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NEBINZEEICE. IREEZHERT, RagEEL, PIk
FToHnEHEY B ETO> 2L, [5.1. 5.4, 8.2, 8.4, 8.5,
8.7, 9.1.2-9. 1. 5]

8.4 HEAHMTOBERMZE <7/, HBEANZRD 5N HEE
WAL 558113, 1EGOUA S HEER/IMRICEED S T &,
(5.1, 5.4, 8.2, 83, 85, 8.7, 9.1.2, 9.1. 3%H]

8.5 FHESICHAGE Y AREN, WE, sk, SllEtSsofTr

B OB OEBEBRENND S5DN DU AT EITDNT 48

BHZ{TW, EREBBICEKEZROES LOHBETLHZ &, 6.1,

5.4, 8.2-8.4, 8.7, 9.1.2-9. 1. 5]



8.6 L HEEDAMBFPIBNLESOHIEICKD, HE. B O
T, ALK, FIR, EFNETERDSOND ZENFEIN
TWBDT, #E52HIET2EAICI3RLICHRET 5 EHEEIC
1oz &,

GEAMRE (M)

8.7 AFIIGITL D HARE., HEENNDSbN D uHEWD B 5.
AEF G E L 2R O Z ML, BREHEEL
mnZ &, [5.1, 5.4, 8.2-8.5, 9.1.2, 9.1.3, 15. 1. 1&H]

9. BENDERZEZETHEEICHTIEE

9.1 AHtE - BEFEEDOHZEE

9.1.1 TALAZEDESHRERIICNSOBRERDH S EE
AL T ZEND D, [11. 1. 1B1]

a%zﬁﬂﬁﬁXMQMAlwﬂﬁwﬁé$% BERSEDHDE
HRaE. HERENASSOND I END D,
8.5, 8.7. 9.1. 3]

9.1.3 BO>DOREE
Bz, BRENNDSDNDZEND D,
8.7. 9.1. 251

9.1.4 BOREHNEER IHAKFEDERDH 2 EE
FBHEIRZHEEI RS2 0B 5, (8.3, 8.5, 9. 1. 5]
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ABF (n=5) 1Z75mgZ1H1ERKERO#HSG Lk & EOimiEhiEeE
EHE3A B TIEIFERIRBIGEL 2.0

£l RACBIT D7 RFY I VEYBENT A—F

5 Tmax Cmax ti/2 AUCp-0
(hr) (ng/mL) (hr) (ng + hr/mL)
25mg 5.17+1.47 9.14+3.97 8.91+1.25 133+51
50mg 4.67+1.37 17.25+3. 03 9.83+2.23 30269
100mg | 3.50%£1.22 43.77£15. 49 11.84+2. 38 804+322
200mg | 4.67%1.51 91. 81+16. 67 14.11+4.13 2020655
Mean=S. D.

(GB) AFNOEBINALIHARIL. #EH50~150mgTdH 5.
16. 1. 2 &2 RIS HER
(ZIVRFHZ oL A EiEER2mg [~—7 1)

TIRFHI XL A BEESE2Smg Th—"7) VAR Y 7 Z§E25
., JOZF—=N—FElckoEnTnlgE (ZIVRFHI L1
g & L T25mg) ERAST (n=12) ICHREEROZSESL T
Mg R REEZBE L, BoNTEMBE/NT A—% (AUC.
Cmax) 12D W T0%E HH X 3= I THEHRIT 217 o 7255 1. log
(0. 80) ~log (1. 25) DHEIPFANTH 0. MHID LW FERFEIZEM DR S
N2

(ng/mL)
3 -

—o— : Z)VIRFY I > LA CEESE25mg [h—7 )
—— 1 )LiR v 7 A§E25
Mean+S.D., n=12

SR

6 12 18 24 30 36 42 48
BEZORM (hr)
BI1 i R
£2 FEYBEINT A—F

HEINT A—% BENTA—H
AUCo-18 Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
TNVARFHFI VLAY
Ret§5mg TR 75.5%41.4 4. 855+2. 031 4.5+0.7 | 14.08£2.63
VR 7 A 4§25 71.3%40.6 4. 608=+2. 229 4.44+0.9 | 14.70£2. 68

(Mean+S.D., n=12)
I 3 NG NCAUC, Cmax5 D)8 T A —Z 1%, Wl O IR, Rk O LRI E L -
HE S DR BRI & > TR D AN H %,
(FIVRFHI 2 A VBHERTMe Th—71)
TIWRFHI LA C#EHESET mg [h—"71 VR y 7 A$ET5
Z, JUORAF—N—{Eck0ZzNThIE (TIVRFHFI LA >
fedi & L C7omg) f@EMRABF (0=12) ICHAEHEEREORS L T
Mg RBRBEZBE L, BN EMBRE/NT A—% (AUC.
Cmax) 12D W TI0%(E XK LIS THREHENT 21T > 7245 R, log
(0. 80) ~log (1. 25) DFEFANTH V. WHI DALY EHFEZEMNHERS

nr.2
(ng/mL)
3571 ot TLREY I LA G [ —7 )
30 —— LRy 7 Z$ETS

Mean+S.D., n=12

0 12 24 36 48 60 72
B G5 1% OWpfE] - (hr)
B2 iR RS



*3 BEMBENTA—Y

HEINT A—F BEINT A—H
AUCo-72 Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)

INRFFILILA >

B T5mg [ h—17) 438.24+178.0 | 23.658+7.494

3.5+£1.1 | 13.50+1. 44

VIR 7 AGETS | 434.9£169.9 | 24.654+6.577 2.8%£0.7 | 13.64+1.88

17. ERPRARIE

17.1 BIERVREMEICET SR
(D DERUV D DIREE)

17.1.1 EBANEEKREER

S DM TD DIRIBEF T BT 2B RIL61. 7% (282/457f1) T
55.37«:09),10),11),12),13),14),15)

1 BBROYGER (PEELENU L)

(Mean+S.D., n=12)
I AN CNIZAUC, CmaxZ5D/8 T A— 4 1d, Wl O, AR O HREE K -
MRS DB I & o TR D AR S 5.
16.3 9%
SEEHBEITRIC X DEIE L 2 MIEER & OfEERIT. 0.1ug/mL
&0.5,0g/mLOERE TSN TH o/~ (in vitro) .
16. 4 35
TIVRFY 2 I TRE# T N M CH B ECYP2D6 2 B &
LTWsEEZILENTNS.Y [10. BH]
16.5 HEft
TIVARFH I 3. BRI TEEAITHE A F UL S TSR BEIG 1 2 75
i E 0, RS N5, @ERA B TICUC-T7 LR
FH93I256mg (n=5) EROLLELZEE, BEBRNIOFHIETO
JRh BAERUR BRI, PR TH - - RE AT —5) 9. 0.7
16.6 HEDEREZFTHEE
16.6.1 /N2
IR E T E OMOBHERERFICTINRFTI LA
HigE2omg/ HZBBHR E L. 6~1R0OEBRZEICIZ 7 RFHI <
L1 e EES0~200mg/ H, 12~17mDBFITIZ TV RFHFI <
L VR SES0~300mg/ H 21 H2[E X EME OG5 L= & &, g
RBNTA—FZRIDEBODTH o, EWIREBIZBIIZ 7ILRFH
I OOBHZRIR. 6~IUROREERETEL > GHEATF—%).Y
[9.7. 32 H&]
#4 NRIZBI D TIVRFY I EMBEEIN T A—F

LHERSR | AR | (o - /D) e
6~115%D Bk
50mg 9 33.0+11.9 295.1+125. 4 72.0+27.7
100mg 8 114.5+57.9 1104. 7+651. 7 43.8+22.9
200mg 7 347.9+183.0 3640. 6--2086. 2 26.4+14.5
6~ 115D Ltk
50mg 7 86.0+25.9 876. 0+305. 9 23.8+10. 1
100mg 7 357. 5+165. 0 3529. 9+ 1551. 4 15.0+13.6
200mg 3 859. 7+284. 9 8876. 3-3274. 0 9.0+3.2
12~175% D B
50mg 9 27.3413.0 257.34138.9 100. 4+72.9
100mg 9 75.8+52. 1 748.0+£520. 9 80. 0+64. 8
200mg 9 248.3+124.5 2536. 6-1347. 3 48.0+47.1
300mg 6 436.8+210.7 | 4508.4+2377.8 33.6+22. 1
12~ 17O &
50mg 9 22.4+14.6 202.5+137.9 144.7+130. 1
100mg 8 64.3+43.7 644. 7+456. 5 132.1+186. 4
200mg 8 216.1+150. 3 2250. 0+1610. 9 67.7+81. 4
300mg 7 296. 4+213. 6 3169. 3+2474. 8 81.4+111.0
Mean=S. D.

) AFNOEEEN//NEO1H s A &13150mg TH %,

16.8 ZDfth

(FNRFY I A U BIESHEmg Th—71)
TIVRFYI O LA CEEESES0mg Th—"7) 13, TE80NRERS
ROER A O LY ZRREERBR AT RT1 > CER184E11H 24
H EAFEFEE11240045) | 1THEDE, JIARFHI LA U
HigE7omg [h—7 ) ZEEMERFIE Lz &, mHEEN%ELL, 4%
PR RS & ARSI Nz, 2

B OTEIE gEE (%)
— i B PR AR R 71.3 (127/1784)
ZHE MR 55.6 (155/2794)
&t 61.7 (282/4574)
GEEEREE)

17.1.2 ERERAREER (BA)
SBMERE EH I BT B UERIR2OEBY TH o/, 10.10.19
#Z2 WBBORER (hEEYEDM L)

AR DFEAE HER )

TIARFHI > 48.6 (17/35)
77tk 18.2 (6/33f)

ZHE R

17.1.3 EINEDIEEER (NIE8E~185%)
HGHMEREE BRI N NEREE N R E L EE R R
(ZIVRFH I DI, 75 REEL8H) DFER. /NEH Yale-
Brown Obsessive Compulsive Scale H A&k (JCY-BOCS) (103
H) ORZAIA7IIBITER—RTA > & HEf&aEMiR O 2L B O RER
Zi. T RBE B TINRFY I OHTHEREICED L2,
#3 JCY-BOCSOZ Mt &

Tl | s | NTRATA HERE i)
mE | SRV peoskR | wsEER o | P
TIVRFHI 19 26.6+5.51 -10.5£5. 25 4.3
— (8.5, -0.1] | 0-04
7oK 18 27.345.26 -6.6+7.52 v
Mean=S. D.

a) HEMZEEHR. X—Z T4 > DJCY-BOCSHE A A7 K OFlnzERE L
BT ETICIED <
MR R A R & U 2 BRABR19BI . 661 (31. 6%) ICRIME
A ERREEREZ2E5D) RN, TOERBOI. B3
Bl (15. 8%) . {EHHR2H (10. 5%) . AAKHEHR2H1] (10. 5%) TdH > 72,1920
(HBRTAREE)
17.1. 4 ENEIARER
HEARZREREENRE L EERILERR (TIVRFHI >
FEL7661. 7 RE8INI) DFEF. Liebowitz Social Anxiety Scale
HAGERR (LSAS-]) A7 DIREED A TR, TIVRFHI >
BTIE T e RRIC i U EICE D L 72,202
#4  PLARTLSAS-JHE A O 7 T L 7=LSAS-JH# R O 7 O

EEL G 51058 K¢ pliti*
TIIARFHI > 87.6 58.6+1.8
N 0. 0197
AT A AN 87.6 65.8+2.5
Mean=S. E.

¥ OB
(7B) AiBr1350~300mg/ H Ol B#iHZ2 5. AFOKFBI Nz
1HA&EIZ. E#50~150mgTdH %,
17.1.5 EREE MABGER
INRFH IO CEHEOENRS T1H) 1Tk a8
MFF SN2 EhfERE Nz, 2.2
%5 BN 5EOLSAS-TRZ 7 D

BH I HRE 512181 5281 5 P 55231
54.3+23.1 40.8+20.3 35.1+18.4 33.3+18.8
Mean=S. D.

(1) AiBR1Z50~300mg/ H O A BHiHZ2 &1, ARAORRB I Nz
1HHEIX. BH%50~150mgTdHh 5.



18. EELHEIB
18.1 etk
IINVARFHIFO MDD OFERDARLERIRMICHEST 5, /
V7 RLFU DR RINS DEDAARLEIZ R T 22N ZIC5D
HTETEZNTFNI30KRTL60&, fMDHTD DI EIIHMIC RS
TWs (5 MK F TRV —A, B, BB, BRI REDY
ZRRITEFEEAEE 2RSS, /7 I U BCEEERERER
%ﬁ&h&%@%?ﬁ@okﬁﬁm\ |
! |

IISO‘

TIIRFHI 160
TNAFLT :lﬂ—‘ 2 ‘ ‘ ‘ ‘
VEEPEES 2
/7= 20 JVT FLF 2
ro ABMET: L DL
FIRUTFU S b‘w 5
A /83 VHUY SAKRBHE
<o, 04 -
13793~ 20 |:| itk s ol
I RITFY ho'qu
Fyr53 P07
20 10 60 80 100 120 140 160

X1 tno l\ CEIIINVT RLFU KO RIS > ORI AYEL D A A B ETE M
(B 77 E3mEEPIES. 7V AFF IIENRIETES

18.2 2 D1EA

BHKIKER ORBEEICBWT, T 7532 ERABEOMEER
L7- (60mg/kg. p.o.. X7 R),20.20

18.3 MEEMEEER
ARBEEHHETIINOD 6, FimEkEEEA bR TES 23N

TWBEHIAEBWRELEABRICBWT, HIZXAEBWELITH (&
BTE) 2mR<MHEIL~ (60mg/kg. p.o.. XTR).®

18.4 5-HTZRBBEHECLS E%Eéﬂjgﬁ'y(:ﬁ?évﬁﬁﬁ
0 k= 2 5-HTocZ BARMER) 3 O m-chlorophenylpiperazine 7V i %
27y bOAFEBHEOREAIITH L T, HEHS (90mg/kg.
p.0.) TRIEELLRM>ENREERS (30mg/kg. p.o.. 21H)
TR 2R L f2. 2

19. AHESICET ZELFHME
Mt - N i

_CHs [
0
F F

TIVRFH I L1 (Fluvoxamine Maleate)

5-Methoxy-1- [4~ (trifluoromethyl) phenyl] pentan-

1-one (E') - O - (2-aminoethyl) oxime monomaleate

5 F 3 ¢ CisH21F3N202 « C4H404

Sy TR 434,41

TR Elﬁ@ HmEOM AR TH S, T4 /=)L (99.5)
v AKIZRRETIZ N,

120~124°C

E.

—fiz -
L -

IR
Al o

21. FEGREM
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