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200mg 4.67+1.51 (91.81+16.67|14.11+4.13| 2020 =655
Mean+5.D.

(&) RHNOAZR SN/ 1 HAZEI. @5 50~150mg TH 5,

16.1.2 &Y HEF MR

TIWEFH I U LA YIRIESE 25mg [ 7 AV, 7IVARF A
IV LA UEEESESOmg [ 7 ANV ROTVRFFI U
LA VFESE Tomg [ 7 AV & BREHESHFICOWT, Tl
DEBY 7O AF —N—FE L0 AT A A
FEOFG L CMmSE i R EE 2 e L, 15 5 N7z 3E ) E)
A8 X —% (AUC, Cmax) (22T 90%EHEX T
Fa T 24T - 7243, log (0.80) ~log (1.25) O#iFHN
ThH Y. WHOEYFNE SRR S 720,

#*16-2 SRS

FRAERLR] G-

TNVRFFI <A
VR SE 25mg [ 7 A
Al

VAR 7 A§E 25

Thehlgg (7R
VLA R
& LT 25mg)

TVERFHI<LA
VYRS 50mg [ 7 A
Al

Ry 7 ZgE 50

el e (7R
FHI LA UM
&£ LT 50mg)

TIAERFHFI LA
Y PRIESE Tomg [ 7 A
V]

T 7 A —)VEETS

TNEN1EE (7R
FHI VLA B
& LT 75mg)




F16-3 T7IVRFH I U< LA VBRIESE 20mg [ 7 A V] DI
WEIEE NS X — % (WS FE )

HEINT A =¥ BHEINT A—F
A[igg(o_ﬂs) Cmax Tmax Tz
hr/mL) (ng/mL) (hr) (hr)
TNVERFHI U~
LA v ERIESE 99.92£39.24/6.96+2.20 |14.21£0.54|11.75+£2.37
25mg [ 7 AV
WA 7 A§E25 |94.39£34.04|6.77+1.91(4.42+0.29|11.64=2.33

(Mean=S.D., n =12)

(ng/mL)
15 ¢ )
—e— J)VIRFHI LA USRI T AV )
i O VIR 2 2§25
i Mean=+S.D., n=12
o0 b
ES
/E
it
G
N S5 r
<3
i3
0 d Lol 1 1 -
0 4 12 24 36 A8(IREfH)
G-

16-1 7NWRFHI v~ LA VEEESE 25mg [ 7 A V] @
MR AIRE  CEYrESE)
F16-4 TIVKRFH I U< LA VBRESE SOmg [7 A V] o3
WERE/ N T X — % (EWFFEZEEE)

HENT A =% BEING A4
AU(ig(o.»w Cmax Tmax Tz
hr/mL) (ng/mL) (hr) (hr)
TNRFHI U~
LA VR SE 214.07+134.02|18.28 £8.02|13.88+0.77|12.24+2.11
50mg [ 7 A V]
ARy 7 A58 50 (269.39135.38/17.68 £7.07(3.67+0.6912.20=2.38

(Mean=S.D., n=12)

(ng/mL)
30 ¢ )
—o— J)VRFHI LA SEHEEE Ol T AV )
it -0 VIR 27 2§50
e Mean+S.D., n=12
A
ES
it
&
N 10 F
b3 ]
JE
0 [' TN 1 1
0 4 12 24 36 AB(IRF )
e H 1R

16-2 7RIV I U< LA UEEESESOmg [T ANV @
Mg R (CEYEn RSN
165 TIVERFHI <L A VERESE 7omg [ 7 A V] D
WENRE/ X T 2 — % (EWERFEEN)

HENT A% BHEINT A—F
AU&g(O.ﬂS) Cmax Tmax Tz
hr/mL) (ng/mL) (hr) (hr)
TNEFFI VT
LA VRN SE 518.91+271.97|33.48+12.14|3.63+1.05|14.15+4.63
75mg [ 7 A )V
T 70 A —)V§E 75(518.58+311.54/32.87+14.10|3.38+0.93[13.67+3.28

(Mean*S.D., n = 12)

(ng/mL)
50 r

—e— TNRFHI VLA EHHETG T AV )
i O T 0 A— LTS
e 40 Mean+S.D., n=12
i
* 30 |,
E
1t 20 |
1 {
b3
R 10 +
0 @liw L L
0 4 12 24 36 485
1 514 RE A

163 7RIV I~V A VRIS Tomg [ 7 AV ] @
M R (A SR EE)

MUE R IE ON2 AUC, Cmax 0785 A — 1%, Wl
OFIR, R OTRIA KL - RS ORI L > TR2 S
TR H 5,

16.3 2%
PHBEMEICLDEEL- L PEENL & O EFRIT,
0.1ug/mL & 0.5ug/mL OIEETH 81% TH - 7% (in
Vitro)

16.4 38
TNVEFH I v LA RN TR S IR A3
B3 CYP2D6 2S5 L Twa e EZ 5N TWw5Y9, [10. &
iy

16.5 HEtt
TNVRF I v~ LA VR P CERIL I X F v Ak
SN THHEEEZF 2R E 20 R cHEE s
Do BEFERARFICUC-7 VRIS I U2 ROES L&
X, 55K 70 B F Co SRR REPEIER L, Y
#194% TH - 720D BEAT— %),

16.6 FENH=EHT 8E

16.6.1 /2
SGE PR E L EOMOREHEREREIC T VERFF I v~

LA VIR SE 2omg/H ZBlgiHmE & L. 6~11 o &I
TNVRFH I U< LA VERESE 50~200mg/ H .\ 12~17 D
BEIIZTIVRFS I U< LA UEESE 50~300me/ H % 1
H2MEROHKG L&, BYWHHFE S X — 713 #%
166 DEBNThHolz, EWIREBIZBITLTIVRIFH IV

DIFEFEEIT, 6~11 mMOLMEE TE» - 728 JHEA T —
%), [9.7.3 2]

7166 /NRICBIT D 7RI I UEYBRE/SS X — &
LHESR | RS @?ﬁ) (ngA R
6~11 7EDF %

50mg 9 33.0+11.9 |295.1+125.4| 72.0%27.7

100mg 3 114.5%57.9 |1104.7=651.7| 43.8%22.9

200mg 7 347.9=183.0|3640.6=2086.2| 26.4=14.5
6~11 o

50mg 7 86.0+25.9 |876.0=305.9| 23.8=10.1

100mg 7 357.5+165.0|3529.91551.4| 15.0%13.6

200mg 3 859.7+284.9|8876.33274.0| 9.0%3.2
12~17 B DO BIE

50mg 9 27.3%13.0 |257.3%138.9/100.4£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
12~17 B4k

50mg 9 22.4+14.6 |202.5+137.9|144.7+130.1

100mg 3 64.3+43.7 |644.7+456.5/132.1+186.4

200mg 3 216.1=150.3|2250.01610.9| 67.7=81.4

300mg 7 296.4+213.6|3169.3+2474.8| 81.4111.0
Mean+S.D.

(7B) RHOAGZ S N//NED 1 HigsEH#E1E 150mg TH 5o



17. BRRRRLIE

17.1 EHERUREMICEET 55 5%
(3 DIR/RV S DIREE)

17.1.1 EREERHER

9 ONF M) DIRRERF I BT AeEFRIL 61.7% (282/457
Bl) THo 72919,

F17-1 ABhoceEE (hEEdeE )

SRR DA SR (%)

— i AR R 71.3 (127/178 #1)

CHEBERIRGAR 55.6 (155/279 #51)

& g 61.7 (282/457 1)
(FREMEE)

17.1.2 EREERFER (RA)
EEHVERE E BB I BT L WERIIEL1IT20LB) THo
7‘:16)~18)O

£17-2 ABOUHESE (PEELEL)
RO B (%)
VARFH 32 48.6 (17/35 1l
—wEmiE 7 S
77 R 18.2 (6/33 )

17.1.3 ENETHHE (N2 8m~181)

GHMEREE L B S N NEEBE R RS L L TEHERIE
R (ZVRFH I V19, 7T RE 186 D
. /NEH Yale-Brown Obsessive Compulsive Scale H A&
i (JCY-BOCS) (103EHH) OBAITIZBIT L= 5 A
v L KGR OB LR OB AL, 7L ARTEE LT
TNWVREFS I VEETHERBISHD L2192,

#17-3 JCY-BOCS 0% b=

N—2T | BRI
| N2 1 [95% o)
HEAE T | poow | x| P
b Mm@
TR F
o 19 [26.6+5.51|-10.55.25| -
v 4.3 0.044
- [-8.5-0.1]
75 B R 18 |27.3+5.26/-6.6=7.52
Mean+S.D.

a) BeGHEBEEE. N—2AF 4 2D JCY-BOCS #A T 7 L O4Ei#G
FIAE L LT E T VIZEED <

PR 2 ot R & L 22 R EER 19 B, 6 11 (31.6%)
WCEWER (R ERE Z2 &) PERoonz, T0Ex
Lok, L 36 (15.8%) ., fEHHRE 2 51 (10.5%) . ERKEGE
2% (10.5%) TH- 72

HETRES)

17.1.4 ERE T HEHER
MEREEERE 2 SE L- T HERILERS (7L Rx
T3 UBE176 B, 7T & AREE 89 ) DR, Liebowitz Social
Anxiety Scale HAGEM (LSAS-]) #8227 OEHEEZED A 2
Tid. ZIVEFY I VHTIZ S S B REICHE LA EISED
Lf:Zl),ZZ)O

£ 17-4  B%AHT LSAS-] #8 A 2 7 TH#E L 72 LSAS-] #8 A 2

7 DHER
A ks 4510 kg p fE*
TIARFHI 87.6 58.6+1.8
- . 0.0197
77 R 87.6 65.8+2.5
Mean=£S.E.

¥ o T
(1F) AEERIE 50~300mg/ H O R # % &8 AFIOARRE N2 1
HHE L, #% 50~150mg TH %

17.1.5 ERE I HER
TIVRFYI v LA VRSO ERKS (T160) 12X
BRMEDSHERE S 72 2 & DR X 72022

F17-5 RGO LSAS-T#2 27 DR

FAAEE %5 12 A G- 28 J 25 52 JAkE
54.3+23.1 40.8+20.3 35.1+18.4 33.3+18.8
Mean+S.D.

() ABRIx 50~300mg/ H O HEHFA % &, RHOAR S 1
HH &, #% 50~150mg T 5.

18. ZEhEIB
18.1 fEA#F
TVEFHI VLA VEEIZYT = O ARE
BIRWIZHEST L, VT FLF ) O RNI VLY A
FAPHE R 28I % ICs DL TET EZNZEN 130 &
160 &, MoPL) DF L IZHEICR 2> T D (T v MK
YFThV—=A, K18-1). B, B EEY E R
WAHIEE A CBAME R RS, £ 7 3 UL EE

LITE A ERD SN o 12820,
TIVRZHI L 160
TNAREFL Bl
soz753> ES
20 JVT RLFY YR
b AABLEGE & oLt
raryTFys L8
<< los ]/83 VD AR
13775 ¢ 2 [
snruzFys P2
FyTII H’-g‘_)gg

0 20 60 80
K18-1 kb= V7 FLFY YRINFIRI VO
YLD A BT 1
(B) 779 3 VIBEERIG . 7V F T CIZEINE
3E98

18.2 15 2>1EHA
BRI AGRE R NRBIEEICBWT, 7Y 77 3 v EABEOR)
BERL7 (60mg/kg. p.o.. XTI A) BA),

18.3 HiEBMEE(EA
REEEFET VO D B, Prog B EEEEH ORI TE %
EENTVLH I AEFCELABRICBWT, 77 AEHE N
BELATE) (@E4TE) %5k <HEIHIL 72 (60mg/kg. p.o.. ¥
.77\) 27)O

18.4 5-HTc SRR MEHEICL 2 BREHERD I T 21E

40 100 120 140 160

A
+ o b = ¥ 5-HTx % & & & T £ © m-
chlorophenylpiperazine 233559 % 7 v b ® HESEE) = D

AZxF LC, RS- (90mg/kg. p.o.) TIXHEL Z2h -5
7oA S (30mg/kg. p.o.. 21 HIE) THIHIRYE %R
L7=®,

19. B SICREY 2E{LEMAER
—fig
TIVKRFY I <L A1 Vg (Fluvoxamine Maleate)
1tZ#
5-Methoxy-1- [4- (trifluoromethyl) phenyl] pentan-1-
one (E) -O- (2-aminoethyl) oxime monomaleate
SFR
CisHa21FsN202 - C4H404
ﬁ =

O SIED R TH 5o
IF =) (99.5) IZHEITFRT L. KIZRREITIZ v,
EER

N0 CO:H
_CHs [
0
F CO2H
FF
B o=
120~124TC



2. A%
(FIVRXY I 7L A BB 25mg [7 4IV])
100 $¢ [10 & (PTP) x10]
500 # [10 8¢ (PTP) x50]
1000 $¢ [, /¥ ]
(FIVRFXY IV LA BIESRE 50mg [7 XIL])
100 $¢ [10 & (PTP) x10]
500 # [10 ¢ (PTP) x50]
1000 $¢ [, /¥ 7]
(FIVRXY IV A BIEERE 75mg [7 A IL])
100 %2 [10 $ (PTP) x10]

23. EEXW

1) AABRIAE, M BEEREFG. 1993 5 21 (3) : 441-490

2) HMrp228 Al s & K. 2010559 (9) 1771 [$E 25mg]

3) MRz Al e & ERAR . 2010559 (9) 11781 [$E 50mg]

4) HAEEdL A HrEE & k. 2010559 (9) ©1791 [$ 75mg]

5) EHEASHE, b - S & 5. 1995 ;5 23 1 637643

6) Jeppesen, U., et al. : Clin. Pharmacol. Ther. 1997 ;
62 1 279-286

7) Perucca, E., et al. : Clin. Pharmacokinet. 1994 ; 27 :
175-190

8) Wk NN S G- 3 EhRER R OV AR v 7 A§E,
T A —)UEE 2017 4E 7 H 3 HARE, HREEREE
2.7.2.2)

9) FHIEYEED, Mt EEPRREISEIE . 1998 1 1 (2) : 185-198
10) AEARIEZE, fib : FRIRESE. 1996 5 12 (2) © 243-260
11) ARFIEFBIT, 4l : EEPRESE . 1998 5 14 (5) : 919-949
12) AFEFGIT, Ml o ERERIESE . 1998 5 14 (5) : 951-980
13) MEARIESE fib : FEFRESE. 1996 : 12 (4) : 651-677
14) fRFFEREF A BHERESE. 1996 ; 12 (2) : 261-275
15) FRFLE B, Al : BRPRIESE . 1996 5 12 (3) : 471-487
16) FlBHETe, fib  FERESE . 1998 5 14 (3) : 567-588
17) HPIBARJe, A © ERPREESE. 1998 5 14 (3) : 589-616
18) HlsHE g, fib  FRIREESE . 1996 5 12 (4) : 679-700
19) 7 VARFA I v o/NBEEMEEERE 2R & L2 E

RO F Lo OVR Yy 77& T A — VEE 12017
AET7H 3 HAR., HiFEEHEL 2.7.6.3, 2.7.6.6,
2.7.6.9)

20) 7.2 BEERERER OVAR vy 7 288, 770 4 —)VEE © 2017
F£5H 23 H. HFERETH)

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

22) TNARFH I Y OHEAZHEERETENRE LENE
MAH—FEERIiEEr - BRI GRE OV Ry 7 Z§E,
T 70 A —)UEE 12005 4F 10 H 11 HAKGE, HESE R
2.7.3.2)

23) Claassen, V. : Br. J. Clin. Pharmacol. 1983 : 15
(Suppl.3) : 349S-355S

24) FIFIOIHE R ORRE. FEBIRIE - 5 OvR v 7 A8k,
T 7 A —)UEE - 2005 4 10 H 11 HA&GE. WG RHEE

2.6.1. 1.5.1)
25) Egawa, T., etal. : Jpn. J. Pharmacol. 1995 ; 68 (1) :
71-75

26) THALPRSE, i TS HISEEE . 1995 5 49 (3) - 375-378

27) Ichimaru, Y., et al. : Jpn. J. Pharmacol. 1995;68 (1) :
65-70

28) Yamauchi, M., et al. : Pharmacol. Biochem. Behav.
2004 ; 78 (4) : 633-689

24, NEREERERUVEUVEDESL
RIS TS BHWEDEED
T 530-0005 AP ALK 2 B 3-2-4
&8, 0120-041-189
FAX 06-6121-2858

26. BERTEEESE
26.1 Bh&HERSETT

HARm I ERISHL

KB&HEJI:EEPZ%S*Z

TNERFYI U LA S 3





