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F) EE—EMFEOLTZICIVERT S L

2. 22 (ROBECIFRS LBV E)

2.1 REIOR IR UIBBHEDBHFERE D » 5 BE

2.2 £ 7 3 UBILESRE (MAO) FEEH (L ¥ VIERIE.
FHFY RIS, 7 1453 RAVIVEE) 25
Fd B3RS IE%2ER DN O BE [10.1 2]

23 VEVR, FHIVERIE, SXLTAY AT =
vEHSHROERE [10.1 2E]

3. #8mK - R
3.1 #8mK
TIVARFH IV TIVARFH IV TIILRFH I
IR7E4 v LA VERESE < LA U ERIESE < LA ERESE
25mg [CHJ 50mg [CH)J 75mg [CH)J
152 1§ 1§
BEORS HE 7LVKR*FH3IHRE 7VAFHI|HE 7LKRFH3
LA VEBE VLA VERE VLA VERE
25mg 50mg 75mg

D-wY= b=, HTNLT 7 LT T, AF Lt
O—A, JOHAKRE RV, ZAAANLAT—ZAF bV T L,
AFTIUYBALIT L, b FaxXu—, BEFE 2. <
70 I—)0L6000. EE="F{tEk. YL

3.2 EFEIOMRK

NINAl

TIVRFHY I TNRFH I TNRFH I
HR5E4 ~ LA VEEESE ~ LA VEEESE ~ LA VEEESE
25mg [CHJ 50mg [CHJ 75mg [CHJ
&3 - FE BOEDT A NLT—T 4V ThE
w | @ @S @)=
[ERES 5.1lmm 6.1lmm 7.1lmm
REE Ez 2.7mm 3.2mm 3.5mm
HE 47mg 94mg 141mg
WHla— R ch 416 ch 417 ch 418

4. FHEE - R
5O « SONE. WEMES. HEfRES

5. %EE - ZIRICEAET BFR

(GhRELLE)

51 i 2AIOKEICE D, 24U TOEET, BRSHE. BR
ERO) 27 PEINY 2 EDOREDPH 5720 FHIOHKRESICH
TeoTE, YR ERRT 1+ v b E2ERT ST &, [5.4, 8.2-
8.5, 8.7, 9.1.2, 9.1.3, 15.1.1 ]

(532%& + SR

5.2 KAz 18 AR DR S DRERERE ITRE T 2 BRITIHEIE
ZHEEICHET S & [9.7.1 ]

HETRES)

5.3 HAAEEEOZMNIL, DSM*EDEY) L iR ICE D&
EEICEBL, BERMITHAICORMET ST &,
¥DSM : American Psychiatric Association CKERE#ES

%) ®Diagnostic and Statistical Manual of Mental
Disorders (FEHEBOZMT - MEt~=2 7))

GRBMEE (V)

*5.4 EaEE (NR) ITRAEHRE T 55013, REEXIIT
NICRD 2B L EFICERSECERERPH DN ) X
ZEIDVWTTABRHAZITY. B EEBITEBEZRD 55 &
SEET ST &, [5.1, 8.2-8.5, 8.7, 9.1.2, 9.1.3, 15.1.1
Z]

*6. L - AE

RANDES.

(52 « SRR, BEREE. HETRES)
BE. BRAIIE, ZVARFH IV LA UBRIES LT, 1H
Somgx MRS L. 1H150mgE CHE L, 1H2EIC5E L
THROKET 5, %b, Fip - ERICEC CEEERT 2.

INEADEE.

EREMEE)
WE. 8L ED/NRICIE, FLURFTIVTLA VEBIEE L
T, 1H1E2Smg DR BERIEOHRE A 5B T 5. 0 LERM
Dl EofEiE % &\ T1H50mg# | H2[E & Ot E R R O# 5
T 5. Filiw - RIS U TIHIS0mg % #8 2 72 W #iFH T E 1%
WA, HEEHEAMM LoME2H T CTIHAEL LT
25mgd OfTH T &o

7. Bi% - HEICEET %R

GhEeHE

7.1 KRlOKEGEBRIDERNRE L2 LD BHEILIHEICH
BLEPOHETAH &

8. EERERIEER

(GheEHE)

8.1 RE. B#HLANLOET - BHHEAZOEHBEEIILC ST
EBHBDOT, FARESHOBEE L. HBHEO TSRS
PED B DIRIEICEE S B R VWEOBTEET ST &,

8.2 Y DOERZETHEBZEUALLENSHV. BEREROEBZN
WhHBHDT, ZOLDREBEFIREHABRERZS NIRE5E%
BETHEICIIBEDRER RO 2 EEEBHET S
Z &, [5.1. 5.4, 8.3-8.5, 8.7, 9.1.2, 9.1.3 ZHg]

8.3 A%, g, HE, )= v 7R®E. RE. ZHEE. #5E.
WM, EHEFE. 7HIY T/ BHESARE. B, BRSNS
HoDONBENRESN TS, 7. REBEFZRIIESH»T
WA NS DOEER - [TEZ R LERICBWT, ERE
BOBELITERZE. BRER. hiETAEPRESN TV,
BEOREROREOE(LZERIECBEHET HEEBIC. Th
SEOEROEESERIN-IESICIE. BEEAHEELTT,
BEIZBEL, RIET 22 B RLEZITY>2 &, [5.1.
5.4, 8.2, 8.4, 8.5, 8.7. 9.1.2-9.1.5 &f&]

8.4 BREMTOBEBIRAZN -0, BRERAPEDSNHE
FEICWA T AGEICE. 1ES0AF B2 R/NRICEED S
Z &, [5.1. 5.4, 8.2, 8.3, 8.5, 8.7, 9.1.2, 9.1.3 ]



PN

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 ARG IC LD BREE. BRERPH S DONAAREEDSH
%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

9.6 =BALIF
HBELOEEERUBARBEOAREEZEE L, BALOMEX
EHIE2BE T A2 L. B NRIFABITT A2 Lpfitasn
TV,

9.7 INR

(GheEdE)

9.7.1 HEIZBWT., B TEMBS NSRRI TDOKR S DRtk
£ (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 IR T ORETIZ. BERCIZRU L0 L& g LT
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 [EHAMKER, AR, AR, HEI8ERmMO/NEE
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 ]

10. 18E{EA
AENORBN I ED B BHRCYP2DONEES L TWAHEER
ENTWD. /oy KANIATEDARHERD S 5CYPIA2,
CYP2C9. CYP2C19. CYP2D6. CYP3A4%=HE L. FIC
CYP1A2. CYP2CI9DMHEEHIRZBVWEZEZ LN TV,

[16.4 28]
10.1 HEAZZ (HALLBWLI L)

HHIEFE BRARAER - B A W7 - fEERT
7 I UVBIEER BEFOMFASERSNSZ L MANLO F= >
(MAO) PEEAI BdBHDOT, MAOHERIOFIL BENE E 572

LY UIERRE (% KAIZEE5T BT BB DEEZOND,
(z7¢-) MU EOMEZHTHI &, &
FTHFY) VA IVEE| T KRS HEMAOHREEANCY)
b5} DEZAHGEE. P EBLE
(7L N) B EOMEE2 51352 &
P74 F I KA\ aB. REIOHEEEMAOEEA]
ficee EOFAICED T b= ER
(27 747) BPHo DN EDHENDH S,
[2.2 2]
EEYR YEY FOMHPEED L7 XL AR . FKT
(F—=5v7) MBHASERET 52 EIC& 0 | BICEIcRE S
[2.3 2] QTEE. DEEARERNMNSICNALOHE
(torsade de pointesz&ts) % Fl o R % HE
ODLMEZRORMERASHBRT 5| L., MFPEEZ
BENDH 5, ERESEZEE
FHZY UEHBRIE FH_D OMBEES LR A5N 5,
(FAHYY) IFPREPIERT 52 &Ik,
[2.3 2] ZLWLIMERTEORIER»F
HeaB8EhDHs.
SANTF Ihs0EFORSMAEE.
(a¥L L) AUCHEZEIC LR T 5 L OWE
AT b= NhO., FFRICKDERADPRL
(XF b)) HobONEZBENDTH 5.
[2.3 ]

10.2 HEER (HAICERT SR L)
FHIEE BRIER - BB A
tu b= UfEHEET | Lo b= VERBESZOLD b=
% A ERICKBERPH S bNS
RERY) F 7 L BENDEHHDOT. BET %
L-FMU 77 |E BRBEFHICITVWAEDSE
EREEF (7 B|EIBRETSHI L,
BRI, BB HE
All%)
NUEZE Y ¥
(A< U THra
N ERIESE)
B0 b=
B D A PREA]
b v B LIRS
PEVURN
AFNFF L
Bk (X5
L7 —) &
A I bFUVYY
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trh-Va—-rx-
J—1) EERMR
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HHZE BRRREIR - IEE A W - fEERET
HCTAMPAH INSOEAOMPEEZ EF|AKFNIL. FET
TJr=hAY EEBHIENHBHDT, IS |BILIICRE S
HUNTEE Y DEFOHBZRET AL E DI s DH#
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

TILT 7 DIMPEEN R

1.1.4 EOMZVEREE BEERH)

SEEL. FE. 340X R, BE. HREEE. BTSEFEFEL
HEREEEFRIE L, KOBREOLGERL LB IHEZ
MBI &, B, tu b= U ERAEEOHHEICBVLT,
BEREE LD, BEBEBEEANEBITL. BT LAAIDPRES
nTws, [10.2 2]

11.1.5 BEIEIREE GHEAH)

EAEHEE (FUBMIREE. 15 OFEE) LoftHIckD. BHE
B, REOMEE. BN, SR, MEORE. FTSE5H
L. ZNICEIEHEEESALNEBEEIE., ®EZHIEL,
EEH., KORREDLGERE LB ICHETZABRZITS Z &,
AFEFIERICIE. AMEROBEMPLIMECKO LA A SN S Z
ENZL, Ty IFATULVREEIBREDKTAALN
HTEDNBHD. BB BENSRERE L. BEEE WRRE, B
BB, BKER, SHEBEBEEANEBITL, BT LA HE
SNTW5,

11.1.6 BMERREA. MAMRREL (W 1 dHEEREH)
MEEEEDOBE 2 +3ITH. BESRD 5 N-EE 1013 H
xzfiEL, BUARLBZTYZ &,

11.1.7 FFEEERES. &E (WINLHEERH)

AST. ALT. y-GTP. B YL VEDE LW LERZESFTF
HRErEE, BENHODNE T EFH LD T, HHEERESD
BB 5TV, BESROOSNLEEICIIREZHRIEL,
W R MEBEZITH &

11.1.8 FFIRTIVE YV TES S WMEIREE (SIADH) (BEERHH)
&5 b U7 AMGE. RIBEEMME. R b U7 48800, &5R
R, BHRBES 2O WARANE 2 REE D USE 7B
(SIADH) %56 b5 DD AHDT. BMAR. BHE. B
[ EH, 25BERERENSDH S LN BAICIEREOHEIE %
Tv, BESZO 5N-BEICI3BEEFRIEL, KSEBEBROH

il T2 EAMESNTLIOT, RSO L ME TS 2 E. [9.8 B8]
ILT7rYrAYT|Fa ha e U EREREE L. 1.2 =1
L TLT 7 Y ORRERET S - %@M@ﬁﬁﬁ .
hE. BELTER5T5C L, FEFENSEE | 5%l E 0.1~ 5% SEEREH
FIasF=7 T IO F =IO T BEEER (BX N)%LN . 5:6’)‘%—3 s 3B L A [ HAEE
BEHMEN D H DT, AHEL R ¥ TN ITRIER - HO
DB LA NS EREET S ANRERGES) - FCIRE - K O
L. BATAEAICE. 770 RS OMEEIHRE, FHF,
SF T ERBT A EEEL REE, AR —o&T 5, ITA
HETB L. PO, HENET, ARREE,
XTRERE AT O MRRE ER S RE R Dl oo A 1
ShTV30T, BRELTRS 2O, MERE, RRE. T
B L, zi\ﬁﬁxﬁ?%@\éﬁﬁ\
R AR S 53| M O R i (FERHI, 5% [SSRIDBG.KC & A we
il BES) . IR (F LIS |0 /R 5 4 A y > ZEH = —
EERR R | FRESATLAOT, BELIEESA, A e g@,&ﬁ[jimaﬁ‘ fRmE, \#RiR
Tz )FTIURE TH BT L, 5DHEENE D — .
o TYRRTRET %Kfimmg EEE %5, BR5. 05, 7 ONR | KRBRERE
SER S O% FA ST 5 o IR BHIMEREAD, NEZ7OC VD | - BB H
7 A VEDIER ENH B, Mk EAH 5 VIHET I - BEPR I
FUA R RIESEER DEFHM. &
TLTFYTAYY ik
L5 e AST. ALT. y-GTP. LDH.
[9.1.7. 9.8 2] AP ERE QTR E
FLa— FARFIR . BB 2T = | f B EF 1238 5 WHtE  |EX - E|EH. AL, . .
(BRi) B EAEE L, 5NT LA, Dy 08| BMAR. HIELRR., ZEiER.
o> ST (D 1 POk A
16 F O 1883 7 88 WRE PR, PERMEE. B, 2| WAk, W
EXNT D, . BUN.ES., REHBE
A ERE &S ) 7 b ERds 5\ IEHE R | {EF R U ™ 4
11. BIfER M b U L ETR fiE
ROBERD HE6bNBEIENHHDT. BEETHITITL. Zot BEE. RO, EROER. FUTRE. &7
BASIN 5 N S BRA T ITIR S A R B 7 S e S A (T BEIN. M. B, 3TH S sF o m
%T&“ BEICRBSEALT 5% CHNCARES B, FiF. HEMMEE. W|E. AEEY.
E . REEE, BAF N F 0T | DEREE - G
1.1 EXEIER 5. Elb. B, Hk. 057 | BESOERE
11.1.1 B2 EELH). BAE. Eil. 8. B8 (£0.1~ FAFT A, KEHE, BE|BE. EEHRE.
5% i) CKLER IR FE.
[9.1.1 4] AT,
X =g g e N H I N
11.1.2 EHEE BEEAH) ﬁﬁ\ﬁmg

FRLANLOET - BREASFORREE P obNH I &N
HBo
M3 vavd, PFI745FY— (WTNGHERH)

13. BEKRS
13.1 fER

REOERIZ, ED -

HErt - SFEOBBER. RIEU®

FWThH B, TOMICEENR - IR - EIEFEOIFEREER, AT
HRERE, BRELKVEESASNS,



13.2 W&
RENGBBAIIMONTVRL, FEEROBESHERS NS,
EHEIPHRPENTIII LA CESTH B,

14. ERALDFER

14.1 ZEFRZAEOER
PTPEEOEANIPTPY — b 5B L CRAT 5 & 5 15E
T5&, PTPY— MOREMKICE D . BWHATA EEREEA
FIAL. BIZRZELZ B L THRIARZFEOEE & G HEZ H#
HTDHIEDDH B,

14.2 EAIZSEHOER
TRRIKEEBIRAL, PABRPEVWEDEET L L, P
AL EEBBHD . EOLUONERHS5DNZE2IENDH B,

15. ZOMDFR

15.1 BRERERICE D 1B

15.1.1 B CTEBE SN/ KD DREREEORWEREEZET S
BEERRE L, RHZECERORS DROEH 77 +R
SRR RBOBMFHERICBWT., 4RUTOEETIZ. HR
BEPEBREROEED ) X7 B DHRESHT T I R
EHEBELTEP >z, 2B, 5% E0BREFICB I 2EREE
PHEBREKOFEBOY 27D LFAITFEDSNT ., 65K EICB
WCIEZFD) A7 A Liz. [5.1. 5.4, 8.7 %I&]

15.1.2 REBZRIIARHETH 50, H%. DHFEE, AVZav 7,
BIRME . FZERSE - FiA - BIMEMERSEOFRESEREE, §
AREHEL. MAEIM, WEmEE. £ b 7 AIME, &
BXIIN A BER. BRBICEBFETHPRES N TV S,

15.1.3 ERNOEKRRERICE T 2EMEH & LTESR - BLAS11.8%
WCRD 5N TOPEERAOF I IIHEAZES T, R
Rz T 55 BICHE L. FHOMEBREIEE > T0AR
WA, RURY RV R 7752 REESISHLTHAS
NHEFNC LD, FERPHEERLFIOHESNT NS,

15.1.4 FIT50/E Ll L2 RICER S N2 BN OBEREICB W
T, BIRALO = HIDAARER RO Z8RR5 O %
EUORS DREBREEINEBET, BIOUY AP ERLIZE
OHENH 5,

15.1.5 A CEmS N -EHERHABRICB W T, OB RGO -
ZVEMOAAHERSE FREEZE(LS . SBRICEES
B2 A RESRESN TV S,

15.2 FEERIREER ICE D < EHR
YL & W7z BARMKEE R OB R EERBE OB R, KEFEEE
ROoNEDP o7z, L L. RENGHIRRMZERARTCH S &
o, BA. [OERL EOHERZIET 2720, KEIOEM
H5VIFEHOBIRIC OWTOBRZ+FIATO T ENEE LU,

16. EYIENRE

16.1 MoEE

16.1.1 RAICSIF 3 M0RE
BERASF (n=6) IC1H25~200mg% BERFE RS L7z & & pmigh
BRI, K4~SRERICREMEIE L. FRIHN9~ 14 TET L7z,
MBI/ ST X =Y IIRIDEBD TH o7z, Ty BERAET (n=5)
1275mg# 1 HIBRERO#RS L & o mEHEEIIRES3HE Tl3iE
EHEREBIELY,

El BAICBI 27 AFY I VEYHENT A -5

LSS Tmax (hr) | Cmax (ng/mL) T2 (hr) (ngpki[;;L)
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
Mean=S.D.

() KAlOERSNZIHARIR., BHS0~150mgTH 5.

16.1.2 EYFHWEF MR

(TIWRFYZ VT LA VEERES0mg [CHI)
TURFY I v LA VEBESESOmg [CH] &7 71X —L§Es0%, 7
OAF—=N—FEICLD ZNZTNIEE (TLRFHF I VT LA VBRIEE LT
50mg) (RFERALA S FIC 2R ERE 15 5 L C SR 7 )L AR 49 3 V8
EEEEL. 85N EMERE/SS A —% (AUC. Cmax) I22WT
90% X B I THEHRIT 21T - 7245 %. log (0.80) ~log (1.25)
OHEENTH D WAIOEMENEFEISHER S hY,

(ng/mL)

—o— 7)LARFY I vv LA VEESESOmg [CHI
14+ —— 771 A —)L§ES0

Mean®S.D., n=12

WETE /o F A S e I HEE
o

0 6 12 18 24 30 36 42 48
#54% O s (hr)
M1 ZIURFH IV LA VEESEOMg [CHI oMk 7 L ARF4 3
v
F2 TIUAFY IV LA YERIEHESOmg [CHI OFEMERE/ ST X —%
HEISTA—% SENRTA=Y
AUCo-48 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
TLURFHFIVILA Y
E4E5E50mg [CHJ 191.2+61.8 11.7£4.0 5.3%1.2 17.6+9.3
770 A —)L§ES0 201.9+106.3 | 12.5+4.6 5.3+0.8 20.1+4.7

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

MAEFEENONCAUC, CmaxZn /8T A — 4 1%, HEEOBR, (&K
DOREEE - BRESORBEHFICE > TELSAREESH 5,
(TIWRFYS LA VEESR7SMg [CHI)

TIARFY I Vv LA VEEESETSME [CHI &7 70X —L$E75%, &
O2AF—=N—FEIZEDENENIEE (TLRFH IV LA VBIEE LT
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

% 25 ¢ —o— 70 A —LEET5

ool

7 Mean®=S.D.,, n=12

b

£ 15r

ES

¥ 107

L st

i

E ) ‘ ‘ ‘ ‘ ‘ ‘ ‘ ;
0 6 12 18 24 30 36 42 48

H 5% DR (hr)
B2 TURFH I LA CBERETSmg [CHI OIMEEHF 7 LR FH 3
VEE

F3 TIUAFY IV LA VEIESESmg [CHI OEMEE/ ST X —%

HEISTA—% SENTA—Y
AUCo-8 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
TLVRFHFIVTLA Y
E4E5E75mg [CH) 442.2+95.4 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 HEDEREHIDEE

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 ENSEMAEHER (M\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

—fRMIBIN . 7L AFY I v LA VR (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,

BeE :

o)
N~ >""NH. COH

_CHs - [
S CcoH

F
FF
B s 120~124C

21. &GRSR
EEEG) A7 EEEFEEZRED b WYNICEHRT S L.

22. G
(TIVRFHZ UL« VEESE25mg [CH])
1008 [1088 (PTP) x10. BZ/EFIA D]

5008 D \T. BZEAHIAD]
(TIWVRFHZ I LA VEESES0mg [CH])
1008 [1082 (PTP) Xx10. BZ/EAIA V]

5008 D NT. EZEAIAD]
(FIWRFYZ UL A VEERTSmg [CHI)
1008 [1088 (PTP) x10. BZ/EHIA V]

*23. EEXM

1) ABRERIE A ¢ BRARETAT. 1993 5 21 (3) @ 441-490

) HNER AR ESERE (50mg)

) HENER L AENREERE (75mg)

) ERE(EHEE A ¢ SEIE LA, 1995 23 637-643

) Jappesen, U. et al. : Clin. Pharmacol. Ther. 1997 ; 62 : 279-286
) Perucca, E. et al. : Clin. Pharmacokinet. 1994 ; 27 : 175-190

) WK N/NREBE RERSENBERE LRy 7 2§E, 770X —L
. HEFEERMINE2.7.2.2)

) HENER} E%?E’Jlﬁli"}&ﬁ”\%ﬁ (25mg)

) AHESEFRIZ > ¢ ERPRRE IR, 1998 51 (2) : 185-198

) WARERIZA @ BRESE. 199 ;12 (2) @ 243-260

) AHESEFRIZ A - BRREEZE. 1998 5 14 (5) : 919-949
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12) FHEEFIZA ¢ BRRESE. 1998 5 14 (5) 1 951-980
13) WARIEFRIZA © BRREZE. 1996 ;5 12 (4) 1 651-677
14) fEHARFZD  BREZRE. 199 ;12 (2) 1 261-275
15) MAEEIZA  BRREZE. 199 ;5 12 (3) 1 471-487
16) HFIEHERIZA @ FRRESE. 1998 5 14 (3) : 567-588
17) HIEEERIZ A © BRIREESE. 1998 5 14 (3) : 589-616
18) HIEHERIZA © BRRESE. 1996 5 12 (4) 1 679-700
19) 7UARFH I > O/NRREEREEE 2R E LENERRBRED

D VARY 7 Ak, T7aX—)UEE : 2017E7TH3A KR, HIEFER
WE2.7.6.3, 2.7.6.6, 2.7.6.9)
20) 7.2 MGRERIEREE OLARw 7 A8E. 770 A —)UEE 1 201745H23H . %
BEREE)
21) Asakura, S., et al. : International J. Neuropsychopharmacology.
2007 5 10 : 263-274
22) 7UARFY IV ORAKARLTREREEWNRE L-ENENH_EEH
HBaEr - R GHEE OLR Yy 7 A8E, 77 0 X —)L§E : 2005510
AITHAR. HFEERTE2.7.3.2)
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) WOALRSEIE A IGFZEIE. 19955 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
(4) : 683-689
24, XEREERERUEVWEDESS
HAY 2 1) v 7St BRI FHHEE
T100-6739 HE#HMBFREAXALON—THIFLS
TEL 0120-893-170 FAX 0120-893-172
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