5-HT B AAAHEERIZRT LD
D, INT RUFY YD AARHEEHIIR ST, €0 5-0T
IR0 SAA BBV X iR - 24 IR IS 2R L 7239

18.2.2 I\D#Jca‘— VIEERIRIE T v N OB MIRERAL S ORI SEEE R
BI2B A Hlas 5-0T & E%iﬁﬂﬂé‘"&f’”) F72, ¥ AR
A‘ODJ‘Z) 5-HTP #%¢ head twitch fTE) O ERIEH O L VT v |+

2B 5 PCA .ﬁ%lél SR BRI MO MEIERH 2R L2 &

5 TR 3 5-HT HUY A& HEEH AR Sz,

18.3 5-HT2c &4 down-regulation S5 1EH
Ty MIBWT/8E F b F v HEEE I mCPP #% H 3 8%
WA U CH S5 CTEEH 2R S e h o 725 RS-
THRYWEH AR L2 &b, IERG 12X ) 5-HTec 25K
@ down-regulation %535 Z LAURE NP,

18.4 515> >1EA
PAEF G &0 BARAT 1

18.4.1 ~ o A& KIKAERIC BT
7 MEBYRE ) O JAEVE 2R L7219,

18.4.2 <~ ZRIBI R B\ THRAKTENY 720 B 1 00 A
TEH &R L7249,

18.4.3 MEMBIE S » SO L) A FATENIN L CHERIFEN
RHIER 2R L 729

18.5 MARIEA

18.5.1 v b social interaction FRERICEB W THEHREGITL D
social interaction W[ O IMVEH % 7% L7210,

18.5.2 5 v b Vogel B > 7 1) 7 MRBRICEB W T REH G512 X
Dhtar 7y s MEHZRLEY,

18.5.3 I v F AN TR EERERIC B W TRERS 12X D open
arm 238 VF B T AR ) 5 O A 8145 % B & & 72990

18.6 mMEMEE/ER
IR T AEFECRUATEHRBRICB VT I A KB R LAT
B 2 PP L 7219,

18.7 HisMEHR A ML REE(ERA
Single prolonged stress 8#7 v + (4MEHZ A b L ABEET
V) 2B TIRPLRM TS 3 < AATE) 2 #0il L 7250,

19. FRRDICHET 2HEEFHME

— MR - 3 R T IR KR
(Paroxetine Hydrochloride Hydrate)
1t % % :(3S4R-3-[(1.3-Benzodioxol-5-
yloxy)methyl]-4-(4-fluorophenyl)piperidine
monohydrochloride hemihydrate
5 T 3 CioH20FNO3 - HCI - 1/2H20
9 F & :374.83
R R ARBIHOOHKMEOM K TH S, Riidxr s/
—VZHETR T T8 = (99.5) IZRRHE
07‘"?“’9“< HRITEIFIZT v,
AL \@
H
ho - L
o OV@\‘H HCI + 5 H0
CLT
Fil M 140C  (R)
22. ‘A%

NOxEF 8 10mg [F—N1F])
(PTP) 100 $& (10 ¢ x 10)

NOxEF 8 20mg [F—1F])
(PTP) 100 $& (10 ¢ x 10)
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