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15.1.2. 15.1.3%ME]

8.5 HHRHMWTOREIRAZM /2D, BRERANED LN E
BTG AEEICE. RSO0 F A2 RNRICEED ST
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BYERERORBEDY 27 BRI OEBREHTT I REEE
HELTEDP 272, 2B, 5B EOBREICBIT2EZSESHE
BEROFEHEDOY A7 O LRIZRDHNT . 65l LB N T
FDYRTDEAD U7z, [1.. 5.1, 8.2-8.6. 9.1.1. 9.1.2%MH]

15.1.3 BN TEB SN BEHEREET H2HABEENRE L
7o REIOT T R BERRBOMEER LD K> OWRtE
BEDBREZEICBWT, I RBEHEL CARFRSHTOE
BEROFEIIEE SR ENICERICE D - 12 (RER 583455
BIER1141(0.32%) « 75 & REE197861 - 141 (0.05%) ) o 72 8.
KHBEEHTCOREDNZIFI8~30RDEELETH > 72, (5.1,
8.2-8.6. 9.1.1. 9.1.2%H#]

15.1.4 FII50B Ll L2 HRICEHS N2 B OBZEREICS O
T, BIRMtO b= VEEROAAEER R CZERI D D8 %
EOI O DRIEREINIZEBET. BITOVRIPER L&
DFENH 5,

15.1.5 B CEM S NAZBERREBEICB VLT, KAl 2 &R
O M= VEROAAKEERSEFREEZERLS Y. FHRICE
a5z AAEEESRESNTWS,

16. EYIENRE

16.1 MARE

16.1.1 BO%S
TEEERA (20~ 275%) ICAHIL0. 2031340mg % BB #H 5 L /- D5
BCHIE Lo RS EE (Cmax) OFHEIZ 10mgif & it L 20k
VA0mglETZENZN]. 8K VA.69ETH D . HEEOEM%E Lol > 723
AR SNz, F7z. A0mgBEOR 58 THIE L7 MR E R N
T (AUC)1E20mgh¥02.48(5TH D . Cmax & FFICHESROEM%E LH
SR A SN, BB OIEFEE SR SN2,

(ng/mL)
0 r

30 —&— 40mg
—e— 20mg

—O— 10mg
20

poik Sive=y

0
0 24 48 72 9%
#5%ER O

BEERRRAICAEHI10. 20 (340mgZ BEROIZ S U DM/ 0
FEFVRE

120

(PigfE + FREEfRZE, 196))

x BRERACEOROES UEORYEIERN/INS X—9

BE& Cmax Tmax AUC T2
(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

— THHTET PHELEERE(195)
Tmax : =g EERERE. T L HRNEREH

16.1.2 RiEI%S
R (21 ~275%) 12 A#F20mg 2 1 H 1 [E 10 H M KERO# S5 L - BE o I
SRR L. WES5EE R4 ICCmax 12.5ng/mLICE L, T3 108
ETHo7. CminldREHSTHBIEFERRE ($923ng/mL) IC#E L7z,
REBR GO MEFREIL, RAE&REG5RRE#I1CCmax 59.5ng/mLICiE
L. T3 8158 T - 725,

16.2 ORUR

16.2.1 BSED&EE
TRERAL IS ARHI20mg % Z2RE R L d AR ICHERRO# S U - RO Y B
FHITA—FICEERDONT ., BRFOXBI LV EEZ 5N (E
AT —=%)0

16.3 91

16.3.1 M#FT VINTHEE=
In vitroTk MEEIZ T F 1 F > D100X13400ng/mL% R0 L 7z BE o I
By R TREGRIT. FNETNHBRVB%TH > 7z,

16.3.2 MERSERE
In vitroTk MIEICHUCIZER# Su & F VIERRIE 2 30 U 7 B o 3k 5y
BLRIISI%LL ETH Y. MEBITHARD 5Nz,

16.4 X3
t MNFI 7 ay—LxfWizin vittoiEEIC KD . KA OCYP2D6IZRE
ZIAEERIIEIEETH D sparteineDBiIKFERIS % 815 & L 2K/l
130.15uMTH > 729,
RANTEICFEOCYP2DOIC K D RIBEN D 2 &h 6. EYEROIERE
HEIZCYP2D6IC K2R DM EEZ 5N b,
AEIBCYP2D6# [HE L, FIHA HSExtensive Metabolizer’ 5Poor
Metabolizerff~E# T 2 Z &6, CYP2D6THRE SN 2HH| & DHE
ERPEZ 6N,
7B, CORBBOFRIIREBRNLER CEET 29, [10.28E]

16.5 HEtH
ERRAAICMCIE S ST &t 7 VBB E30mg & B O 5 L 72 BF O 1S
HElX. 5B 16SERHIDINICE S EDORI6A% S IRFIIZE A ERBEME L
THRE S N, EARITIER3% SRS 2 (AEAT— %),

16.6 HEDERZEHIIEE

16.6.1 BiEEEEEE
BHEERRE S ICAHI20mgZ | H1H18HERER RS LB, B0
BREREE (VL7 F=0 27 75 > AMEOML/5A) 1ICB W, M
BEOLEARUCAUCOEANRD 6N/ (HEAT—%). [9.2.120]

16.6.2 HTHEEEIEEE
AR RERE = IO AP RE T OREEICIE UAAI2031330mg % 1 H 1= 14 H M
RERZORE LK., MEEFEEDO LR, TInOEERCAUCOHE KA
BOLENTY(HNEAT—%4). [9.3.12H]

16.6.3 SHhE
fBRRE & (65~80m%) IS AKI20mg & BEHR O 5 U /- BE o M 4E R A 1
5568 % 1CCmax 7.3ng/mLICE L. Tialdf18MTH - 721,
[9.8%H8]

16.7 FEYMEEIER

16.7.1 Zx/NILEI—=)L
7z /)N ESy—)L100mgzlH1EI4H M RERS L. 14H BIZAKA
30mgx BERFOHRE LK, mfEh S\ uxtF > OAUCKUTIRIE, Z
NENFH25% U38% A L7z, [10.25H,]

16.7.2 Jx=bha4>
7z = A »300mgxl1HIEIN4HBRERS L. 14HBICAHI30mg % &
ERFOES LR, miEd SaFtF > OAUCKUTIRE. ZNZENF
50K U38%iED L7z. AAI30mg# 1 H1EI4EERERS L. 14HEIC
7 = A »300mgx BEREOHRS LB, 7 2= YOAUCIEFY
12%ED Lize [10.2%08]

16.7.3 IXFIY
AHB30mgZEZ I HIE28HBMKEHRE L. #522~28HEICY AF IV
300mg# | H3E KBRS Lz B, EFIREBICBIT 2/50F 0 F VBE
. PERE S AR KI50%E N L7z [10.2208]

16.7.4 3%
Y% 0.25mgx IHIERSHMRERS L. #515~42HBITAHA
30mg# 1 HIEIREMRZS L-F, EERECBIT2YITF T 0FY
AUCIK, NaxtF > OpRICE D 15%ED Lz, [10.25H]

16.7.5 ZDithDZFH|
TuTI ) a—), ITENL, TLT Yy, IAFT U AFILEIS
TN A=V EDHRBEEIIBNT, SuF LT > OEYEEICHE
AN, £l NaFEF L IETILT 7Y, TURYT T
IRRU7 2= A Y OMEEY VST EERICEEE RIS 2D > 72 (in
vitro). [10.2%58]



17. BRRRAGAE

17.1 BHMERURESMHICET H5HER

(3DfF + SDIRER)

17.1.1 EINERFREAER
ZEE MBI O—REERREY VICB VT, DR - D DRE
2R LT 1E10~40mg. 1B 1EHSOHERHHRIZ50.4%(229/454() TH > 720
7B, BEOSOR - O DREBEEZNRE L —REFRAR OB
H(X55.1% (27/496) TH V. B 5N -EWEROEE, BIERRRER
UZ0RRER, EhEEFEETH 72,

(N=Zw TEE)

17.1.2 EINERFREAER
ZEHEREERBE P RO RERRBED ICB VLT, Sy yEEICHL
. 1E10~30mg. 1HI1EESDEZIZHRIE60.2% (106/17661) TH > 7z,
mB. T REMBEE L ZEERRERE?Y ICB L TARIOGRMED
R s N7z,
BIfERFBUSERE 1L, 49.4% (42/8501) Th - 7z EHEIERIZ. BR
20.0% (17/8561) Td > 7=

GHBMEE)

17.1.3 EINERREAER
T RERNBE L _EEREEHEY ICBVL T, MEEREICT L
T, 1E20~50mg. 1H1EHEGDERZFRIE50.0% (47/946]) TH D . KA
OERMEPSHER S NI,
BIVEFI IR 12, 71.6%(68/956]) TH > 7-. ERBIEMIX. TEX28.4%
(27/9561) « {EAR22. 1% (21/95(51) X OMERBL1.6% (11/95() TdH > 7z

(HETRES)

17.1.4 EINERFREAER
T RERNBE L —EEREERRICB VT, HARKREEICH L TR
A% 1H1E20mg X 1340mgZ %5 L7z, 75 RIChT 2LSASA R s
DEOEIZNZN-T.2E-6.2THYD. TITERIIHLTHERICE D L.

=K1 R512BBOLSASEE R E
7L AR | 20mght 40mgt
REBI AL 130 132 133
L 72
BESPRE | o) 0415.25] 80.8414.24 | 81.614.53
- (£SD)
LSASERR. g B oams
: N N N
(esby | |60-1%22.00| 53.2:£23.08 | 54.8+21.34
BEMER | BERS
PO DEDE | FHET 20.4 27.6 2.5
\ i 72 %2
VAN _
(ﬁﬁ;ﬁc@fﬁ) (95%CI) (-12.7,-1.7) | (-11.6,-0.7)
’ pE® — 0.007 0.025

) BERiEE AR L U T
1¥2) : Dunnett® ZEEEE, FAEFA. BEKE 5%

BIVE R RIS 1L, 20mgRET75.0% (99/132f1) B UF40mgaE ¢82.8%
(111/13461) TH > 7= ERBWEMIZ. 20mght T IXMEER41.7% (55/132
Bl) . FEIED £ 11 18.2% (24/132f) . EDV18.9% (25/132) % U'SENE
11.4% (15/132f1) . 40mght TIIMEAR3S.8% (52/134%1) . #EdtEed &£ \»
30.6% (41/13405) . EiD21.6% (29/13441) . BERE15.7% (21/13461) . (FH
15.7% (21/13461) T OMERIE10.4% (14/13461) TH - 7z,
17.1.5 EINERFRAER

JEEMREBICB LT, AHIZ1HIE20~40mg. S2UARHES L7-BEDOLSASE
FEITRERERICED U S2HERE OB EDOFHEIZ-46.8+28.43TdH > 72,

K2 REBRSECSIT BRSNS DLSASEE FRANE (5661)

LSAS&EFR(£SD) B ERGR 95.6+16.47
BERATREE D 5 D B4R -11.4+11.42
A (+SD) B8R -21.9+16.07
5 12i8K -28.84+19.19

#5248 KE -36.2421.94

#5361 K -40.3424.32

#5521k -46.8428.43

BIEF SIS, 78.9% (45/57H) Td - 7=, EEIERIX. @R
45.6% (26/57f11) . Bi29.8% (17/57)  FENESD F1212.3% (7/574) |
BAVBRIER10.5% (6/5711) K OMEFL10.5% (6/57f1) T - 7z

18. FFHFIE

18.1 {EFER
NaFtF UEREIGERP 2o b =2 (5-HT) B0 A AHEEERA %2R
L. #EMBEAOS-HTIBEZ FRSE, REZOFSITE > T5-HT%
ZEDdown-regulationZFHEHT 2 Z LIC KD D DEAR AL
TEHZRT EEZOND,

18.2 5-HTHX;AHBEE(ER

18.2.1 /Su v F VIEBIEIIn vitrollBWT Ty MRIEFEYF 7T vV
— AFEAOS-HTH D AAEEERAZR L7 Ex vivoRBRICB VT
HREOBREGICEDS-HTWM D AAHEEMAZR L. RKEKS L TH5-HT
B AAEEERIIRT OO, /LT L) VEDAHREERIZR
&9 FD5-HTHUY A A BEENE RIS RA I 5 24R R 1SR L 722

18.2.2 SuFtF VIEMRIEIX T v NOE RS L ORIEEREICE T
LHfANS-HTEEZ M 8722, /2. Iy MIBY A5-HTP#HEH
head twitchfTEIOHERIERA R UPCAFHH B XK ES B MO M (EH %
RUI-Z &SP, (TBISEESMIC B 5-HTI W AAREFR RS NIz,

18.3 5-HT 2 & {Fdown-regulationsFF{EFR
Z v MBLOSa T VERIEIImCPPHEH B FESE R I L
THERS TIRIEREZRS L >0 REZRS THEAERZR L E
o, REHEGICED5-HT B EDdown-TegulationZ 759 % Z &
WRENH,

18.4 ;15 D1EH

18.4.1 <7 ZRHIKEGRERIC B W T RIER G 1T & » AR 7 EEH RS
DFEHREER %R LTz,

18.4.2 v AREBERBRICB VL CHEREN A BEHFMOEREIER 2R L
tz‘?)o

18.4.3 MWEMEIIE T v O LY YA RITENICN U CHEREN 2% ER
BRI,

18.5 HIAR{EA

18.5.1 7 v bsocial interactionftBic B\ TREH S I X Dsocial
interactionffE O#EHN(ERH 2R L7z,

18.5.2 v hVogel#lar 7 ) 7 FBICBLWTRERSICEDIRaY T
U7 MERZERLZ,

18.5.3 7 v tE@RATFREHBKICB VL TRERSICE Dopen armils
VF B AR R R OSE A BB & NS B 72

18.6 His@EMEEER
TYIAH T AEB OB UTHREICB W TH I ZAEBOE LITE2MH L,

18.7 HiSHEHB R ML REE(ER
Single prolonged stress&fiZ v b (JMEERZ ML AEEET L) ICHEW
TRIABIFEF T < HTEZHHI L 72,

19. B CRET 2EERHER

— BT ¢ a2 TV IEERE/KFIY) (Paroxetine Hydrochloride
Hydrate)

% 4 (39,4R)-3-[(1,3-Benzodioxol-5-yloxy) methyl]-4-
(4-fluorophenyl) piperidine monohydrochloride
hemihydrate

5 F 3 CiwHFNOs - HCI - 1/2H.0

5 F E:374.83

{bfgist

F
0y
\/E) < HC - A HRO
0 0 : NH 2
ST
0
i R BEOEREDOM KR TH L. AY ) —ILITEITFPTL, Y
J = (99.5) IZRRIE TR T <\ IKITHEITFIZ< Lo
il R R140°C (53 fR)
22. @R
(INF2)VEE5mg)

100$% 1082 (PTP) X 10]
(NF 2 ILER10mE)

1008 [108E (PTP) X 10]
(INF2ILER20mE)

1005 [108E (PTP) X 10]
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