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HHEA © Of ofo| NZFEOIA| HHEMO| 20 st Y= GiA| 2 Of2|I|Z2tE 0 Hf el AFhE
| =202 HHEMS 5t A2 AT S0 thiet M 2|0 78514 = A €&/t

13. 7|Et

otE g2 9l oY
org|mjmaetEo| U2, WA £ |42 o249 7ts40| Choll AFZIAIM HAHS 2 HRE|R| AtE
LICt H£0[0f| CHSt S4|H o2 HFO|M, Z2tA2 E0 S| & STHSA0| ZZE|PSLICH U4A|
SOME A4S Ao HE ASHS 2O0|2|= QIQUR|TH 0|25t AHS A H0|R| LY T2 0215t A
StEl ZES HIE O 2 S2AIH2AIE AZ0| YT AT LN Ol J&e 28 M& J2|0/Ees HEE
A| 0|25t A2 E7FSELICE WatA, 3rte| SR 7|20 Cish 52| 2 Al HItsHoF 5t 0]2{5t
SI2}0f| T3 A= O] 29| 28 E&= J89 S71{(0f, LM &dal, 22 =7t 42 doz= dis)7t YA
TS| 2HaFsHOF |t

14, 22 9 2340 TR
1) 01210]9] £0] 2| o= Rojl BHE 2,

2) CHE E710f B0 E= A2 A0 &AL 2 FA|BO|M BIF2|5HA] B892 0|5 Fo/g A.

Y=g Yoo of2| | EatEo| 28 7|d2 Fets| LA UA| ghgLitt. et of2|I| 2
D2 +&82|2F 5-HT1A +EA|MMS B2 254 241 5-HToa +EA|0M Q] ZA| gy
oot A2 LA JAGUCH o2 ZetE2 S0Pl D2, D3, ME2EH 5-HT1a &
C 2 224 (Ki 2f 0.34nM, 0.8nM, 1.7nM, 3.4nM), =12l Dg, MZEH 5-
=2 g2y, S|AEIRI Hy ~&A|0)| LSt SS& ISk (2442 Kigk 44 nM,
nM 61nM), MZ2EH A5+ 22/0] SS= 2=t (Ki=98nM)E Y LIt of2|T]
=2ld FL71E +EX|0f tisto] RIstg S LIEIUIA| EASLIEHICS50>1000nM).

0 ko] &2 F2 2% (parent drug)?! Ot2|I|Z2}2 0] 2|t 0|0, YR = F2 ARl HI5|E2
(dehydro)-Ot2|I| Z2tZ0j| 2|t o2 Y EIL|Ct 5| S2-0t2|T| X222 D) 2|0 Cish 22k}
SQAFet 2ISHES 71R|0, Y€ U =22 29F9| 40% £&QL|C} of2|I|Z 2= 2} ¢|5| E2-0t2|T| =2}
ZO| Wt A4 BEZEV|= 282 oF 75A|7k1} 94A12H0| 0, 4t ArEfi(steady-state)2| s== &0 & 14Y
O|LHof| M EILICEH THe] B8 QkESH0|A Of2|I|Z2tE0| 22X E2 0|2e £ oD, ZA AE{ol|A Of
2|o|Z2tE 9| okEsh2 8223 QLICt of2|m|ZetEol A|He= F2 CYP4509] isozyme?!l CYP2D6
QF CYP3A4E Zetot= 7 CHALE Safl O|R{ Y L|CE CYP2D6 CHARA B 2} (poor metabolizer)2| &
2 of|m|ZetEol B AA BH7|E 2k 146A|2tL| Tt

(1) 23
® Mol
2o 2| 20|M 0] 29| REMS F2 ZH| TSt DSM-II/IV 7|28 226t 24 A U/ASAE
Ao = EH7|(4F L 6F) QL URE AIHSE It ASLICH
@ 20H13~17A)
A0H13~17M) Q| 23 2|20 UO{A O] A9 FEME 65 7H9| Q2% TR AFHU A HAELES
DSM-IV 7|28 £Z5t1 H|0|A2F21 PANSS 2427t 70 O| Al 2I2iEtAtE A 2 HIIE| Y-S LIC



B 14 23Y QUMY HE
A2t 2 EH B4t PANSS
ULAIE 2|22 w3 w022kl 3 | wloj2atel cye| s | FIoTEatel A0l
4= (SD) B Hst (SE) a (95% CI)
Of2|I[Z2t=E (15 mg/Y) -
= = 9850172) 1550240 | (155 %2
AE 1 | of2T|ZE2tE (30 mo/Y) -8.5
. 99.0 (19.2) -11.4 (2.39) (-14.8.-2.1)
1ot 100.2 (16.5) -2.9 (2.36) -
ot2|I|Z2tE (20 mo/¥) 9.6
\ 92.6 (19.5) -14.5 (2.23) (-15.4. -3.8)
Al@2 | ormEetE (30 mg/Y) 90
. 94.2 (18.5) -13.9 (2.24) (-14.8.-3.1)
1ot 94.3 (18.5) -5.0 (2.17) -
Of2|T|Z2tE (10 mg/) -
= =l 9270195 150238 | (1900 “6.41)
Of2|T|Z2tE (15 mo/Y) -9.4
A3 3 . 93.2 (21.6) 117238 | (4577 308
Or2|I|Z2tE (20 mg/¥) -12.1
* 92.5(20.9) -14.4 (2.45) (-18.53. -5.68)
2ot 92.3 (21.8) -2.3 (2.35) -
Of2|T|Z2tE (2 mg/Y) 90.7 (14.5) -8.2 (1.90) -8 2'92'% 47)
of2|m|ZatE (5 mg/Y) 92.0(12.6) -10.6 (1.93) (_10'?% 19)
AE 4 '
Ot2|T|Z2tE (10 mg/Y) -5.9
* 90.0 (11.9) -11.3 (1.88) (_»]1 3 '_O 58)
1ot 90.8 (13.3) -5.3 (1.97) -
Of2|T|Z2+E (10 mg/Y) -5.5
. 93.6 (15.7) -26.7 (1.91) (-10.7.-0.21)
A3 5 —
(40F 22} | Of2| T Z2tE (30 mg/¥Y) 7.4
13..,17}\-”) « 94.0 (16.1) -28.6 (1.92) (_12.7 '_2'13)
2ot 94.6 (15.6) -21.2 (1.93) -

SD: standard deviation (= TX}), SE: standard error (& 22}), LS Mean: least-squares mean (2|4
H&=HET), CI: unadjusted confidence interval (B|2Z Al2| 27

" Hl0|AIQI CHH| 2| ANTHTO| 2t0| (A|FOH-2/oh)
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-4.80

(-7.80, -1.80)
-3.63
(-5.75,-1.51)
-2.28
(-4.44,-0.11)
-2.62
(-4.29, -0.95)
-5.99

(-8.49, -3.50)
-8.26
(-10.7,-5.77)

(95% Cl)
-5.33
(-7.90, -2.76)

-12.52 (1.05)
-7.19 (1.07)
-8.15 (1.23)
-3.35 (1.22)
-12.64 (0.84)
9.01 (0.81)
-11.98 (0.80)
-9.70 (0.83)
-13.31 (0.50)
-10.70 (0.69)
-14.2 (0.89)
-16.5 (0.87)
-8.2 (0.91)

& 22}, LS: least-squares mean (2| AH|&

29.0 (5.9)
28.5 (4.6)
27.8 (5.7)
29.1 (6.9)
28.5 (5.6)
28.9 (5.9)
28.0 (5.8)
28.3 (5.8)
23.2(5.7)
23.0 (4.9)
29.8 (6.5)
29.5 (6.3)
30.7 (6.8)
Hﬁﬁﬁﬂ?%

*
*

F

L

30
A

—

cC
o

(15-30 mg/
Ho

(30/15 mg/
(30/15 mg/
(15-30 mg/

(15
mg/¥) +2|E/AT2
oF

=
=
=
=
=
=
=
=
=
=

*

ofa|m| =2}
of2|m| =2}
ofe|m| =2}
ofe|m| =2}
of2|m| =2}

i} [e)

RO & .._A.o.Z_._”_
0] @ o0 ._”_._._10 ©__
2088 508 S
S0 231 S~ =
<0 5 00 H
iof Ik N ar
ok EN %.M oF
FIR O >
01 XOBr W...Mﬁ < n
= oJoF L 2 2z

_ RU= > T
IF g, Bgee] 5 7 2o
o~ A <oy H =@
or o N %W_Uo il mmﬁ
IR wEr g
L_IZW __o“_ ﬁ._nl_w o_u m_u_
_ﬁ_wn_uo_._._._ |7.AI O_n__o © o B
500 1 I <
oo g =0
nH U ojny —NH e mU_._.._I)
H| X oo =07 Q
Tl ol 1 =2 o
11035 R=Z F
H{ X01p w0 A of rkl
ujp 7o) M0 —,oF )
= Mr T B
IIM _z_.o__o_n ~O _ _/l_
=S 02 K-
EREENESY oo E
N0 o0 -
! o™ —folg| KO
— > ol 2l ki
AITmE KMo RO "
_._me.\riuDl T < I~
R liny Hup <0
pege  Twex O
| ur__nma o3 - ol S
=" O_J_.on:.._H ~O
A & 25
No—Hol 4 F=a oor —
MIWT Q@ <Ko% 0 i

. .AO__om
ki ol

1

o

o)

o

o)

o

ol

o

ol

(]

3l

S
S
5
S
S

Al
Al
Al
Al
Al

SD: standard deviation (= T x}), SE: standard error

), Cl: unadjusted confidence interval (

% #lo|A2fol ChH| AR



Aol
FLIEY 2|2 HIIQHEO|M O] 2| RadR2 7|22 R34 2|2(1~37] X2 1y)2 A4
ot Hh32 HO[R| AUALE 82| ALY S22 Y (IF M|l CR, HIZIEA XR, ST M|El, 0| AA|
SEne g MEZR)OR X5 HSS WO[A oS 2RO SH0j0| Cfpt DSM-V IS 25
= O SAE 22 THI[(6F) /1 T Al 2AH0M LSEJUSLICH
H16. 2220 2|22 27128 LAY JE
Aat REH Ha I MADRS
QIAMA|E 2|2t Y Hoj22kel Y H1|C])I|4¢3L#O_I;EHH| LS | ojormto) 240l
T (SD) OE' |_9|' (SE) (95% C|)
ot2[o|Z2tZ (5-20 mg/Y) -2 84
2|2t + St 24| 27.0 (5.5) -5.65 (0.64) .
OI'EIHIHE'I'% 5-20 mg/OI) -301
A3 2 , mesy 26.0 (6.0) 878063 | (4ge137)
2|t + St 24| 26.0 (6.5) -5.77 (0.67) .

SD: standard deviation (E= TX}), SE: standard error (B2 2

),

MZ ™), Cl: unadjusted confidence interval (H|274 Al2| 717

LS Mean: least-squares mean (Z|4&

Hjo| A2l CHY| 2| AAGE L 210 (A2t
’ 2|ekof| HIsHSA A= RolotH K 2T
(4) 2| Zoef 2HAE 2SS
AOHB~17M)
A Ao ot A=l RIS X[=Z0j|A] O] 2ol FE/H2 A AO0Hof| TSt DSM-IV 7|&2 &5t 2
22t SAY, Aol s E= 0l 2AHSS SEAH2Z B0l A0H6~17A|) AT X0 SALE ez
87t QA TR A 2742 Eo &E = YSLICE
H 17, At 20t 2t =l ni0lS AUAA|E HE
Azt QFN B4 ABC-
LA A=t I o] ARl A | HO|AFRI THH| LS | of0p 2
°E e - ¢ 4 = Q1| }0|
T (SD) o Bt (SE) (95% Cl)
* _ '79
A3 1 ORI ERlE -15 mgyen)” | 296 (6.37) 129(1.44) | (117-a1)
2| oF 30.2 (6.52) -5.0 (1.43) --
* _ '40
o2 IZatE (5 ma/2) 28.6 (7.56) 12.4 (1.36) (-7.7.-0.4)
* _ _48
Of2|LZ2}E (10 mg/2) 28.2 (7.36) 13.2 (1.25) (-8.4.-1.3)
AlEl 2
-6.0




. 28.9 (6.41) -14.4 (1.31) (-9.6, -2.3)
ofg|mjZet=E (15 mg/Y)

2/9f 28.0 (6.89) -8.4 (1.39) -

SD: standard deviation (E= Tx}), SE: standard error (E= 22}), LS-Mean: least-squares mean (2|4
AZEA), Cl: unadjusted confidence interval (H|273 Al2| 271

“ yo| A2l Chb| ZAXTHRL 20| (AE}-2/)

*
2lofof b3} SAHZOZ Qo5 LY 8

DSM-IV-TRO| (Ch2t 2| ZH01 2 RITHE|Of 2t2IdS 20l

d UZ2| A0t 22} 92 (6~174A))2 2=
S22 O|SUWA 2|oF = HlHFZH H| W A|HOf|AM of2|m|Z2tE2 8F ¢t 1€ 18] 1~15 mg &0
of 2t 2|Z HIHA|EHOIM ABC-J(O| & s dHH Y& HH) ofeld 6&%245 40| Hj|jojAetel of
H| W Hot= 2| CiH| SAZ 22 Rolst /iMEE EREL C
H 18. 2| Bt Al ABC-) Q1Y 5t 42| H|0| A2kl CiH| H #ist (FAS, LOCF)
ABC-J J_'—H]_l)g 6f$|Z|IE ;é-ll—jlk— _cglop_—rj_ll_ol H j;_a)
2|_§_—|_LL N - L=
2= Hjo|A2tQl T | 2t0] [95% 4l=|
H-||O|ﬁE|-?_| —'—l‘c'>_ %7|' A| H| b5} _—r]_lj_ﬂo Pai
I|IoTot=
OlImZ2tE (1915 | 47 | 271472 | 15.8410.1 | -11.39.1 39
ma/Z) [7.8,-0.1] | 004
olof 45 | 26.8+65 | 202491 | -67+11.0 ©
(Hd+HZHAL
? Al L H|0|A2RIC| A|F &F (240 kg, <40 kg)E 222, H|0|AZIRIS SHH2Z BHot IS4t
M

A O0HB6~18AM))

SEalZof x| 20fM 0] eko| RE2 FalZOHof TSt DSM-IVE 7= £Z5H1 Yale Global Tic
Severity Scale(YGTSS)0flAf & SH(TTS) > 20~2201 £0H(6~18M)) S 0K BAS o2 5t 8

ZF(7~17M) L 10F(6~18M)) <t AE 2H 1 oM ERI=[RAEUCH YGTTS= SA ElSHe
Azt =2 z:« Sle2 M= A

AUz LEM B4 L YGTSS TTS
YAl A==t T HO|ARII A | H|O|ARFRI ChH| | o0t I
o ey © © e Lato| 20
2(D) | LsBa s (sE) | TIEt 2O
* _ '63
of2|m|ZatE (]2 292 5.63) 134059 | (102.-23)
Nk . _ -9.9
If%k 30.7 (5.95) -7.1 (1.55) -
Ot2|o|Z2tE (2-20 mg/Y) 53
A3 2 . 28.3 (5.51) -15.0 (1.51) (9.8.20.9)
2|9k 29.5 (5.60) -9.6 (1.64) -




SD: standard deviation (E= TX}), SE: standard error (= 22}), LS-Mean: least-squares mean (2|4

HZ™), Cl: adjusted confidence interval (H{2Z Al2| 17H

a - - _
H| 0| A2tQl CHE| 2| K| E a2l 20| (Al f-219f)

=2 0 O =
OR8>
ICR OrRA 2! SD(Sprague-Dawley)2} F344 SiEE CHAIC 2 THAESOLO| BHot AR AMAIRHES
Ct. 24" SOHICROIRAE 1, 3,10, 2 30 mg/kg/day %%FQE F344 si=0{= 1, 3, 2 10mag/kg

/day EF22 Ot2|I|ZetES F FO0I5t |—ICng/m JNEe= I\/IRHDOI

2+0.2~
CEBt = 60mg/kg/day(mg/m 71222 MRHD 3~19
bl 22)S HTLE0] Of l—l'if. Of2|m|ZalZe 431 DR ALL HEO| A &S %HE%RI ot
M

~0.9 ng/m 71222 MRHD2|

ot21 O A0 3~30mg/kg/day(AUC 7|&22 MRHD2| 0.1~
0.5~5Hf 83) AFLEF0A], lsteA MY, o2 M %LHIE%—QI MEO0| S7IIGLICH YA siE

Off 10mg/kg/day (AUCE 7|&22 MRHD2| 0.1HH, mg/m 7222 MRHDO| 3t 22f) 215

0N 3
N

Al, 8 MRS YH0| SIHiELICH E£8F 60mg/kg/day(AUC 7|&22 MRHD2| 14HH, mg/
|1—_§ MRHD®] 198 2212 ZTE0A| SATZ GZED HATE ME/YE B S0
StAS L

CHE S48 ofAIS F7| S0 S M 2|79 L|Stpal|et 7 &0 SA Bioprt ALY 0

ID=22El0f Ofoff 07zl A= ZHEELIC} Of2|T| ZefZ 9| E-GAIH0|M Hy T22EI2 11

A| AUAG LI 1372 | g4 &0(Dietary study)Oi|M 4, ot SR HEHU= SE0|A
OjPAo] B mReEl & 2Pt BT QST 12U 92 AHEOfMQ| 4%, 135770 A4l

ol (Dietary study)OflA] SHQIT} o1t JFsA0] s SrofM By T2elele Z7151%| US|

22| F0Me| Z2EI0| 07zl LZH| el EA0| AZof 2&dut o2 A7t A=A2| 6T =

2] {24 EpAS U

219 P =]

@ ol

gief|2|0HE 0|8t S =HHO| AlE, 2iE|2|0tE O|Z 8t DNATE AI?: OfSA SZ0FMZEE O|F

5t SHZISAHHO| A|F U Chinese hamster lung(CHL) MZZ 0|23+ HAH|0|A} A&, OFRAZ O
ot AL AciAIE & ] 0|25t DNAH A[HS E3f 0] oko| B0|2IA0f| 2Hat A|3I0] A=
SLICH 0| o Al CHAAI(2, 3-DCPP)2 CHARZHEOll #|810| Chinese hamster lung(CHL) HIEE 0l

25t MA|0| o AHO|M S 0|42 %H* FASLICH CHARA|(2, 3-DCPP)= CHARHH 0| Sf

Chinese hamster lung(CHL) MZZ o|&%t *”11|0|“A|°401|H HO|SIHE OH*_fo”'Al—l'if DPOA
£ 0|88t AU AMAIHOM L-HEES0| JUL2LY, QUZtnt= Fabet 28 7| [0 2|5t BHE 0[S LT

AN
=] o
UR|B, 2Ef SO O[S EOI UG
ESp =S

M

220 ma/kg/dayoll M= ENRF3

s 4> E10Q

Bl 2= AHEE] OlAl & 70I7R] E0{afod
| O
=9

2
£242 20, 40, 60mg/kg/day(mg/m” 7|E22 MRHD2| 22} 6, 13, 19 Hi 822 Of2|m|ZatE
ulbf 9$—@$E1 EHH?IWZI ZHEOISIAE LT 60mg/kg/dayoll A HAREA 0

/dayoliME HEURSS EA2L 2EIS2| 0| S 20|A| gUSLIC

AmoQ Srir
M

™

LN

(@]
-

2
ZL SHEO| A, Of2|I|ZatES 2, 6, 20 mg/kg/day(mg/m” 7|F22 MRHDE| 0.6, 2, 68 &)=
SUCH SE g2o|M 2yZy|o| SRl B 212 2
LIC} Te2iLf 2bAHM £410] 6, 20 mg/kg/dayOfl A LIEL

X2 40, 60 mg/kg
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