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A =% (AUC., Cmax) 22\ TI09%IE M X M1 2 CHEGHENT & 4T o 7285 8 log
(0.80) ~log (1.25) OFEFANTH V), Wil FH FFELEDMHER S N2y,

3 FEWEEE ST A—¥

HENRT A —F BENTA=S
AUCo-1s Cmax Tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
TNEFY I VLA L EESE
50mg [EMEC) 255.1+126.6 1318 +4.35 526+1.19 | 1273+3.10
770 A —)VEES0 2626+1215 1339+405 | 516+121 | 1275+322

(1$e#£ 5., Mean+SD, n=19)
(ng/mL)
20.0 -

18.0 -

16.0
—I— TEFHF I LA EES50mg [ EMEC

14.0
12.0 = 15E4%5-, Mean+S.D., n=19

10.0 -

8.0 -
6.0 -

FERE N 0 F T N EEE

40
2.0 4t H

0 &= 1 1 1 1 1 1 1 i
12 18 24 30 36 42 48
R (br)
2 e S5 RS

MHEPEEEIENIZAUC, Cmax® /87 2 — &1k, B oI, A oI L -
4 DORERSMC L > TRE DYDY D 5,
@) ZIVEXY I YL EIESE75mg [EMEC)

TNRFF I v LA CEESETSmg [EMEC] RO 70 X —V§75% . 7 1 A% —
IN—=FEIZL ) ZNZNL5E (7RI~ LA VEEEE L C7mg) R ASE T2
MR G LTS O 7 VR ¥4 3 VB2 E L. &6 N2y B S
A—% (AUC. Cmax) 22 TI0%1E WX M 12 THEFHENT 2 17 o 7245 R\ log
(0.80) ~log (1.25) DHPANTH V. WHIOEYFIFFIEAHER S 72y,



4 BB ST A—¥

#2 BEBlogER (PEESUHEDE)

HIEINT A =5 BHEING A= 5 RO YR (%)
AUCo-1s Crmax Tmax e o TNEEF ¥ 486 (17/3501)
(ng-hr/ml) | (ng/ml) (hr) (hr) —TEHILEEER TR 182 (6/331)
SRS R .
7k *74* ) };\m i WHESE | grpg1782 | 10422733 | 480+ 164 | 1234227 1713 ERSIHERE (NEssE~18%)
aﬁmg - SGEPEREE & BT S NEER 2R E L ZHEERILEGER (7 RFH 3 U819
770 X — VEET5 361.8*164.4 19.06+8.11 490+1.37 | 1248=2.11 B, 75 2RI OfEE, /NEHYale-Brown Obsessive Compulsive Scale H 4qf

(1§84 5., Mean =S.D,, n=20)
(ng/mL)
30.0 -

—I— TVARRA IV LA VY $E75mg | EMEC |

I
%i;g 200 - S T UA—IVEETS
7 15e4% 5, Mean+S.D., n=20
N2
K 150 -
*
_}.}-
I 100 -
v ;
i H
U3 Z
EE 501
0 - | | | | | | | +
0 6 12 18 24 30 36 42 48
(hr)

515
[43 i e e AR

MHEREEENE ONIZAUC, Cmax®:0 /8T X — &1, HBE OMIR, RIE OIS - B
4 D ERGF I X > TR BT RIED D % o

16.3 41
THEGENTEIC L D lE L7s e MIE&EE L OG5, 01 ug/mLE05 ug/mLOiERE
THI8L% T » 725 (in vitro) o

16.4 X8
TR A I LR S, FECHEERCYP2DE S S L T b L2 S
TWao, [10. 2]

16.5 HEitt
T EFY I ik, R CERALEIZ B X UL S AUTEBIE P 2 45 7 2 W ACEHD k%
Do RHFICHER S D o EREBLACUC- 7 VAR T I ARG Lz e & BB
TORG F T W BRI REEI SR L, TFIRU%TH 5720 D GHEAT—4),

16.6 BENEREHTHEHE

16.6.1 /R
BRSPS 3 2 O MO B EF IS 7 VR R I v~ LA EESE25me/ H & B
S L. 6~11EOEH I 7V EEY 2 v~ LA »EESE50~200me/ H . 12~17#
DBFEIIE T VEFT I vv LA VEEESE50~300mg/ H % 1 H 20 AR %5 L7z &
X EYBEE NS X — 5 ZESDE BN Thot, EWIREIZBT L7 LVEFFI V0
BEFRI, 6~ 11O LIERETE» 2729 JHEAT—%). [973 ZE]

F5 NRICBIT 2 ZVEFY I SRR ST A— ¥
- " 2 1Co12 2
1“H7;~‘ A | e (ng- b/l iy
6~11 D F 14
50mg 9 330+119 2951+ 1254 720+277
100mg 8 1145+579 1104.7+651.7 438+229
200mg 7 3479+1830 3640.6 + 2086.2 264+145
6~ 11Dtk
50mg 7 86.0+259 876.0 %3059 238+10.1
100mg 7 3575+ 165.0 35299+ 15514 150136
200mg 3 859.7 2849 8876.3 + 3274.0 90+32
12~17 DB
50mg 9 273+130 257.3+1389 1004 %729
100mg 9 758+52.1 7480+5209 80.0+64.8
200mg 9 2483+ 1245 2536.6+ 13473 480+47.1
300mg 6 4368 =210.7 45084+ 23778 336+22.1
12~17R O &
50mg 9 224+146 2025+ 1379 144.7+130.1
100mg 8 64.3+437 644.7 4565 13211864
200mg 8 216.1*150.3 22500+ 16109 677+814
300mg 7 2964 +2136 3169.3 +2474.8 8141110
Mean +S.D.
(F) 7VEFY I v~ LA YRS OKR S N7/NEOTH R EHRIZ150mg TH % .
Bl PR R 4
17.1 BEHURCRLMICET 28R
(5 2RRV S DIREE)
17.1.1 ERERRE
9 OIFR ) DIREEBH I BT % U FIE61.7% (282/457H)) Tdh o729 19,
#1 RABRlodgs (pEEYEED L)
AR OTELH G (%)
— A B AR 713 (127/178%1)
CEEMILEAR 556 (155/279%1)
Rl 61.7 (282/457f1)
(GEETERE)

17.1.2 EIRERAREER (RA)
SRR E RIS B AUERIIR20 L B TH - 7210 1),

B (JCY-BOCS) (10IHH) DA TIZBIF2N—AT 1 v & EHEFMEOZLED
ML, 7T RBEELTT7VRFS I VETHEIZRD L7219, 20,

#3 JCY-BOCSOZALi:

- |l R A & V7 i .
L R DA i B
TVEFFIL| 19 266+551 | -105%525 43 0044
7T e 18 273+526 66+752 (-85, 0.1] ]
Mean =S.D.

a) HGHAFEENE. X—2AF 1 DOJCY-BOCSKHA I 7 K U4Eih LR L Lot
SEGHTET VI ED L

A VEREE B A G b L7 BRRRERLOBIH ., 661 (316%) (ZEIMEH (BRMA S s
Eady) BROLN, TOEL GO, T3 (158%) . MHIR26B] (105%). fZHkIK
B261 (105%) Tdh o7z,

(HETFREE)

17.1.4 ERNFEIHEHR
HAREREREE MR L L mERILEGER (7 VK39 3 Y H1766), 77 1K
FE8IM) Dk H:. Liebowitz Social Anxiety Scale H AFE/L (LSAS-]) #2237 Dtk
BOAITIE, TNERFY I VETIET T R LA B L. 2,

F#4  BIGHILSASJ#E A 2 7 TH# L 7-LSAS-J# A 2 7 DR

LGS %5108 pfi*
TNVARFY IV 876 586+18 00197
77 R 876 658+25 ’
Mean+SE.
# IR EU T

() A#BrIZ50~300mg/ H O # % &tre 7 VRFH I < LA VIRIESEOKGE
SNFIHHRIE, @HE50~150mgTdh %o
17.1.5 ERFEMHEFR
TNRFY I v LA YEESEORNIS (T100) 12X ) ARPEATHERE S e 2 L AHE
a2,

F5 EH% G OLSAS-JR A a7 Ok

FAlG IR 2512381 P2 15-28: 1 R 2 15-52:8
54.3+231 408+20.3 35.1+184 333+1838
Mean+S.D.

() A#BrIZ50~300me/ H O R #F A &tre 7 VRFH I < LA VRIESE DGR
SNFIHAEE, @HE50~150mgTdh %o

18. FEHFEIE

18.1 1A
TURFY I i3t n P = Y OFRY AR L ERGICHEST 2, VT FLF) RO
RS VY AR BEICH T 2 @I 2 ICD l THRT L ZN2N130KL V1608 . flid
PO DL EWIEICR > TWwD (Fy MY+ 7y —2a, WD, Zb. SHARE
FEMEZARIEITE A CBRMEZ R ST, £/ 7 I VEUBERIEREH O 13 L A LR
DLNLE oD B,

THE Iy 0 160
TrEsy L
yoirzyy @S 4
7ibu7Fy s 1068, BT R ) AAEEEEE O
0 B8 3 V) BRI L Ol
13793 A
INRTF 50-2032
7793y 9P
0 20 40 60 80 100 120 140 160

Ml tu b= &7 FLF) 2RO R8I 2 QAR AR 34 BELEE P

GE) 7¥ 77 I ViElEEmk i, 704 F 2T I ENFRIETE

18.2 5 21EA
SRR Pk T O RS
DON NI A) 2. B

18.3 HEMEE(ER
RNEFEEBWET VO b, FUsaEEEEH M TE 2 L SNTH D77 AEE
FLABICBWC, 7 AEFECRLTH (GREfTH) 2Bl (60mg/kg.
po. N A) B,

18.4 5-HTcRBHEHREICL 3 AFREHERD ICHT 21EH
+ 1 b = U 5-HT o2 B E B3 O m-chlorophenylpiperazine 2554 5 7 v b @ H S
im0 IR LT, BE#HYS (90mg/kg. p.o.) TIXEEL &b o 20 EHE S
(30mg/kg. po. 21HME) THpHIRhEZ R L7220,

19. BRI ICET 2B{EFER
— IR 7VERFY I U~ LA YR (Fluvoxamine Maleate)
1b%:4  5-Methoxy-1-[4-(trifluoromethyl)phenyl]pentan-1-one(E )-O -(2-aminoethyl)oxime
monomaleate
CisH21F3N202 - CsH4O4
43441
FEORREOHETH %,
Iy =) (995) IZIEITRT <L KIZRREITIZ Vv,

FEIIBVT, TV TI IV LAKOMRELR L (60mg/kg.

o
Srf

ok



0
N~ > NNH: CO-H

0/CHS . [

CO2H

F F

AR 120~124C

22. A%k
(FIWVRZY I <L A BiESR25mg [EMEC])
1008 [10%Ex 10 ; PTP]
5005t [10%E x50 ; PTP]
50088 [79AF v 7 R MV NT D wRHIAY]
(ZIWEXH I 7L 1 CEEESR50mg [EMEC))
1008 [10§ x 10 ; PTP]
5008 [10$E x50 ; PTP]
5008E [T AF v 7RV NT]
(ZIWRXH I3 L1 ERE75mg [EMEC])
1008 [108Ex 10 ; PTP]
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8) WK NNRES BRI G- BIRERER VR 7 2§87 71 X — Vg 1 201747
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9) FIENFE Al BEO1998 0 11 185-198

10) AeAIESE ;12 1 243-260
11) K ;14 1 919949
12) ML ;14 1 951-980
13) AR : ;120 651677
14) f@IRER b BRRE ;120 261275
15) WEEE A BRRE ;120 471487
16) HUBHES: Al c ERREE ;14 : 567588
17) HBHESE o BRI ;14 : 589616

EPUA%,H..LHE ﬁﬂ : &&arﬂ% ;121 679700

HEERE LR L LENRRRBRO T Lo OV
Ky 7 7\5“;5/7'7 =] X ~)l/ﬁ‘}t 20174E7H3H KR, HIRH VORI 2.763, 2766,
2769)

20) /NEEGAEREE RS AR & L EANSIAHRE OvRy 7 28/ 7702 —v
i 1 2017457 H STRT. HAHE721)

21) Asakura S. et al. : International J. Neuropsychopharmacology. 2007 ; 10 : 263-
274

22) MAANREERZ LR L LIARERRERER - BEERGRBE OvRy 7 288/
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