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5.2 KA % 18MAMOK S DRIEEELEE IR E T HFEICITET
FEEICHET AL, [9.7.1 2]
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5.3 #HERLBEOZMIL, DSM*EOHMY) R iR IcE DX
EEICER L, BEZM-IHEICOARET ST &
%DSM : American Psychiatric Association CREFE#EZ

%) ®Diagnostic and Statistical Manual of Mental
Disorders (FEHEBOZMT - Hist~=27 )
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5.4 imatkiEE (NR) CARZHRET 25813, REFIIT
NITRD 2B 2 EFICERSE L BRERPH 5D 5 A
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SEET ST &, [5.1, 8.2-8.5, 8.7, 9.1.2, 9.1.3, 15.1.1
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8. EERERIEER

(GheEHE)

8.1 RE. BHLANLOET - BHHEAZOEHBEEIIEC S
EBHBDOT, FAKRESHOBREICIE. HBHEOEEEGEE
PED B DIREICEE S B R VW EOTEET A &,

8.2 Y DERZETHEREZENRLLENS DD, BEREROEBZN
WHBHDT, ZOLDREBEFIREHABRERZS IR E%
BETHEICIIBEDRER RO 2 EEESBET S
Z &, [5.1. 5.4, 8.3-8.5, 8.7, 9.1.2, 9.1.3 ZHg]

8.3 A%, g, HE, )S=v 7R®/E. RE. ZHEE. &5E.
WM, EHEFE. 7HY T/ BEESANRE. B, BRES
HODONDEENRESNT NS, 7. REBEFZRIIES»T
WA NS ORER - [TEZ R LERICB VLT, ERE
BOELITERZE. BRER. ETAEPRESN TV S,
BEOREROREDE(LZERIECBEHET HEEBIC. Th
SEOEROEESERIN-IESICIE. BEEAEEETT.
BAICHBEL, RIET 22 B RLEZIT> 2 &, [5.1.
5.4, 8.2, 8.4, 8.5, 8.7, 9.1.2-9.1.5 &f&]

8.4 BERENTOBEBIRAZN -0, BRERANPEDSNHE
FEICWA T AGEICE. 1ESOAF B R/NRICEED S
Z &, [5.1. 5.4, 8.2, 8.3, 8.5, 8.7, 9.1.2, 9.1.3 ]



8.5 FHEHFICHKSELHRER., BE., WBE., FHEESED
THOERUEMERE(SS6DNE Y AT7EIIOVWTF
SEBEEZTV, EMERBICEKERDED LOEET L L,
[5.1. 5.4, 8.2-8.4, 8.7. 9.1.2-9.1.5 %#]

8.6 HEBOAM LMD H VW LESDOFRIEICKD ., FEE. BX.
DEV, ALE. AR, EFNETESHS5bNS EVRE
ENTVBDT, HE2PIET HEEIIIGRLICHET 574 &
HEEITY 2 &,

EEBMEEE (IE))

8.7 KRG I LD BREE. BRERNH S DLONAAREEDSH
%o AEHRSHITEHNICREEROENEZFHE L. BRE
HwELZWTZ &, [5.1. 5.4, 8.2-8.5, 9.1.2, 9.1.3, 15.1.1
]

9. B¥ENEREFIZEBICHT IR

9.1 SHIE - BIEEEDH D EE

9.1.1 TAHAZFDEEHKRENIIINSDEEFREDH ZEE
WRAPEITIENDH B, [11.1.1 ]

9.1.2 BRIENZERTHOEEENSHZEE. BRIENDHD
25
HR&SE. BRERPDODNEENDH 5,
8.2-8.5. 8.7. 9.1.3 2[&]

9.1.3 BS3OREE
i, BRERSDSDNEI ENDH S, [5.1. 5.4, 8.2-8.5.
8.7, 9.1.2 ]

9.1.4 RDBBEMEEN IFHRSKAEDEHNSH 3 EE
BHERZEEIE L ED0H 5. [8.30 8.5, 9.1.5 ]

9.1.5 EEMIFSIVHEFEEEZEIIEE
BAEERZEESELZENDH 5, (8.3, 8.5, 9.1.4 BE]

9.1.6 DRENHDESE
BE7av 7. DEEBSESD DN EOREN D H. [9.8
%]

9.1.7 HIMNMEEREDEIEEX IFHIMERE DG 2 EE
HIMMERASERT 5B Z N0 H 5. [9.8. 10.2 ]

9.1.8 RAENIFERNETTENH S EE
TERZELSEEBENDD 5.

9.2 BigsEEEEE

9.2.1 EEDBIKEEEEE
PEMANBIET 2 BZNIDH 5.

9.3 FFiksElE=EEE
AEIOAUCHER I EFIANER T 2B NP H 5,

9.5 1FiF

9.5.1 HEILIEIR L T WA RTEEMED H AL HEICiE. #HE LRV
CENEF LW, 72, BERIEERERSHHLZEERRES R
kT3 EAEE L,

9.5.2 MR (BE3=FH) AR ZZREG S NIZEREY 5 HE
LZfiERICB VLT, FFIRRE, B, HREE. B2, 5
g (EERMER, BHMERE. B, WILREE, RranE
LEOERPEB LI EOMEN DS, 5B, N5 DERIZ.
BYBRERE L THRE SN 2588 0H 5,

9.5.3 WA DEERAEICB VLT, HRETICMOSSRIZ RS SNz
IE8ED & A U= $TERICB W T, HAR RSB E R I 5 1 FERE O
VATBEMULEDREDV DD, ZOHDEIDOFETIE.
TEAR34E LIFEIT A E N7 3R RIS BT 5 34 B AT il v 1 E
FEFRAEDOY 27 HIE, HIRREHOBRSTIE2.4 (95%(FFE X
1.2-4.3), HRREHKROBHADOES TIE3.6 (95%EHEXE].2-
8.3) Th-oil
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HBELOEEERUBARBEOAREEZEE L, BALOMEX
EHIE2BE T A2 L. B NRIFABITT A2 Lpfitasn
TV,
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£ (DSM-IVIZBIF550%H) BEEZXNRE LTI RMHED
BERRBICBVWTEYEIHEETZI AL > EOREDNH 5.
(5.2 2]

(532f% * SONRERUHETRES)

9.7.2 NEEEE NG & U BRRERITFER L Tz,

[5.1. 5.4,

GHEMEE (VR))

9.7.3 1B TOLHETIZ, BHERCI2ZRU LD & gL T
AEIDODAUCK U Cmaxy kT 5, [16.6.1 ZME]

9.7.4 NRICEHMAH ZRASEABEICIE. G, AE0H
R2fTH 2 &, BT, MmBEERED/NRBICSSRIZHRS L., &
WET S MAERD - EINPHER L - EORED D 5.

9.7.5 ERHIAEMAKER, HER. AR, SR IISHERmED /RS
EMRE LB EROREEZEZEE U BERRERITERL
TV,

9.8 SiEE
EOIMFEE R L. HIEROEERES B 28211 H
HDT, WEICELTIZ, ABZICEFEE L TERICERET S
Lo KANZEE LTHETCRE SN2, EEE TIIFFHEEED
BERLTWARZENZWV, £z, HFIRAIVE ANES 7 IWE
BEZEICEBHFICBLVTRESNTVLADT, EEIT L&,
55, HEEZREARETHSP, MNEEDHSEBEICHWVT,
BE70v 7., DEFEHNENHGODNLEOREN H 5.
[9.1.6, 9.1.7. 10.2, 11.1.8 ]
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ZBRID DAl ERELBET AL, Bl R = HE
13753 VIERE L. MmAEEz
TIN)TFYUIE R AR
EiiE HEERE, XX
VA=A NS 1. AUC##fIs &
b} BT ENDH B

RNV V7L R#
Al
TINT T TN
VAsiea JAVA
D TAVA-
F A <
Jayey
O Yoo — LiEEE
AF T LF VIEHEIE
YIVTF T4V Ty
ke

B
urS5 ) a— Ui
RIS

Fur5 ) a—)LoMmfEE
RICkBEEZONBHBIR. &
MEENPBFBESNTNEDT.
FELHRETAI L,

FH 2T U RTETIL
RA]
THT 1) F

TET4V DI IVT TV A%
1/3CETEEBZENHBHD
T 7474V OHE#®1/3IC
WEITL2HE, FELTEST
5L, B, HICKD. ®
FUW, HE, AERE H6D
NnNicEO®ETPH 5,

U RARY v
VIVET LEAERE

INSOEAOMFEE LR
WESNTVWAHDT, EELT
#5355 &,

7= RGBS
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MBI/ ST X =Y IIRIDEBD TH o7z, Ty BERAET (n=5)
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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+2.23 302+69
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 2020+655
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75mg) REERA S TR B ERR RS L CIER 7 LRSS 3 Vil
EEREL. BonzEYEE/SS5 A —% (AUC, Cmax) 20T
90%E M X i I THEHERIT 21T - /-5 R, log (0.80) ~log (1.25)
OHHENTH D, WAIOENZOFREEPHER SN,

(ng/mL)
307 —e— TUAEF I V7 LA VEEET5mg [CHI
% 251 —o— 770 A —L§ETS
i 20k
7 Mean®=S.D.,, n=12
)%
£ 15r
*
¥ 10r
¥ st
i
= 0 s s s s s s s |
0 6 12 18 24 30 36 42 48
B 5% OrsHE (hr)
B2 TURFH I LA CBERETSmg [CHI OIMEEHF 7 LR FH 3
VIRE
F3 TIUAFY IV LA VEIESESmg [CHI OEMEE/ ST X —%
HEFA—F BENNTA -5
AUCo-8 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
TURFFIVILA Y
BE5E75me [CHJ 42.2495.4 | 24.2%£3.6 | 4.9%£0.5 19.5+2.3
770 X — LEETS 432.5+£83.5 22.9+4.5 5+0.7 19.8+4.5

(Mean+£S.D., n=12)

MEEFEEI NCAUC, CmaxZED ST A — 413, #EE ORI, ik
DOFEEE - BRESEORBEMFIC K> TR IARESH S,

16.3 510
TPEEMEICEDRAE Lz PIEEH L ORAFRIE, 0.1ug/mLE
0.5ug/mLOBETH8LI%TH o7z (in vitro) Yo

16.4 X35
TLVRFH IV LA VBEIFBECRESN., FEDRBEBESR
CYP2D6D G L TWa EEZ 6N TVSY, [10. 2HE]

16.5 HEitth
TNRFH IV LA VBRI, R CEBRICEICH X F ks T3
EEERZZOREDE LD, RAPICHES NS, BERAETFICHC-
TIUARFY I VEROREG Lz & &, HEBROT0RM £ TORPRBEN
SHEEHRIERIZ, PKU% TH -7 BHEATFT—%) V9,

16.6 HEDERZHI2EE

16.6.1 NB
HIHMERE I ZOMOBRHREBFICT LRI I Vv LA VBRIER
25mg/HABBARE Ly 6~ 1ROBEIE T LVRFT IV LA VR
1E35E50~200mg/H. 12~ 17TOBEITII T VRFY I o< L1 VERIESE
50~300mg/H %1 H2EKER RS Lz & &, EYEREICT X —FI13F
ADEBDTH o720 EHREBIIBU B 7RI IVOBESIR. 6~
lIEoxEETcEP o7z WHEAT—%) 7. [9.7.3 2]



F4 NRICBI 27 IAFY I VEYHENT A -5

x5 EHRESBEOLSAS-THRZ a7 OHEB

N Cmax AUCo12 CL/F B B512E8 508180 HE552E
|BRER ‘ PRI ‘ (ng/mL) (ng - hr/mL) (L/hr) 54.3+23.1 40.8+20.3 35.1+18.4 33.3%18.8
6~ 11D B Mean=+S.D.
s > DOZINS | OSIZIBA | ORI () ABEIL50~300me/ HOMBRIEE % &1, AAORKRS 71 HAR
100mg B 114.5£57.9 | 1104.7£651.7 43.8422.9 . SEES0~150mg T 5o
200mg 7 347.9+183.0 | 3640.6£2086.2 | 26.4%+14.5
6~ 1RO % 18. FERHEEIE
50mg 7 86.0%25.9 876.0%305.9 23.8+10.1 18.1 {EFAKERS
100mg 7 357.5+165.0 | 3529.9+1551.4 15.0£13.6 TURFH IV LA VBEIZED b= OFY AL ZBIRICIHE
200mg 3 859.7+284.9 | 8876.3+3274.0 9.0£3.2 T5. LT RLFYUYRORNIVERDAABEEICHNT 2 RIFEZ
12~ 17RO F [CoD L TET LZNZNIZ0RTLI60E . D> DF & IFAREICE
50mg 9 27.3£13.0 257.3+138.9 100.4£72.9 BoTWd (Fy MMy F TRV =4, K. kB, FEEREEDE
100mg 9 75.8+52.1 | 748.0£520.9 | 80.0+64.8 PAMIZIEACHMEERE T, T/ 7 IV BICBEREEEHEL 1
200mg 9 248.3+124.5 2536.6+1347.3 48.0+47.1 LAEZH SN o)D),
300mg 6 436.8+210.7 | 4508.4+2377.8 | 33.6%22.1
12~ 17RO & e
Some 9 24146 | 202.5%137.0 | 144.7+130.1 R — 160
100mg 8 64.3543.7 644.7+456.5 | 132.1+186.4 T E Bl \ \ | \
200mg 8 216.1£150.3 | 2250.0%1610.9 | 67.7+81.4 N
300mg 7 296.4+213.6 | 3169.3+2474.8 | 81.4+111.0 ruzry vy F—y, JVT ELFY VHL)
Mean=S.D. by s % AHLETEEE DL
(iF) AHIOARSNI/NEOI HEEHEIXISOMgTH 5, 04 o K Y A B
N ) 83 VR AR
16.8 ZOft: 77y == [ o
TURFY I U LA VEESESMg [CH] &, [SEARR 2 ROEK Surn ey s P92
BR|DOEYLOREEREBE T A R T4 > (PRIE2A14H © EEERE4 F0.0079
BROFHRISEIAAH : HABERE1240048)] ICESE, 7K 7¥773v 0 35
FH IV LA VERESESOME [CH] ZEMERIF & L7z & &, BEHZEH 0 20 40 60 80 100 120 140 160
ICEDEEYENICEE L Al SNz, Kl o h=2& L7 L) RO RN 2 OEMHIELD A A HE

17. BRERARSE
17.1 BHERCREMEICET 55HER
(5 DERU S DIREE)
17.1.1 EREEREER
D OIRRU D DRABEE 1T BT HEERIZ6L.7% (282/457f) TH o729 b,

1l HBHloBER (PHEEREUL)

E HEEX (%)
— i PR B 71.3 (127/17841)
—EEmHEAR 55.6 (155/279%1)
&t 61.7 (282/457/)
GaaMEE)

17.1.2 EINERAREER (A)
HEHERERE OB A RBRERDEB D TH o1 ),

®2 HERAloBER (PEERENL)
BER (%)

HEOEE
—EERHEEER

TILRFY I 48.6 (17/35f1)
7SR 18.2 (6/331)

17.1.3 ERSEMEHER (\E8E~18i%)
A EE C RS NEBE 2R E L —HEMLEER (7L
AEHY I VB, 7T ARBEISH) DiEHR. /NEFYale-Brown
Obsessive Compulsive ScaleHAEE R (JCY-BOCS) (10IHEH) Di&
AATICBF BN—RT A v ERAEFHIROZ(LBOBBEZ, It
ABEHEBLTTILAFT I VHTAERICEDS LD D,

#3 JCY-BOCSOZ{t&

= SIS o S S o Rz "
AR N~ 2T1  hoomitr| DsmmExm o | PE
TILAEFY IV 19 26.6+£5.51 | -10.5+£5.25 -4.3 0.044
TR 18 27.3£5.26 | -6.6+7.52 [-8.5,-0.1] )
Mean+S.D.

a) BEBZEEDR. N—2 51 > DJCY-BOCSHEZ a7 KU % it
BaEE LR FEITETIVICED L,

MBMEREEE 2R E UBRRERIBIH. 661 (31.6%) ICRIEA
(BERBEEREE2ED) PROONZ. TOEZBOIE. B3
(15.8%)  {EHE261 (10.5%). EAUHE2H] (10.5%) TH -7z,
(HETRES)
17.1.4 BN M5
HARREEREENRE L ZEEMRIEEE (7 LRF5 I VE176
B, 75 AREERII) DFER. Liebowitz Social Anxiety Scale HAGE
I (LSAS-]) BRI 7 ORFEHBOAITIE, 7UAFY I VEHTETS
AR B LERICED L 2

#4  FAAATLSAS-TAE A 27 THEE L -LSAS-THE A 2 7 DHER

[l BA R 2510581 pfiE*
TIVKRFH IV 87.6 58.6+1.8
75v R 87.6 65.8+2.5 0-0197
Mean=*S.E.

L EOT
() AFE#I350~300mg/HOFHEEFH &, AFORRSN/-1HHE
1. AES0~150mgTH %,

17.1.5 EINSE MEHER
TURES IV LA CRIERORIIRG (T16]) 12 & 0 A HER
SN T EAHRS AL 2,

1
) F¥77 3 vi3Edibi. 7 R Y RENRAETER,
18.2 15 DM
BEDKIKERVCRBBEEICBVWT, TY I IV ERBOMRERLL
(60mg/kg. p.o.. ¥ R) ¥ B,
18.3 HisiEIIEEIER
REBEFMET VOS5, HmEEREFALBETE S TY
ZHIAEBORLEABRICBLT, #IAEEVRLUITE (#E178)
8 MHEI L7z (60mg/kg. p.o.. YT R) ¥
18.4 5-HT. ZBEFMEEIZEIC L D EREEERL T Z1ER
o b= Y5-HTxZ A AEEFE O m-chlorophenylpiperazine &5 %9
%7y hOEFEBHROWMA I LT, BEKS (90mg/kg. p.o.) T
B L2 p o 2P RERS (30mg/kg. p.o.. 21HME) THIHIHEZ
AU,

19. BN CEET BIBLFMNAR

—RREURIN . TLARFY I v LA VEsE (Fluvoxamine Maleate)

{£%4 : 5-Methoxy-1-[4-(trifluoromethyl)phenyl]pentan-1-one(E)-
O-(2-aminoethyl)oxime monomaleate

SFI - CisHaFN:O; + CaHiOs

SFE 434.41

% R OoeokREoOnERTH S,
I =) (99.5) KB T <, KIZRRBEFIT L,

‘s
N/O\/\NHz COH
o .[COzH
F
FF
o 120~124C
22. G

(FIVIRFYZ L1 VBERE25mg [CH)
1005 [1052 (PTP) X10. EHIAD]
5008 [, /NF. EEAIAD]

(FIRFYZ T VEEEES0mg [CHD)
1005 [105E (PTP) Xx10. $2/#AIAD]
5008 i N T\ FBRAIAD]

(FIRFYZ LA VBEEE7Smg [CHD)
1005 [1052 (PTP) X10. %/EAIAD]
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) BOR AN/ NREERERGEMIERE OLRy 7R, T7ax—)L
$E : 2017F7TH3H AR, HFEERMNE2.7.2.2)

) AENERL L AR FEEREE (25mg)
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10) WARIEZIZA @ BERESE. 1996 5 12 (2) : 243-260

11) #HEHFIZA © BERESE. 1998 ; 14 (5) 1 919-949

12) A - BRRESE. 1998 5 14 (5) : 951-980

13) l (4)

14) ! 2 (2)
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O

WARIESRIZA © BRREZE. 199 ; 12 1 651-677
RIHAFIE D © BRESE. 199% ; 1 261-275



15) MAEMIZA : BRESE. 1996 ; 12 (3) : 471-487

16) HUBHARIZA @ BEREESE. 1998 5 14 (3) : 567-588

17) UBHERIZ A - BRRESE. 1998 5 14 (3) : 589-616

18) HUBHARIZ A @ BRPREEZE. 1996 5 12 (4) : 679-700

19) 7URFH I v o/NREBEEREEE 2R E L-ENERABEO F
L LRy 7 A8, F7aA—)LEE 1 201747 A3H &R, BHEEH
WE2.7.6.3. 2.7.6.6. 2.7.6.9)

20) 7.2 MERERIERER (VAR v 7 A§E, 770X —)LEE 1 20174E5823H. #
HRES)

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

22) TVARFY I VOHAALBERE 2 NRE LERNENHE_EEMH
HEGAE - REIRSHRE LRy 7 288, 571 X —)U§E 1 2005410
HIIH&RR, HFEERME2.7.3.2)

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

24) Egawa, T., et al. : Jpn. J. Pharmacol. 1995 ; 68 (1) : 71-75

25) WALRSEIE A ¢ IGFIEERE. 1995 5 49 (3) & 375-378

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

27) Yamauchi, M., et al. : Pharmacol. Biochem. Behav. 2004 ; 78
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