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bV 77 14e0D # 6 mg
TV 77 400D B 12 mg
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TV 77 A0 WHHK 0.1%
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ABILIFY® tablets 1 mg
ABILIFY® tablets 3 mg
ABILIFY® tablets 6 mg
ABILIFY® tablets 12 mg
ABILIFY® OD tablets 3 mg
ABILIFY® OD tablets 6 mg
ABILIFY® OD tablets 12 mg
ABILIFY® OD tablets 24 mg
ABILIFY® powder 1%
ABILIFY® oral solution 0.1%
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Abilify (~F5ZENTEL X
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7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyllbutoxyl-3,4-dihydro-2(1 H)-quinolinone (IUPAC)
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il 0 139.4°C
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pKa=7.6 (20%T% / —/VEHE T ORIE)
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pH 1-4 27 % 7 —) /Britton-Robinson FE# i
2.0 3.4
3.1 10
4.2 88
5.2 800
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8.0 >1,000
9.0 >1,000
10.0 >1,000
10.9 >1,000
11.9 >1,000
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(2) HEDHER TR
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1 I, A
TtV 771§ 1mg o ] 6 | 2.5 | %995
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Tt 774§ 6mg Fa D FE @ —] 7 | 2.7 [§9135
T 77 A5 12 mg ERES @@ 8 | 2.8 #9180
=t U774 OD $ 3 mg O (Y |f910] K3 | #12
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(e AR
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b V77 ANHK0.1% | MEERHDOIE T, FEND D,

IS
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S BRIF AN~V H AR T B,
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SZRBWIE R,
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IR 7E4 BN N
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5 1
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R=UALL—F ATT VBT R A

Tt U7 7 A§E6mg

1 g7V T
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HWARFW, FyERaL TSy fiatLe—
2. b R e rtra—2x AF7 Y R
~ TR A

=Y 7 7 A5 12 mg

1 R 7T
V' —/L 12mg

bR, FoEmaLF oAy fskeLra—
A, b R oo —A #Eth= "l
B ATT VR TR T A

=tV 774 0D §E 3mg

1ETTIEST
V' —)L 3 mg

Tt VU774 0D 6mg

1 EF 7V ST
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TtV 7741 0D 12 mg

1 Eh7Ier7
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=tV 774 OD §E 24mg

1ETTIEST
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HEROFESH RIS B’ 17 B BE PRAFHIR o S
EIRfrae | 25C 60%RH O PTP/7 VI Em— 36f6H | ZbzL
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i . . KA HEN, AREEEEAE Bl BT (2kp AT ©) |
: Vi EE C 91% 48/ 0 @) R e P
=t L 25°C 91%RH | #Eadk 1A IR T (LR )
L7 . o A - JKATEENN, RREERAE (Bmg HE. 12mg §E) .
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R
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(= v
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S D653 AT (1,000 1x) HI Ay —L (Bk) * | 1,8000R | 2k L
WEIEE : Metk, FeaRatBr, Ko, HRWE. Wik, &8s
a) MEANE Bk LA
RV =TT L ATE D
(ZTEY 274 ARAK01% a5 3mL, 6mL, 12mL DREE)
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(1) EENIDELGRSE - AR, SENRRLES - SRICHT H1ER
L

(2) %
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FEHLTLIEEN,
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TOHEEFHETT,
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7 R U CFEYIAZRRER] (SNRD) Z&D72H ) AN OV TR E(To 7255, 24 WL FO /R
FHIZBOWT, i z2#ESNTZBEL T IR 2R SNEE L BT H L. ARSESCHZ&A
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3. RERUAE

(1) BERUA=EDMEEH

Offt & KERIE

TEY 77 A5 OD§E - # :
., RAIT U BT L LT H6~12 mg ZBtAHE. 1 H 6~24 mg ZHERfHEE L, 1R 2
BN CRRO G5, 7ads, 4Eln, BRI X D EEHRT 223, 1 HEIX 30 mg 227202 &,

=77 AN :
W RANZIET Y BT 1l LT 1 H6~12 mg(6~12 mL) ZBHt4H &, 1 H 6~24 mg (6~24 mL)
RIS L, 1B 2 ENC T TRAOBEGT 2, 7ok, Filn, RIS D EEEET 525, 1 H&IX
30mg (30 mL) Z@EX72\2 &,

OMUBMHEE (- H T 2R DHE

TEY 77 A5 OD§E - # :
WL RANCIET IV EF T = LT 12~24mg # 1 H 1 [ O#534 5, 2B, B H &L 24mg
&L, FEE, ERIC X VB EEE T 52, 1 HEX 30mg X 7eWn2 &,

eV 77 A N :
WHE., RAIIZT V7T =L e LT 12~24mg (12~24mL) % 1 B 1 FROKET 5, 2B,
BAtAH &1 24mg (24mL) & L., 4, ERICE 0 EEHT 523, 1 H2IX 30mg (30mL) %
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O35 2%k - 5 2KEE BIFAETTREMENED SNLELEEIZRD)
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vV 77 A NI :
WE, RAIET7T I ETT Y= LT 3mg (3mL) % 1 H 1 ERO#KLGT 5, k. i, JER
WX EEE T 52, HEEEIT1AELE L T3mg B3mL) £ L. 1 H&( 15mg (15mL) Z#Hx
RN b,

O/NREAD BRARRY b5 LAEIZHES SRl
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vV 77 A NHIK :
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EELVIH1TERORE TS, 28, ERICE D EEHEET 5223, HEEX 1 A& L THRAK 3mg
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4. RZERUVAEICEET HIE
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(# & KERAED
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WIER, BIER 72 E 2B L, VER/NEOHRG L LTI EESW, o, BHE~OBITOBIZIL, &7

BIEEREREEFTH L, HEICBSELANDHEZHE L T ZEW, R, A KHEAR
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ERELOFHLUTHEHA LTI EI N,
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A I THIE ST B K A
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e (28 Bi) T ) —) L O E{ER © 61
RN (17 4) 77 EF V2 EOMEER © 62
fRRERR A (47 1)) FXAbu A LTy OMALER © 63
REFERA (12 1) 77 e OMEER © 64
R A (25 fi) FA TS5 — e OMAEER © 65
S INECYD TEPER OF 3 5 0 S Eh e © 66
e (25 Bi)) T AT AT TN EOFANE O 67

(2) BRPRZEIEIAER ?
TEEER AR T 29 il xtB b L7 U BT Y — Lo HEHRGRER (0.25~6 mg) M OMERER A B+
6 BaExtg L Uiz 3 HXERGRE (4 mg/H) 2L A, HEIROKERG THELLZ
FRERERIZIRKTH Y | 2OMIZBEFTOAIR, BHERK, 25 AR ERRLNIZD, KIEERS
WK DRI A LN oTe, TIUET T =& DOFEENEE T RWIRAOHBITHEEIO 1
mg DL EOBRE R ORER G TH LT, HERE, KERGIZEIVMET 2T 7 F 608 B35
NP b ATl e

BHETIED - B EEER. 2005; 8(5): 695-731.

HE . AFOEBINTWDIHE - HEFIUTOLEEY TH D,

B RFE - B, BRAIZIET VST =1 LC1 H6~12mg ZB4EHE, 1 B 6~24 mg ZHERFHEL L,
1RO 2 BN TROEE T2, 78, Fin, ERICE VEEHEHT 528, 1 BEIX30mg #2722 &,

PRRMEREEC 31T D EER OB - W, ATV EF Iy —L e LT 12~24mg # 1 H 1 [ AHRET 5,
ek, BHIAAEIL 24mg & L, Fiin, ERICE U EEHEET 25, 1 H &L 30mg @22 &,

0%+ ) OMREE (BEFFIRIE CH AR RN O LR WG EIZIRD) - . BAIZIET YV ET 7Y — e LT
3mg % 1 H 1 EREAKELGT 5, 7ok, Fip, ERICEVEEHERT 22, BRET 1 H&EE L T3mg &L, 1
H&EX 16mg #2722 &,

INBHIO BB ALY b T MEICEE D BRI s, 7V S 7Y =1 LT 1 H Img ZB%BAE. 1 H 1~15mg
FHEFFAEES L, 1 H 1 ERAZRST S, B, ERICE D EEEET 200, BHEFEX 1 AR L THK 3mg
L. 1 BEIZ15mg 222N &,




(3) RERGERAER

| V. BcT 2EA |

OMEXRAE ®RYFE THER"

H i) TYVET T = VORERFIEICKT 20850, REEROEHAEZBRNNTH &
BT, ey R L PR BEEITO Z L2 KD, BRI O IR ETT O,

BT A L gkt E A — 7 R

k5 A RFESRSE 138 Il (HRHEMATRI G 129 1)

TR ERR ALY WwFepl, Fresl (FRGIZET) TORMBEE L, 7272 L, BEICHUE RS

DOBHZZ T T DIEFITH > TH  IRBRBMGIFIC IS LCTRRORESGE R L,
T YT T — VB N Rl RE AR R & LT,
LR, ERRAHIERICHTW SIS
C EMEAETRICH TV D EA
< ARMERN, BAESURAATRIZS 255 T GHifiE72 Hebephrenie 72 &)
< BIEMERIN, RIEMFR N ET RIS H DA T (B HEEEIRED D)
QABEBRE (BEBIERNEE L TV AEA TN R~OBITH T E L,)
(3)18 m&LL | 65 A

PG5 - 5
il

TYVETT =% 1 H4~8 mg M OLHFEGHMAL S MR N# G L7, fmHEIL 30
mg/H &L, BEEENT 1 B 1 ESUT 2 [\, HRDERY . 540 4 8 (HERFEIR)
FCIUEROEACIZIEG U CHYEERT OHIWHC & 0 B2 Wi U =5 H RO RE %
TV, 208, HE—EOFE T 481 UHEHEFIN) #5582t L,

BRIEEE

(WA BhE
1) EEFMEE SR,
2) BIRKAYEAGIE H - BPRS, Wl 2 & o Mvcks s, EEME0mE. g
g~y R L & DR i g
(2224t
HEHEL, WMAER, AIMS, BHERE (EF2RE, ECRmE, Rk
), TRFIF . AL AL (W, JRAE. KR KB %

GRES

B UCE B DY (PEE UL )X 48.8% Th o7,

BPRS total Score % UF BPRS core Score & $1Z{#”> L, [BPRS total Score 3% 5-Hi7> 5 30%
PL B LTERI OEIG ) 1350.0% Th o7,

3 RO O F LT 6~20 mg/ H OFPHCTH -7,

ERFRERIIRIRCE), 77327 ROWMAICH - 7=,

) doE R B UGE R O P EEUE D EOUREREZ IR T,

(£ 2]

KARATRRIE A« BRARSARSETE. 2006; 9(2): 271-293.

A EMAGERE B G- BRARRT OIRTE & #e 5-5% O BfRUGEE OHER 2 AR L, FREo 7 BPE R UM
TEANBEN TR L 72,

1. FSE 20 PHEYGE 3. BEUGE 4. AL b BEE 6. THEE L 7. FUEL

TR AFOEBENTWABHRELEDO ML - A& Had, A7V er5y = LT1H6~12
mg ZBAMAE. 1 H 6~24mg Z#ERFAEL L, 1 B3I 2B T TROKEGT S, k. FEin, iE
WRICEVEEHERT 28, 1HRE30mg @22\ &, T,




(4) HREERIEAER

| V. BcT 2EA |

1) BEREEAER

DEELFAE /AR F—)LEDHLEREKER >°
A MARKMERE ICHT T I T I —LOFH etz 0] F—LExBE L
7o B R BRI TG 5,
BTV A | ZhigkItFE, EEAC _EEMEERERR, ¥ 7L I —k,
k5 WERIIERE 243 Bl CERWEMHT I SRH] 240 #i)
(DIEBRBAAAIRFICE L L CTRRORELREZ T 5O T, FUEMREIKIC L 2IREN R ENT
WD H O GRIGER, BRA) KOPUREHHREIC L 2RER RIS THhD H 0,
< BEEMERN, RRIESLRRAHI I H A ;A T (FHfE72 Hebephrenie 72 &)
< HEEMERIN, RIBSIRRA I RICH D HEA T (BHEEIRED D)
FAp BRI UE R, ERPEIRICHTWAGE
c EEDHEIERICH TV B GE
QERHEFII AT XY R— LA DR E A E L THERAL TWARBEENLEE L,
@ABEBEENEE LA, shkBE b,
(W FHn - 16 mLL E 65 Akl
TIVETIY— I 1BHEBELT6 mg»OBAMA L, 24 mg £T1H 1[EIXX2I[A
TG I5E- %G | ROokE L Lz, ~aXY F— 31 AAEE LT3 mg 6B L, HRm 12 mg£T1
HI ) H1REXE2FRRO#%S & L,
BE5HE 8 A
(DA%
DEFELER : kSR, BPRS @ [MEB O Mt D&
2)EINR IR H
- BPRS total score. core score K& OSIE B O i &AM
P E A « PANSS &R EE, B R, B R EE K QYA kR BRI R E o 2 L O EAEE
BEFOEAEEHE, SN PANSS %186 B O i &S
Q)2 atE
BERR, HEARNEREEFR, TSR RERTMRE, BRRE, 7 no 7
Fo. REROAL 2P A2 (IE, IR, KiR) %
[F55)
< FEFEmTEH >
(REERHTEE)
s HE PR L R S B P B H)iE 2 YR Eﬁz%%@%%
g L B e Bk Bk | Bk e (%) | EEXHE (%)
TU v 7| 16 39 31 15 10 5 1 3 120 45.8 36.9~54.7
7= [(13.3) | (32.5) i (25.8) { (12.5) | (83) | (4.2 | (0.8) | (2.5)
~a Y|4 35 41 20 9 6 2 3 120 | 325 94 140.9
K—v (3.3) (29.2) i (34.2) | (16.7) | (71.5) (5.00 i 1.7 i (2.5
B OSERDE 1 13.3 BRI DU EROFED 90%EMEXRT : 3.1~23.6
BEM OUWERDFED 95%EHEHIXM : 1.1~25.6
- BPRS® [MEBEIO M) D&t
TSR OG-80 B OEAL B O /5 Ah Z REF L U725 R, ARENED L7 (p=0.0189) .

<BIKHY

A H >

BPRS total score & U core score D i #&FEA, PANSS total score & N PANSS & R EE (B REE
fath REE . MARKMFREMRE) ORKTEMONITNOERHIZEBW T, Wi HICkEN A

b,
<zaetE>

TV BT T L EETREBLED 5% EOREEER X OMFREROER L OIX, RIR GE) . 7
HTT, EE, KL, KEBVETH- T,

(ERliE |

LRI R EEARS R ZEER. 2006; 9(2): 295-329

BPRS : Brief Psychiatric Rating Scale (f8i5 ¥ E IR A0 R &)

DAY

RA AL Te EOMBIEREIR, FARFEDBIEER & BBIEER, #1195 5% « FERIER ED
fEEOMERZ G ISHANL 25, FHAIF 1A R L) 206 7 GEF!

%
IR TRHMlish s,

PANSS : Positive and Negative Syndrome Scale (Bt - FEPEAERFLAM R E)

HERKTVEDIREESR ZRAIRY 2 <ABRT 2720 0FMERETH Y, BERE THE, BERE 7IH
H K O AAEHRRBREEAN U 16 JHH OFF 30 THE 2 B/ 5, FHHIT 1 (ERAL) 226 7 REE) 07
BRE TR SN D,



| V. BcT 2EA |

EE KRBT H a0 F—Lo&RHE HEX oY R—1 & LTUEHKRA L H 0.75~2.25 mg
MOIRD, e lZHET S, #EFFREL LT1H3~6mg 2R 0#%E5T5, 2B, Ein, ERICE Y E
HEKT 5, | T,

QMEKRIE ETYT5I IERIELDLEERRER Y
H MARTEBRBFICHT TV T T LRGN ZetEeT Y 7T I IR 2 %R &
U7z SRR EBEIC TS A 2 s 2 B E Lz,
BT YA 2 | SiaRItFE, EIEA HEMRBERELERGR, ¥ 7V I —iE,
k5 WA RFEBSE 245 B (HRHEMATRI G5 238 1)
FARPUEYE | (DIRBRBALEREIC =L LT TRORESRZ 2T 5 L O T HRBMRRIC I A REN 2 ST\
Wb O CRIBEG]. FRGD ROPUEMREIC L D1EEN I THD b0,
< BRI, SRIBHFR BT RIS H DA T (FrfE7e Hebephrenie 72 &)
< BREMERIN, RGN RTRICH DA I (B IEEEIRED D)
R, ERPHIFRICHTW RS
c EEARIERICHETO DA
QERTEFIC N T ~2) R—=L LA OEA 2 TAIE LCTHERALTWLRENEE LU,
B ABEEZENEE LS, kB b,
(W - 16 kLA | 65 FAT
WHEHE - | 7TIETIY—FIIHHES LT megh bR L, &m24 mgk TLH2MRE O#E. L LT,

511 H] EVT I IVEBEITIA AR L L T4 mg LRARA L @180 mgE TLH3RER N5 LTz,
B 530 - 8 M
P E A (WA
DEEHIER « Rk SR
2)EINR IR H

+ BPRS total score, core score K OS-1H H O I #& T
- PANSS & RJE,| BHEREE, BEMER R O AR BT R E O Z N E N OEEE A
FHORHEFEE, WO PANSS 18 B O & 3T
@)% 4
HERR, HARNERAESRS, FEMEARA BRI E, Rt 7 r7 7 Fo,
RERONSA XY A2 (I, IRk, iR %

GEES
< EEGEHEHE >
(RRERBERE)
- &M AR | RS - T RE hERE L ED HE . s
HH N e | F
HE g g Giy] Giy] il RRE (%)
TS 7 31 33 21 17 8 2 1 120 | 317
V= (5.8) (25.8) i (275) | (17.6) | (14.2) ©7: Q7 (0.8)
<EIREIRHIE H >

- 7 U BT — LB T BPRS total score K OX core score D #&EEli. PANSS total score &N
PANSS &R (F2MERE, A RMRELEHIRE) OREHMEIZB W THRENA LI,
<ZAeM>
T IUET TV VR TRELEN 5%LL EORAEER X OFEEDOFE 2 Ol AR (E) . KRR
BB, RE, IREETH ST,
HNEER GEAETEREICHT HEY 7T I U EMeE & xR & L7 likstER)

QMERIFAE BHE I AEHAR (AtmxEg) Y
A RREO BV OBE 2R E L 4 HDWIE 6 BRSO 77 2R BH e R
Br (310 f51l, 305 i, 420 f5]) (2B W\TC, TV BT TV —Lix 77 BREEL [l LT PANSS &R %
BRI EOEEE A BN Lz, PANSS 2R EAF A CEHZELR) X, 7V ES TV — L
E MR (15, 30 mg/H X% 20, 30 mg/H) ™ % 4 WEHG L= 2 RBRTIE. 7T R -2.9 (102
#l). 15mg/BEE : —15.5 (99 %1). 30 mg/BA: : —11.4 (100 f5]) XiX7" 7 & AREE : —5.0 (103 i) .
20 mg/H#f : —14.5 (98 ). 30 mg/ H#E : =13.9 (96 f5) TH V., 7V 77 vV —/VEEMHE (10,
15, 20 mg/H) ¥£) Z M7= 6 B G 0RBRTIZ, 77 v AR -2.3 (107 #). 10 mg/ H# : —15.0
(103 f5) . 15 mg/HAE : —11.7 (103 f51). 20 mg/HAE : —14.4 (97 f)) Tho7/= (KL T TvR
L OHERIL p=0.01),
Kane, J. M. et al. : J. Clin. Psychiatry. 2002; 63(9): 763-771.
Potkin, S. G. et al. : Arch. Gen. Psychiatry. 2003; 60(7): 681-690.
HNEE A RTRIEIZR T 2 2 7 T & Rt R



| V. BcT 2EA |

EE KRBT H a0 F—Lo&RHE HEX oY R—1 & LTUEHKRA L H 0.75~2.25 mg
MOIRD, e lZHET S, #EFFREL LT1H3~6mg 2R 0#%E5T5, 2B, Ein, ERICE Y E
HEKT 5, | T,

@PBHEEEZICE T SBEROEE EHRE (ERERKR) 0

H EURSUTRA MDY Y — RE2FT 200 | AEEBRE 28U, 778 REdBELTTY

A A LAY B AN e R A R

RERT YA gk iE, BAEA, 77 B RR, CEER, WA R

P BR SUTIRAMET B Y — R&2H 9 25 Mk 1 AEE

256 B (FZEMEfENT xR 55 247 1)

TR L (D18 ik LA | 65 iAo BAE K Otk

(2DSM-IV-TR OEE ITRAMET Y — ROFEHEE M- L, [296.4x PR [ BEE . Kb
FLT Y — RAEE . U 1296.6x M 1 BIFEE, RbHi LTy — RB3RA
P LRk s B,

(3)YMRS &7 4828 20 UL ED

S NS s IRl OEE X TRAET E Y — ROBE,

cHEOERT Y — R 4 B ERiRE LT\ B E,

BehHFE B TIETT =% 24 mg/ B OB L, AARMIGLUTI12 mg/HIZBETESZ L L

HAfE 77 WELZESIZ. B0 24 mg/BICHET D Z L3Rz,
BE5WE 3 M (21 HE)
FHMmIE H (WFEZM

DFEFEER : YMRS &5
2ENRBFEAGIEE -
- CGI-BP HJE# (mania)
IR AIC K B IRE
Q)4
BERG, AN RAEERS, BERE, TudsFr A AL, KEE

[#55]

< FEFEmEH >
YMRS GEFRDOR—2 T A b DOEALE CEMEHAERERZ) 1L7 ) © 77 Y — L —12.0£12.9,
7T EREE—6.0£14.4 T, BEMZEEZD 5% EFEHEXMIZ—6.0 [—9.4, —2.7] THY . #HitFH
RABENPRD LN (p<0.001, N—R T A AE L OETHE L 7=HL05800T)

(ERETMEEFICH T D YMRS Rt RDA—X 54 U o DEILE (FAS, LOCF)]

YMRS &3 5 RRE L DRl 9
PR %% — RS RS
= AT A & BT e = I
NTATAL | T e | lososimen | P
7T AR 125 28.0 £5.97 22.0+15.23 -6.0+ 14.41 -6.0 0.001
<0.
TIVETT ) — LR 122 28.3 +5.96 16.3+13.37 -12.0+£12.94 [-9.4, -2.7]
(THINE + MU, a)— 2 5 A O CIEE L 7= 2540 Boh)
<BIRHRHnSE B >

- CGI-BP HJE/E (mania)
#4531 HE (21 A BH) TORGRMATND OB EIL, 7V BT Y — L HET-1.4+0.15 (122
B) . TT7EAREET-0.7£0.15 (125H%1) Thotz, TIVET TV —NEEE 7T B AREEE ORER
15-0.7 THY . 95% CI 1-1.1~-0.3 TH o7,
IEARF T LD IR
TUVETST Y — VBT 23.0% (122 filH 28 f5]) . 7T BHREET 28.8% (125 7 36 #5l) TH -7z,
<Zzet>
ZEMETIE, BOONTEEEFROZIIRER NP EETHY | FLAFEBREEE CHRARMICE
BRodH D —E L BN R ORI R EENIRRD bivie o Too ., Rl R E e IT e <
BARMEFTRIFTH -T2,
FNEEL  PUBRMERRE (235 1) 2 BERIC RT3 2 M HRER  —Eemialb . BRI RERR
[FEAm L]
YMRS : Young Mania Rating Scale (%> 7" BRjp a4l R )
BT Y — R (RFE) oK EZ BroE UTER S, Ko, B0 BAY-E RN, BT,
BEAR, Sp7tk, 256 (HEL &) | Si-BsmE, BBNAE, BUEN-BURMITA, B0 FHiko 11 HEH
THERL SN D, BRI HC IS < BB 72 5741 R EE,



| V. BcT 2EA |

®5 2% - 2 2RE (BFARTTHALUMRNROONGWEEICRD) BHER (T7RHB_8EF
R EEAER) Y
H &) KD ORIMERE B 2 X R12, SSRI 3UE SNRI I T, 77 R &2 & L7cmiBhiikic L 57 Y

77— VOEYER O R e 2T D,

BT VA v | ZhasdhE, EER L, 7 A CEER, WA TRERM HiaER

PSS DSM-IV-TR 73 HHIZB\W\ T, TR D ofFtEE®E H—— v Y — K (296.2x) |, [ K9 otk E KEME
(296.3x) | 4§ HBE

FRREE | 1) A7V —=2TH]
1)20 7% LA & 65 miRd (FEISRER) OB & O etk
2)DSM-IV-TR /3JEICHE T, [RH ofFtEESE, H—ov >y —F (296.2x) | . K52k
=OEM (296.8x) | LW SIIZEF T, BIEOK I DFTE Y — KA 8 L. Bk L T
W5 BE
AEDOK D DT Y — RIZEBWT, WP 5 SANEHZ 1~3 BTV, WTIOBFIZE W,
THRBB R4 Th 5 BE
4HHAM-D17 HBE AFF A2 723 18 AL Lo B#E
(2) SSRI/SNRI 151
DAY Y —= 0 ZHRETHRHCBWT, HAM-D17 HHE A3 2 a7 18 1Ll LowE
(B) 77 ARxR_EHEHRY

1)SSRI/SNRI VAW #I#& THZ 3T, HAM-D17 HH &3 2 2 78 14 AL Lo
A7 Y —= JHfe T & SSRUSNRI TSRS T % C> HAM-D17 5 H Q3 2 2 7 Ohd
RN 50% AT DR E

3)SSRI/SNRI VGBI THFICI W T, COI-I 2 a7 3 (RELE) ~7 (EEEL) Oukkhs

B EYE | () A7 UV —=v T H
DEEDOK I DFT Y — RIZBWT,
< 4 [BPL LD 2P O SANEEEIT > THRISHB A0 TH - BE
- PURBHRI, BN X DR Thn B
<R, ERR, UTREHIEE OB R b b BE
2HAM-D17HHE OBZRERA DX a7 78 3 AL EOBRE . XITBIEDBMHIERSLIBEDFREN S,
TR T 0 B & OERYER B L TRBREAT - S HEERT 2 L 7= B
(2) SSRI/SNRI {5941
DABEIDOKRS DIFTE Y —RIZEY, A7 ) —=2 ZHIB PSS ABES B L 7 o T i

IR | TV T TV 3 mg SEXITT T B AREEL, O LEEIT1E/ALGHG L, SR 1 ER L
CTHERBO | (THEEEEICIE, 1~6 88/ A OFFN TR G TS, 5 HUBEOMEIIITDRNI L L L, Baetkic
G5k g | MEN S 256 2RE, 5, 6O 2 WMITHEZEE T 5, KEMICHENECTHEIE. 11

- H1# WZo& 188/ H oM B CRE RS 5,
5 ;6 A
FHmE A (WA

DEFEFGEE : 77 e RAAB-EERMET (Pik) KIZEIT 5 MADRS &2 270
SSRI/SNRI J&H & THED & OS2 L s

BRI TE H
- MADRS )&%
- MADRS & fif %
- CGI-I SR
« CGI-S O % &
- SDISS 2 a7 OB &
- HAM-D17 A &3 2 27 OB 2 L&

Q)2
HAEHRSL, BERE (WER 7T 7 F 08T, A2V A 2 (E, IEE) ., RE%

[FE5]
< FEFHIEE >
MADRS G5HEDOR—RF A4 N0 bET, TIVEF TV =L 3~15 mg R OT VBT V' —

L 3mg BEOWRET, 77 B ARBECH LREHFN R A B ENBO b (3~15 mg B p=0.006, 3 mg
B p <0.001, X—RA T A M CIFE L7230 H0T (3~15 mg £, 3 mg FEDNAIC X 2 FAME TIA) ) .
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(EAREEMEFIZH TS MADRS BEtEADR—X 54 U bDZELE (FAS. LOCF)]

MADRS & & 75 AR L D%tk @

o PR wmnsae | e ;;;;{{E% [95()/??52?!2?@] p it

75 R 195 25.5+ 7.4 18.1+9.8 —7.4+8.1 — —
;N])l;c;;?gﬂb 194 25.3+7.3 15.8+9.4 —9.6+75 [_3;\2'_20.6] 0.006
;ig;;;i Ty 25.2 7.2 14.8+9.3 —10.4+8.3 [_4_;3{ 15 |<0-001

CEHE + BEERA, a) N—R2 T A AETHEE Lz LB (3~15 mg #F. 3 mg FEDIEIC & 2 BARE FIH) )

1 2 3 4 5 6 B

o
o

—A— 75+ R (n=195)
—O— AERAEE(3-15mg/B.n=194)
—l— EEAEE (3meg/B.n=197)

MADRS E#Z 1 &
&

—_ 1 0 |
Aol

_12 .

<MADRS ¥ ZILEDHZE >
RI/SNRI Va5 TIfo> MADRS &5t A 27 (CEHfE) 7 FvAREE 256, =€ U 7 7 A AIZ8H&HE 25.3,
v 77 A EEHER 25.2
* p<0.05, **:p<0.01, ***:p<0.001vs TR (G5O

« MADRS St
T RRB OEERBHET (PIk) BRI T 2 AREEN 28.2% (195 it 55 i) ToH oDt L,
TUVETS T —)L 3~15mg BT 39.2% (194 5l 76 ffil)) TH-o7= (p=0.022%) , TIET TV —
)V 3 mg BEIT 42.1% (197 Bl 83 i) TH 7= (p =0.004%) |

- MADRS % fi#-5
TR EERPIR T (FIk) BT T2 REEN 20.5% (195 T 40 ) TH o=KL,
TIVEST Y —)L 3~15mg #£T 30.4% (194 il 59 %) TH-o7= (p=0.025%) , TIETTF—
)L 3 mg BEIX 32.5% (197 B 64 f5]) ToH -7 (p=0.007%) ,

- CGI-T Bt
TR EERIIET (Pik) BT TR 37.9% (195 It 74 B]) ToHo=DITH L,
TV BT T —) 3~15mg BT 50.5% (194 il 98 i) TH-7= (p=0.013%) , TV LT TV —
b 3 mg BEIX 57.9% (197 Bh 114 ) TH-7= (p <0.001%) ,

- CGI-S O ¥ &
SSRI/SNRI {GHIE THZ, 7V E 7TV —)L 3~15 mg B8 4.0 £ 0.0 CEHE + SE. LLF[FAEE.
194 41)) . 7UVETS TV — 1 3mgBEN 4.1+0.0 (19761 . 77 &AREEN4.0+£0.0 (195 %)) ThH
STz, TR RRB CEERIK T (FIR) BRI D CGI-S EHE(LEIT, 77 v REEA —0.6+0.1

(195 f5l) THot=DIZk L, TIETT V=1 3~15mg HET —-0.8+0.1 (194 %) Th-o7= (p=

0.033**) , 7Y ETV—L3mg L, —0.9+0.1 (197%]) TH-o7= (p<0.001%*) ,

- SDISS EH 2 27 O &
SSRI/SNRI {GHI#E THRZ, 7 U ¥ F T Y —/L 3~15mg FEA 5.04 + 0.14 CEHfE + SE, LLFIAEE,
194 45) . 7V STV —/ 3 mg BEMN 5.00+0.14 (197 #]) . 7T BREEN 5.30 +0.14 (195 Hi)
Thotlr, 77 vRFAB _EERIKT (Pik) BHX, 77 BAREEN —0.46 £0.11 (193 41)) THo
7oL, 7VETT Y —L3~15mg BT —-1.03+0.11 (193 %) TH -7z (p <0.001**) , 7
JE 75— 3mg BElE —0.96+0.11 (197 ffl) ToH -7 (p=0.001%*)

- HAM-D17 H H &5 A 27 O 2 i
SSRI/SNRI {6 THZ, 7V BTV —/L 3~15mg 7)Y 19.8 £ 0.3 (CEHIfE + SE. LLF[AEE.
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194 %)) . 7UVET TV —)L3mg BN 20.0+ 0.3 (19761 . 7 F7 RN 20.2+0.3 (195 ) T
bote, 7T EARRNEEHERPET (FIR) BRI, 77 BAREER 53+ 04 (193 41) THho7=D
WL, TV BT =1 3~15mg BT -7.0+ 0.4 (193 %) TH-7= (p =0.004**) , 7V S
ZY =/ 3mg L -7.6+04 (197 %) TH-7= (p<0.001%*)

oA 2FRE, ¥ N— AT A METHE LN (83~15 mg B, 3 mg FEDNEIZ X 5 PR E FIIH)

<ZetE>
ZAEVETIE, AFFROIZ LA ERBRE IHEE T, EERAEFFLELNEREORGHILICE S
THERZORII, 7VETI7Y =L 3~15 mgBMAOT IV ETT7 Y — L3 mght T I vREEL
RELEDLORD»oTe, £, FHMRAEHE CHRKMWIZE®RO H 5 —E L7 B bodin & OV R
REBINEE A LD NIRRT,
FENEEL © 520« 5 DIRRBIT IS 1T 2 MR
Kamijima, K.et al. : J. Affect. Disord. 2013; 151(3): 899-905.
| GAGEE S|
MADRS : Montgomery Asberg Depression Rating Scale (E2 TR Y — « 7 X/N—7 ) DyFTEAMHR E)
D DI D ENEE & TN T 5, 42 10 THH 25 72 2 3R, #15 DIEROBE A BURIC KBS 5D X5 HIRE
ROFELE AR LT, BHIERZ PO E L3 D DfER & EEPURIE 2 B L TV D SN,
SDISS : Sheehan Disability Scale (f§i5 B CFEli BEERE)
FEARIRTE D 54 U D A A TEHEAERLE OFRE R QOL (Quality of Life, EiFDE) %, BRESABENHCHE
filid~% B FE G R,
HAM-D : Hamilton Depression Scale (/>3 /V kY 9 DJRFEMRE)
1960 A2 Hamilton (2 X - THER SN O DIROEIEE ZFTMT 272 0DORE, 5 DROEEEZH HHT 17
HH (HHE 1~17) THlRSNZEE ITHRARE ZZBMO 4 HE (HE 18~21) 2MNZ 72 21 HEMMAEIC
HAnsitTtng,

@NMNREOBRARRY b3 LEICES BRIBNE BB Y

HE B BRSSO /NEBE B RICT ) BT Y — )L 1~15 mg/ H T8 BRI A5 L =B Azt

WZDOWT, 7 ERICRTHEBELRGET 5, £, ZREIOVTHLRET 5.

RRT VA v | ZhaskdbE, —EHER, BIEAL, 77 BRRR, IERE, WATHRERR

S BEAMEREE O/NEEE (6~17 i)

FrEIN Y | 1) HEAMEREEOZWEILYE (DSM-IV-TR JUETER) 2z L, TEEE (A Lo, W
P, BEATA, IINLOBEEITA) BNHDHHERE, FMIZ Pervasive Developmental
Disorders Autism Society Japan Rating Scale # %,

2) A7V —=V AL S E (Day 1) 12 CGI-S 28 4 LAk, 22 ABC-J OB
TAREOA2T N 18 UL EOBHE

3) A 6 L B 17T UL (R BUGRED O IBBREER 54 T E Tof)

4) PER : Bk

5) ABE « AR DBITRH DR

6) AIBBROBINZIAL > T, LEC L ARIBENMGEE L0 B LT B

WHEAE | TIVETIY—AXNEB T IR EEZ 1R 1B RO L BEHAREIZT Y TS Y —1 1 mg/

B3R AEL. EXKS, 6,9, 12, 15 mg/AETHE L, 6 HURITHRLGEIIFEELE L, 2 B

HZxfkge L, 8 A ETHRE Lz, ol WEMBIX, 1 EMEREE L, #EEIL CGL-I OF AT

3 U oA (3. Minimally improved, 4. No change, 5. Minimally worse, 6. Much worse,

7. Very much worse) THhH OREFMEIZHIEN WG EITITo T2, Rk, ARMEICHEDSH S

Wraid, MYEMOFZBEICIVEERE L, BEORHIEMbAeVwbo L Lz, BEE, BED

HEIIFRECTH DM, TORBENPLEL R HGEIXRROTIEERFTT22 8 L LT,

BERFZNIH IR DR, £ & ORRIZRM DRV, AIRERIR Y —EDORFZICIRE =7,

5 - 8 M

FHmE A 1) Hamk

1) EEFHEE : ABC-J BUEEME TALRE R 27 054 S HDOR—A T A b OFH LR

(LOCPF)
2) BIRAFHEIER :
-CGI-I
SRS
RS, ABC-J OB T REA I T N_—ZF A4 5 26%LL EFb L CGI-T 28 1
(Very much improved) Xi% 2 (Much improved) T®H 2 #5E OEE & EFHR LI,
‘ABC-J OO FALRER =7 (ZH), FEATE., R#Ebes3E. B57)
-ABC KUt
ABC JS3IZ, ABC-J D5 OO FREZRaT D) bR 20U ERR—ZF A




| V. BRICET 55 H |

NS 50%LL BRI L, 2205k O T RER T A 10%LL BB L T 72 WiiBRE OE &
LER LT,
-CCI-S
-CCAS
-CY-BOCS (#4714 D H)
(2) FEpEhre
MAEF 7V ©7 7 ) — L RO EEGH OPC-14857 R
(3) Zatk
HEHS, BERE. KE, BMIL, A ZL¥1 2, DERKE. DIEPSS. AIMS. BAS.
C-SSRS

[FE5)

< FEFHIEE >
BASREMRFIC 310 D ABC-d (BETENT = v 7 U A M AARGER) OBEME FMRERA 3T DOR—2R
FGAUNEDEEIL., TIERBICK LT VST — LB CHE B EENED LI
(p=0.044, #EHEHKLIN—2T A OREKXS (>40kg, <40kg) #RHFEL L, X—=XT A1 %
WL LIS B, 7. TV ETS IS — B ETIE, B5% 3 NS I8 REEE i LT
BERED B (p<0.05), Z ORI 5% 8 B £ THHE L 7=,

(REFHERFICH (7D ABC-J BEUTRRERXRAT7DR—XZ4 o bDEILE (FAS, LOCF)]

ABC-J L s )
‘ \ BUEPE FRRUEA 27 ke
FGHE il T
N=RF A | FAEFHERE | N—2 T A U D OB bR [%%Eﬁ%%] p fE
72 REE 45 | 26.8+6.5 20.2+9.1 -6.7+11.0 -3.9 0.044
TUETTY—VEE |47 | 27.1+7.2 | 158+10.1 -11.3+9.1 [-7.8. -0a] | ™
SR + R YRR 7=

a) WHMLONR—RT A VORERXS (>40kg, <40kg) ZHRTL L, N—RTA &R L U580

<RRAFEAREE H >

-CGI-I

BeE#% 8 D CGI-TiX, 7TV IV — BT 2.7+0.1 CEMMHE + EUEGAE. LITFFEER . 7
BARBETIL 3.4 £ 0.1 T, HEREITZ-0.6 (95%E#IX[#-1.0, -0.2) TH V., 7V T 7Y —LHIL
7T R AR L CHEERRO LN (p=0.003),

e

b 8 WORIGHRIL, 7V VT T —/LBETIE 40.4% (19/47 1)) . 77 B ARETIL 20.0% (9/45
B THY, TIETT V= VBHIT TR L TEdr o7z (p=0.033),

‘ABC-J Ofhd TALREA =27 (L8, F[EITE, NEY2E5E. B)

ABC-J ZE) FALRER a7 O 5% DO R—RAT A4 Vb OV ELEIL, 7 I ET T Y — )Lt
TIX-18.0+ 1.4, 77 EARBETIE-5.5+ 1.5 T, #MZAIF-7.5 (95%FFHXH-11.5, -3.6) TH Y,
TIUET T ABETIET 7 ARRE L i L T ENRD HLe (p<0.001),

ABC-J FRATEN FALRE R 27 OFeH% S HDOR—ZAT A4 Vinh OB EX, TV ET T Y —
NWEETIE-8.3+0.6, 77 B AREETIZ-2.6 £ 0.6 T, FERIZ213-0.7 (95%F X [#-2.4. 1.1; p = 0.450)
THoT,

ABC-J Ry S5E FALRER T OF 5% 8 HOR—2 T A4 b O EEIT, TIET T
VNV BETIE-2.2+ 04, 7T EREETIEI-1.5+0.4 T, FEREIZET-0.8 (95%(EHEIXM-1.9. 0.4 ;p=
0.197) TH-o7=,

ABC-J X)) FAREA 2T OF 5% STHDOR—ZAF 4 Vb OFEHEbEIT, TIET T —)
BETIE-5.2+1.0, 77 EARBETIT-4.7+ 1.1 T, BEMZEIT-0.4 (95%(FHHX[H-3.4, 2.5;p =0.768)
ThHol,

-ABC i

Be54% 8 ™ ABC BUGHIL, TV ET TV —ABETIL 42.6% (20/47 #) . 77 2 HREETIX 26.7%
(12/45 ) TdH-7- (p=0.110),

-CGI-S

CGI-S DF L% 8 WDRX—=RA T A UMDY ENEIX, TS T Y — A ETIE-1.4+0.1, 77
BARRETIE-0.7+£0.2 T, FMZEIZ-0.6 (95%EFHXM-1.0, —-0.2) THYH, 7IETFT YV — AT
X7 7 BARREL i L CHEN RO bz (p=0.003),



| V. BcT 2EA |

-CGAS
CGAS D54 8 D N—=A T A b ONWEELEZ, 7V 7TV —AMTIE 9.8 £ 1.3, 7
TEAREETIE45 £ 1.4 T, BEMEIT 5.2 (95%EFHXM 1.5, 9.0) THY, TI STV —L#T
X7 7 BARRE L i L ClEN RO bz (p=0.006),
-CY-BOCS (5818172 DH)
CY-BOCS (HiBfT& D &) OFHH% 8 MDD R—AT A it OVEZb&EIX, 7V VT T — Uit
TlE-2.0£0.5, 77 AR TIZ-1.3+0.5 T, BEMZIF-0.7 (95%FHHX[#-2.0, 0.7 ; p=0.311)
ThoT,
< eME>
TIET I —NHTOREFRORIABNGITIT TR ERES BRI LI REALEEFE
FLROBEELITZEAEDRETHY  WTHOREHFTHLEERAEFRZIIRD N hroTe, B
BRAERGROEGEFILICESTHERFZIT I E T 7 V= AHTRD DN -T2, ZDOMO%
EUFHMEEE C. 7V E T I Y — AT TR AR iR LTt ERIE E 72 2T BIXFRD v/
Ntz
HNEER  NRHD B AR b T AECLE S B RIBEI R 2 R
[P L ]
ABC-J : Aberrant Behavior Checklist Japanese version (R¥1TEIF = v 7 U X b BAZER)
WEITEIF = v 7 U A & (Aberrant Behavior Checklist) 1%, FIRJRE P E - S ERE ICBET 21TE) LR
AR IR R O 247 5 R, (DEEE, (ID#®KT), IDFFEITE), AVZE), (V)RED 72 SE
DBEDDYT A —Nhbis 58 HHAZ, ThEh 0 (MEZRL) 75 3 (METBOREIZELY) D4
BYPECREAM,  CNEFREEES : BEITEIF = v 2 U R M AAGER (ABC-J) 1T X D FEEEE o F &K )

2) REMHR
OHERBE SHRSHE "

H Ay MERFERFTICHTDTIVET T —AVEME G ROR S L 79102 R,
BT YA % it i 2 7]

- AemEH (A RMERRE TS - 115 1)
C BB =T (LR S 97 B1)
- TR ET - KEIA—T (ERMERTS - 115 f1)

SES HEE RAE B
TR (DIRBRBHAAIFIC T & L CRREORESRZ ZT DO T, FRMREIC L 28N R Sh

TWRWESE GRIGHES], BRG] KOPUREHHREIC L DEENRINTWHEED
WL bR E Lz,
- ARMERN, BAESURAATRIZS 256 T GFifiE72 Hebephrenie 72 &)
< FEMERAN, EAESIRR ST H DA T (B HEE kD & D)
R, ERBHIFRICHTWA5GE
c EHEREIFERICH TV A A
@ ABEl, FhkplonFhbxg e Lz
(3) W : 16 Ll I
WEE - BE5H | MRS RIZ6 mg/A (1 B 1~2[E4E#FS) T, 1 0 24 mg £ COHPH C@ETHEET
] 52 &L L. 1H 24 mg BHERIGIRA T XITHICHRZ MR L2 WIGE T2 EIcE
BELoo1H® 30mg £ TREMREE LT,
50 - 24 ERILL B, ATEEARIR Y 52 HH [
FHmE H WA ZIEFTAMHTE B
R, BPRS, PANSS, ¥k
(2) 22 VLR TE B
FERES, REER - OPREE, BRRE (MKRFIRE, ELFOMRE, RRE) .
TaZ T AT A (IE, IR, RIR) ROMKRE %

[#55]
< B>
(PEEHEULOHERE]
FefEE M X wER I NV—T B AT - HEIL—T
24 JHE 33.0% (38/115) 28.9 (28/97) 24.3 (28/115)
52 48.8% (40/82) 40.7 (24/59) 31.7 (20/63)




<ZEapt >

| V. BcT 2EA |

G LT b EIEN O & O S 3 5otk & K72 <L R GRS W TN
(BT HRIERMIZA N7,

L BRIED - ERACRSRRSEER. 20065 9(4): 6357657
FRRE 1T A - BEARRAREEEL. 2006; 9(5): 909-931.
ZE)FRITH - B K hEEHE. 2006; 9(6): 1211-1235

OMEXRAE RHPBREHR RHER5HER) 7

HE

TV ET T Y =N ORERKIEI ST 2 RGO L etz RiT 252 &
AR L Lz,

1RBRT A >

Sk dtFE., A—7 R

5

IR ARGRER T 2RO b, HICKEMEDOHE D b RHCRED 2 &
T S n et e RIELE 55 B CHAVWEMNTXZ5] 55 1)

Ep UL e

(DIEBRBAMARFICE L L CTRORIEES 2 2T 25 L O T, FugMmRkic X 215N &N
TWRNH O CRIGER], F56]) K OPUEMEIEIC L EER R EINTWHDHD0
Wb R E L,
< HEEMERIN, RRAIBSFRA TS H DA T (Frfit 72 Hebephrenie 72 &)
< HEEMERIN, EAFSLRRASET RIS H D BA 1T (BH:E ERED D)
IR, ERPERICHTWASEE
C EEBNETRICH TV DB

QAR ShEmlONT b RRE Lz

(34 : 16 Ll b

wE Gk - &5
i

% WIEER S AR THHCB T 2 5B 42552, 1 Afm 20 mg (PRI TL
EYERHEER SN2 HE121X 1 BixE 30 mg) O#EPFANT, EROZBLITIG U TR ERE
BEMEE L, FAE LT1IH1E~2E, fO&5 L, 2k, #5HME, BEERR
FIUAHRBRHE O EOT6 » ALLEE 320, AR bDIF 12 9 HETE Lz,

AT A F

(WA ZhE
(D FEFHHIE R : ol R E
QEIKAIFEMIAEE : BPRS., B2 L o efkdEE

Q) &4t
HEREG REER, AIMS,, BEERE (MEFEORE, EFORE, RRE) .,
TaZ T N ETA  (IE, RS, RIR) R OMERES

[ 2k]
<AE>

* AR GE

F W3 G T O o AR U FE (P A B B LA E oot #E3R)™ 13 67.3% (37/55), B 5817
DU ERIT 74.5% (41/55) TH v . % < DIEFNZ BV TR 5BITIR O B3 STz,
BPRS 2 a 728\ T HEMOBNENERNCHER S -,

<zaetE>

FEAEDORIERIZERE 8 HELIMIZHEI L, RERGRHIREIT 5 HRZREIERIZE) -T2,
) BRI R B E O PR ESGEL EOWERE R,

KAATESIE A - BEARRAPZEHEL. 2006; 9(3): 453-474.

QHEKRFE BNE I HRER (T3 RABERTHHER) ¥
LENC S D EBMERA RIERE 310 flaxtg L L7 7% EE Rk (26
P 15mg/H™) (2T, COI L & 5 % PANSS 2 W CHEIR A E®R L, FEAM
FHIEH 2 [HEAEZ(LBES O HE ETOMIM) & Lic, 7V BTS2 — I 7 7R HERL
THEDOEREZK 50%EA S, B E TOHMELAREICIER L7 (p<0.01, log-rank i),
BIVEF R BIAERE 1L, 153 it 76 B (50%) ThHh o7, EREWEMIL, RIRE 36 #] (24%). 7
AT 1B (%) . R 11461 (T%) . 55898 9 Bl (6%) KOMREL 8 i (5%) T -7,

Pigott, T.A. et al. : J. Clin. Psychiatry. 2003; 64(9): 1048-1056.

EE

AR BIT A a R R—= L o&RAE ARIX oY) =1l LTCUEERA L H 0.75~2.25 mg
MOIRD, el ET S, #FFREL L T1H3~6mg 2RN#FE5T5, 2B, FEin, ERICEVE
HIWT 5D, | TY,




QORBHEBEZICHE T HRERORE

| V. BcT 2EA |

—EERE (ERtRKR)

HAY

PGPERS E O BRIEZ R & LT 1T 5 Sk 3 F 7 7 & R IREVE 4L — 5 5 Ml f TR
B (AMAZE-003) 2527 L7=HB 23802, eiTilR (AMAZE-003) T 5 L2k
WA TEER T CHMEREG L, T ETT ) —LORMEETCOREER OGN E T 5,

BT YA

LR IR, 77 BRI, T EER, WATHERH HEGAER

PSES

BOR TR AMED Y Y — RE2E T 200 1 REEOBE
99 B (ARhIEMEHNT IS 96 )

TR

(118 m% AL 65 mEA

(2) 1296.4x A T BMEE . KOH LT E Y — FOEE]
LW B Y — R REME] &2l S B,

@IEATRBRICHHF INGE T L72BE T, 230 PRt OB O LM S E L2 B,
B FATHRBRESE T LI BEO S &, STk 21 HE e TRBRi& TRy FHmks
To® CGI-BP tii#FE (mania) 731 (Very much improved) ~3 (Minimally improved) &
HE SN B,

L 1296.6x WAk 1 RIREE . & b

e R Rk aE s
Ll

B ATIRAMET B Y — REH T 500 1 BEERE T, LITRBREZE T LA & 5102,
FATHRBR O G Lo iRBREE A “HEM T Tk G- Lz, 7V 77 Yy — UIEITRBE TR O
BEENLBE L., BEKSUIBREMICLY 12 mg. 24 mg T 30 mg/ HICAFEA[EL L
e EHARS - 22 (154 B E)

FEAMiE

WA -
YMRS &5t s, CGI-BP EJE /% (mania), CGI-BP EJE ¥ (depression, overall)
CGI-BP 24 /¥ (mania, depression, overall), PANSS Bt REEFH M. MADRS &7t
@) =2t
HEHES, HENNEREERSR, BERRE, 7T sF 0, XA 210, KE, LEX
A, SEARIMEIEIRETME [AIMS, BAS, DIEPSS, SAS (HARLUAOETHEH) ]

GEES
<AEhE>

(YMRS &

FFRD#ERE (FAS, LOCF)]

i

N—RATA

438

12 1

22 1

75 REE

8.6+7.58(42)

9.7+9.55 (34)

7.31+10.22 (26)

3.1+6.25 (19)

TYVET T — LR

7.4+7.02 (54)

3.3+3.65 (42)

2.6+2.54 (32)

1.4+1.59 (29)

SR fiE = AR e 2 Rt 150

(RIREHMAFICH (T D 3E)

A A AN 5

TVET T — LR

YMRS & &t 0¥ &

—15.4 £12.90 (42 1)

—22.6 + 1.45 (54 f31])

CGI-BP HEJEE (mania) DOV E

-1.9+1.70 (42 i)

-2.9+1.45 (54 )

PRFHIC LB P ILFE

26.2% (42 B/ 11 i)

11.1% (54 i 6 )

S

69.0% (42 {5+ 29 fi)

83.3% (b4 il 45 1)

CGI-BP HEJEfE (depression) DEHZE{v &

0.3+ 1.43 (42 1)

0.4 +£1.57 (54 f5))

CGI-BP EHJEE (overall) D&

-1.6+1.74 (42 i)

-2.2+1.61 (54 )

CGI-BP 4 # £ (mania) O-¥{H

2.5+ 1.74 (42 #i)

2.8+ 1.37 (54 #1))

CGI-BP % (depression) DO-H{E

4.0+ 1.06 (42 #1)

4.0+ 1.47 (54 1)

CGI-BP t&#/% (overall) O -H#fH

2.9+ 1.86 (42 1)

2.6+ 1.88 (54 )

PANSS BBPEREE A FH R O 28 L&

-3.9+5.44 (42 i)

—7.1+6.69 (54 )

MADRS & &m0 L&

-0.8+7.04 (42 i)

0.5+ 12.43 (54 #i)

a P bR = BAEFHIRE RO — AMAZE-003 38R 0 #% 5-BlAHT O 18

SRR S5 B Ak B 3B RAN A4

T IERED CGI-BP 3% (mania) 23 4~7 Th o T=AEFIDOEIA,

b
o SUSH] = YMRS &3ty EBAATD YMRS A3k & 0 50%LL L LT 2 HEH,
4 SRR AR AL

<7Z2eEiE>

EHELAERRL ORGP ILCE S HEHEGORARKII T 7 AR LIZIERBETH Y . SRS ER
BEFEDORERITI T T EREBICHART I TS — VEBEETEN -T2, e FoMBEIT L. £

7o, BRE, Twv T s F o KE,

ThHo7T,

O OJERE L T O RN EORBITEED b e, BAMEITRA
FEPNERL © DUBMERRE (IS 2 BUER T 2 R GREBR —EE R ¢ [E I E R



ORBHEEEZICHE T HRERORE

| V. BcT 2EA |
SOREEHAFERAR ERARRER) ©

HAY

SEATRER (AMAZE-003) %527 L72BBAbfl, REFIR OETRBIO S 14~21 H B TOZE
AREFC X DRI 2RI, BITRRTERE L TW T VBT IV — L KSR ER (U F
U AXIEI AN T a i) OUFRIC L 2IEER T TOMEER S 21TV, T I 77— 1R
HCOREMNE OE A 5,

1BBRT YA

AMAZE-003 #Bx (Zhigkdtld, EEA(L, 7T RSB, —EHEKR., WITHERLERR) o
MEfe e 5B (S sk kR, FEEMER)

PSES

R ITIRA M v Y — 2 A 2% Wi [ RpEE
59 B (AWM *t85 55 )

TR

(118 m% LA L 65 mEA
@FEATHBRORTBIZ22 T DSM-IV-TR OEi TR AT Y — FOMKHELG- L, [296.4x

B T RIETE OB LV ey — FAEYR ] 3UT 1296.6x MR T RS, &K HH L=

v — RNRAME LWz BA,

@FATREROTE THIUTHIEBID 5 B L FOWT IO EHEZ - L= BH,

BB, REH]: SATRBROZETHO S b, fTEBRoO%E 21 HE (BITRBRETR) To
CGI-BP tt#/% (mania) %5 (Minimally worse) ~7 (Very much worse) & HIiE iz
B (kB Xix 4 (Nochange) &HIEINTZEE (REH) |

WHRAF T L DFIEF] : BATRBROFKE S 14~21 HE TOFIFIO H 6, FIEEH SRR
+THY ., oFIEFD CGI-BP t#E (mania) 73 5 (Minimally worse) ~7 (Very much
worse) &HIE SN EAE,

BHFIE - 1G5
Ll

TVET T =TT TROREESHMG L, BERRSICZE Y 30 mg/H £ TH R
BEL L7z, ARMIOSUTI12 mg/BIZHEEEE Lz, TIET I V=L AL T, K%
EHE (VF AT vTafg) #RNE5352E Lk,

B HHAM - 22 @

FEAMiE

ARE
YMRS Gt O E R, AR T YMRS Ak, CGI-BP EJEE (mania) O
v, SRR KDk FFHERE A TORIGHE, CGI-BP HIEE (depression,
overall) OF¥JZE L E, CGI-BP tf# % (mania, depression, overall) O F-¥JfE, PANSS Bt
REGFHROTFHZEAL &, MADRS G atR T2 L &

ZaM
BEFRS, MENMRREEFS, BRARE, Tuo 750 A Z¥A 0 KE, LEX
R, HERIMEIERGEM N E [AIMS, BAS. DIEPSS. SAS (AALSOETHA)

GEES
<AEhE>

[YMRS it D#tF (FAS. 0C)]

NeRTA

43 1238 22 1

30.5+7.75(55)

11.0+10.53(45) 5.1+6.50(29) 3.8+6.30(23)

TEE + AR GHHFIE)

(RIFHERFICE T2 F M)

YMRS & &t 0¥ &

-18.3+12.71 (55 )

CGI-BP HJEE (mania) OFWEE

-2.9+1.76 (55 )

DEFA LB P

20.0% (55 il 11 1)

70.9% (55 i+ 39 )

<

o2
52

CGI-BP BJEE (depression) D&

0.3+ 1.45 (55 )

CGI-BP HJEE (overall) D&

-2.0+1.90 (55 )

CGI-BP & (mania) OF¥{HE

2.3+ 1.57 (55 )

CGI-BP M &% (depression) DA

4.1+ 1.10 ((55 f1))

CGI-BP t#%E (overall) O-HfE

2.8+ 1.88 (55 i)

PANSS WP RE & FHA O 2 L

—5.7 + 6.84 (55 #i)

MADRS & &t OS2 &

0.3+ 10.08 (55 )

>

FENEERE © BUBMERE E 236 1T 2 BREIR (569~ 2 R 53X 5k

M ECEAZMBEEIEED b T, BAMIRETH -T2,

Koy e IEE R - [EIE R



| V. BcT 2EA |
SHOREEHAFTRAR ENERRER) »

EOFBHEREICHS T 2BEKROKE

H B SUTIRAMET B Y — FEAT 006 | MEERE 23510, [OLEE (VF 7L
S Tamg) LOFRICEAIFEER T TOT I ST Y —LOEMEE TOREMNKL AR
MM 2,
BT A v | ZhiskILE, IEERER
PO B SUTIREMET Y — R&HF T 5 Wik 1 BfEE
53 il CH 2T X 40 i)
FA@PULYE | (D18 5% LL | 65wk
(2)DSM-IV-TR ORI TR AT Y Y — FOEMEL - L, [296.4x B [ BlfEE &b
LTy — R2BEE] . U 1296.6x M 1 BUFEE, Kb LTy — RBRAME)
LS B,
(3)YMRS A&t a7 16 UL LB,
BHEFE-RE | 7TV I —E 24 mg/ A BRA L, BRRIGIZE Y 30 mg/H £ CH&ERIEEE L7z, &
HiM BHIG U T 12 mg/BIZHEREE Lz, 7TIET IV =L AL T, KOLER (U F
AT ASVT alg) RO T5HIE L LT,
24 A
A H Bk
YMRS &#tm o2& k&, YMRS Ai#tR. CGI-BP &JE/E (mania) OFHE(LE,
HRATFICEDHIER DIRR DL D IEFOES - RGO H B, FIRHEHAN
ZhRARA5y EH 1EEFD CGI-BP # % (mania) % 4~7 Th o7 i\R]] | AFTFAHRE R
TORHHR, CGI-BP HEESE (depression, overall) D25 (&, CGI-BP t ¥ (mania.
depression. overall) OEYIfE, PANSS Bt REEA G R 02 k&, MADRS & &5
DA
e
EERS, #ENKIAEES, WL, 70 0F 0 ALY A 2 (KE, LE
KA, SRS EIERETMNE (AIMS, BAS, DIEPSS)
[F55)
<A @hMHE>
(YMRS &§itmD#F (FAS. 0OC)]
R=2FA 478 12 i 24 38

23.2+5.50(40) 8.1+8.23(33) 2.3+3.39(28) 1.5+2.80(19)

(TP + RS GHHFIE) )

(RIRFHERFICH T 2 HHE)

YMRS &t s

-18.8+9.86 (40 1)

CGI-BP HJEE (mania) OFWEE

-2.6+1.50 (40 i)

DEFA LB L

10.0% (40 i 4 %)

B

80.0% (40 fil+ 32 i)

CGI-BP HEJEE (depression) DY-HZE{h&

0.4 +0.95 (40 )

CGI-BP HJEE (overall) D&

-2.2+1.90 (40 )

CGI-BP t4#/% (mania) OF-HfE

1.8+ 1.26 (40 #i)

CGI-BP &% (depression) O-HE

4.2+ 1.03 (40 $1)

CGI-BP &#FE (overall) DIF¥fE

2.3+ 1.66 (40 1)

PANSS WPt RE & TR O P 2 L

-5.0+ 4.57 (40 )

MADRS & &F s D2 i

5.9+ 18.11 (40 )

et >
73

FEPNERL © BB E (2 36 1) 5 BUER I3 5 RIHR 53R

AN
e
Ve ETHRZRME L R 55T bhrinoTz,

S eSO MIEE AR - [N ERREER
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| V. BcT 2EA |

BB G HER >

HE

—HEMRHAE (ADMIRE-001 5B 72> Hilkkiix 5 S o R 5 DIRVEREEHERE . K UHTZIC
AN SIS 65 ik LD R 5 SRiTEREE B 2 %512, SSRI i SNRI ffHI T, 7
U7 I Y EIERIEORMIRGICB T 22 e. AR RET 5,

BT A

SMRIR, A—7 > 3

ISES

DSM-IV-TR 733828\ T, TR 9 DIitEEE H—o 'y — F(296.2x) |, [ X9 DFtERES X
HPE (296.3x) | IZREMT L AE

Ep UL e

1) —EHERRABR D OBITH

1 20 #%0L E (REBRSER R ©BMEEK Otk

2) “EERRROY I ERMBCEERINICEBW T, IFRIEE 4 B B S S ok
#

3) DSM-IV-TR Z#HIZEBWT, K oFtEkEE, H—orYy—F (2962x) | . K9
ORMEREE, MEM (296.3x) | EREIINEERE, B, KOOI E Y — NOJE
WRITFAEL TOVBER, BT ERITH - SR VPBRERRK ) DR — KK TLT
WA Y TR, TIROWRE bR ET D,

(2) Hiipl

1) 65l E (RIEBSRR) OBMER Ok

2) DSM-IV-TR Z3EIZEBWT, K oftEkEE, H—ory—F (2962x) | . K9
ORMEREE, KEM (296.3x) | REIESNEE T, BEOKIDHZE Y — RN 8
TR Ak LT B B

3) AEIOKI OFTE Y — RIZBWTC, @Y7 d oAliEEZ 1~3 BT, Wik
FRICBW T L UGB A0 Th 5 HBE

4) H{E SSRI X% SNRI TiRET O HEE

S Ry RC AL i a2
1]

TIETTY—id, B0 1EIE 3mg/H2BBB L, UEBAKIBBR TED - Visit Z &1
mERYE (CGI-I OFHEiA 3~7 CHREMEICHE W EIRBREAT - o fHER D HW L725E.
1ENC2& 3 mg/HOEEITH) 1KV, 3~15 mg/ A OFPFHN THE9 5, ZethiciiE
BAELTHEE, 1EIZ->X 3mg/H O EHB CHERREET 5, 7L, —EERABRD
CGI-I Ol THEIC 3~1 23583 HAVIZRATHI T, AIBBROIGERFEL 5 BRAARTOIREE & Hold
% & CGIFI OFHliA 8 it 4 ThHhoTh, +oH—RMENRD LN TND ETRRE - 4
ERAVHIET L7358k, RIRE L 15,

B 1AM - 52 WM

FEAHi

V) fHahk

MADRS A 7f A2 =2 7%

(2) &2tk

HHEFS, BERE (WETH7e T2 Frat), A 2 A v (IE, IRk, RE%

GRiR]
<AEE>

THEHEBRRERD D OBITHI R OH A AN BT 65 LA EOEERD K O o R E R & x5
5 L7 EREBRICB VT, Bt r = RV IAAEEA X h=v - VLT R
FUCERVIALBERER T, 7V S5V —L 3~15mg (B#E & 3mg) % 1 A 1 [[ 52
#hH L&, MADRS GitRIEFERD LB Thotz,

(MADRS &&t R D% (FAS. OC)]

TV STV — 54

N—=RATA

6 i

1238

24 1

52 i

ek (BATHI & HHLG)

18.2 + 9.6 (155)

12.6 + 8.7 (144)

12.3+9.7 (136)

11.6 + 9.3 (108)

8.8 +8.3(84)

BATH

16.4 + 8.9 (122)

13.0 + 8.8 (118)

12.6 +£ 9.9 (113)

11.6 + 9.4 (95)

9.1+ 8.6 (74)

HiEis (65 mLA L)

24.8+ 9.3 (33)

10.9 + 7.9 (26)

10.7 + 8.5 (23)

11.3 £ 9.4 (13)

7.3 6.2 (10)

CHAfE + fEERE GHEETE) )

FENEEL 5O - 5 DREBIT T 5 R




| V. BcT 2EA |

@INEREIOBEBRARY FSLEIZHES ZRIEE REERSHEBRY
HK HEAMEREEO/NEBEEZ R E LIz “HEMRABROZETHIZ, 7Y ESF Y —/L 1~15 mg/
Az EW%G L mBowath k OE M & 2 iRk, EEHRRRIC L HRad s,
BT A v | ZhiskItE, IEEHR. TEHERR
x5 HEAMEREEO/NLBE (6~17 %)
EEVASE SN N 1) HEEEEOZEERE (DSM-IV-TR £ TER) 2+ H8E
2) HEREBREE T LIEE (8 BERFKEE L7z EE)
3) AFMN : 6 mkLA 1T RULT  (JRBRSER 5B AR )
4) MR B
5) ARt - A ROBNIIRT D2
6) AKIBBROBINHSL-> T, LEICEBRBENMGES LV EOL-BE
BhH 5k Bt EII TV 77— 1mg/HE L, #HFHE 1~15mg/HE Lz, 1 mg/HXV#EE
BT 3. 6, 9, 12, 15 mg/H &JEK, HE LA, HEMEIT 1EU EE L, HEOHE
WY EMOBREICL VT, WEE, AREICEEOH 25651, HYEMOEKREIC X
VIR & LT,
BRI O RE . B & OBMRIZR DRV, ATRERIR Y —EORZNICRIE S
72
FHmIE H (1) Bk

< ABC-J ® 5 SO T RERX 2y (HEM, 28, ®RITH, R SEE. BK0)

- CGI-I

- CGI-S

- CGAS

- CY-BOCS (3&iafr@hod )
(2) &2k

HEHG, RRE, (kE, HE, BMIL, N1 &1 v LEXKRA, DIEPSS, AIMS,
BAS. C-SSRS

[F55)

<A B>

NR—=2F A4 D ABC-J BEM FALRE A 271X, 17.7 £ 10.0 CEHME £ R, LT RER)
Thy, E#S8IHIZ 135 £ 9.9 FTIEKFL, TORDHERIITRD LB THhoTo,

(ABC-J MEMTRREXI7DH#HE (FHMHEITNEER. OC))

R—2 54 8 3 24 48 i 96 I
17.7 + 10.0 13.5+9.9 13.3+9.9 11.6 + 8.8 14.9 + 10.3
(85) (83) (62) (46) (26)

CE¥fE R ZE GEmBE) )

BIRTHERE DEIEN Kb E o ok KEGEI1X 6 mg/H T, 25.9% (22/85f]) TH V., H A
G873 15 mg/ H O#ERE OFIA 1 22.4% (19/85 f4]) Th -7,

EIRTHERE OB G Kb EN - AR5 &% 3 mg/H T, 37.6% (32/85 %) TH-T=,
DR TOEHHE LWL 428.61297.2 A Th - 7=, B TIHERIE AL 169 AU B 5 S - ghas
DE|E1E 70.6% (60/85 B) . 337 HLL LIS SN 7-#BE DEIG1X 52.9% (45/85 #]) TH o7,
<LEE>

2t ECEARMEE RO RERIIRO b o T,

HPEE  NEEOEAARRY N T AREICEE D BRI 5T b B IR

(5) B - WIERIHR
KR L

(6) AEMEMA
1) FARERE (—REARERE. BEERARERAE. FRARBELRAT). RERFTE®T—4A
—RAE. WERFTERERABROAR)
(EARERZE)
MR L



| V. BcT 2EA |

(FEEARERE)

T Y 7 7 A REEM ARG LA RE - REBAICET2HA) . =) 7 7 A FEEf KL
FEARA (RS JRIE « BEIRIR) . =& ) 7 7 A FRE iR A (RS JRIE - khag), =)
7 7 A FEEM AR A (R RHE - B . = e 7 7 A FRE KRR A (Wa RAE
PEPER) . =B U 7 7 A FEEME I GREGRA OUBRPERRE) . kU= e ) 7 7 A FpE ki A (O
O+ D OMREE), =Y T 7 A RE A RGERA UM - BFARZ BT LE) O 8 DDORFE
ot P ol A 2 St L 72

(TEY 77 A HEFERABERE MELRE  RAGERICET SHE) )

AR D H MAERIEICTE Y 77 A 2B E5ET DIERNONT 1 FEHOBELITV, ERERETNICE
T o, AEE R LTS,

PSE S LIE=S RENERENT R BIEBIER « 3719 (5], A RPEREAT X SIEFI%R © 3705 B

[FE5]

<M >

LA VERRAT )T S EF] 3719 BIlIC I\ T 1042 5] 1825 HEDEWER Sl Sz (BIVEF « iYE 5
B 28.02% (1042 #1/3719 #1])) . E/ARRIERIZT A7 (202 1, 5.43%) . AHRAE (134 1F,
3.60%) . MR (72 . 1.94%). #=Hk (71 £, 1.91%). HL (46 . 1.24%) . {HfE (43 fF,
1.16%), /S—F > V=X A (391, 1.06%) ThHV ., EBEEOEIEH « BRYERBURD & bl L
TR L 72 IR D b o Tz,

<BIME>
B IERRAT R BIER] 3705 BN OUWT, FRAF Y EEI N HE L 7 ol SR UGEE 2455 LT/
AR E DL EodER (HIEARRE 70 Bl &2 BR<) 1% 37.83% (1375 #1/3635 %) TH -7z,

(TEV 77 A HEFERABERAE HEKFE : BRR))

P D HEY R Z G OF LT G RIVEBEFT 2RI ) 7 7 A OREME, AMEE MR LT,

X GE B MR R SIEBIEL - 119 B, A PERERT R GIERIE - 119 B

[FE5]
<M >
LRMERRAT R GRS 119 Fli2du T 23 #i 48 thoREWWEM A #E STz (BIFEM - EEUEFHLR
19.33% (23 B/119 f1)), E/BIERIZRIRE 5 72 &0 EwEE] Tho7-,
FERHHCBT 2EWER L LT, EERZ U a~E 7 a8 14, FEEERMERER N 2
(R, PEEEA 1 ). FEEEREREIEIN 1 45RO b,
<HM>
BINMERRAT R SAEF] 119 B DOWT, SRS EMAHE U7 ol S deEE 2 5 L2/ 3.
eI DL EOMESRIT 15.97% (19 B1/119 #1) Th - 7=,

(TEY 77 M HEERAERAE (MEKFE : KpPE))

HEO R T 77 A 2 BE LERARRED ABRRBRE 255, KE, RIEE, MiENaZOHRE %
BEL, KPFEOTIKICOW TR LT,

X GUE B LR R GIEBIE - 122 B, AZVERRAT X SUEFIEL - 122 1

[F55)
<>
LRVERRHT R GUEG] 122 BliCI\V\T 26 il 55 fEOREWER S Sz (BIEA - EuE s EL=R
21.31% (26 $51/122 f51)), E7RIWERIZEE 3 fh/e &0 TEMEE) Tho ., KHHORITERD
FHBUI I -T2, 7eB, KPERICEETLENEMA & LT, ZH8UE, (K Y ¥ AMAE, fdT b
U o A MRE 1 HERD b,
<H k>
B INMERENT R GHER] 122 Bl OV, TR Y EAAVHIE U7 o BB i 2 5T Lo,
HEEESEL EOUGESR CHERRE 2 B Z2BR<) 1X37.50% (45 /120 ) ThH 7=,



| V. BcT 2EA |

(TEY 77 M HEERAGERAE (MEKFE : 2H))

FEDOHD BRI OREERRERE T2 0) 7 7 A OMER TSR 5 2aME, A 204 MR

L7z,
S BT BB L RVEFRAT KT GUEBIEL « 944 B, B IEMENT X GUERIEL : 941 i
[#55])
g2 ek >

LR VERRAT R GREF] 944 FIIZIBNT 179 1] 265 O RIWER 2N #E Sz (RIVER - BYE S BUE
B2 18.96% (179 1511/944 B1)), EARBWERNIXT B 27 (47 1, 4.98%) . 85 (23 £, 2.44%) .
R (15 1, 1.59%) ., #ik (14 #F, 1.48%). IR (12 . 1.27%). FHRAE L OEL (%
10 fF, 1.06%) ThoT-,

<HM>
(BPRS)
H I RRAT R SUER] 941 1 5> 5 e H-Ri1 D BPRS 28MBIEL LTV W 2611 & BN 72 939 Bl B T
A 5-BitgkRe O BPRS b —# L 227 (CREJE AR ZS) 1% 63.47+215.56, #5-Pitatk 8 1
BRZ BT B G-BRIAR B D2 L B1E-23.47+16.07 Th 7=, AFIH GO BPRS =27 &
a7 1%17.99+4.92 5 8 KL 10.664.58 TH Y 5B S e b5 S B BF O &L #:13-7.33
+5.25 THY, 7 7 AFHNZ L H8KEMAR T, BEREE, BE, BE - &% RL - Mo -ollk
WTh, GBI GHE 8 H £ TORRRIZBW T RA ST,
(A
BIENMERENT R GHER] 941 B DEKEFHER R CTH DS 8 H & 2 W x5 (LR O 2k E
FEDSHIE ST W2 872 BT DOWT, A Y ERIAVHE U ik SR UGEE 2 45 L2,
BB UGEDL EOUGER CHERRE 10 FilabR<) 1% 54.99% (474 #1/862 #l) Th -7,

(ITEY T 7 A BEEARGRE MALHE  HER)

P D H Y T Y 7 7 A G HET OMEIRIEFNC OV T, AR T O RE ORI, HEROREOR
., RHA - HAROREOFEIZOVWTRAE L,

X GIE B A SARIE G5 20 B

CES)
< AR >

A ZE A INE L7z 20 BBV CTHIEEICE > T2EFNT 15 i, 4 BlFHEICE ST, 2. 160X
HEOH BN R CTH 7=, HEIZE ST 15 BIOSBIEOWNRIT, EESME 9 4, # EYIEE 4
B, BRI 1R ORI 1LHICThH-oTo, HEIZELRh-72 4 BIOWERIL, T, HIARTE,
NTLIRPER N EAMERES 18l CTh o7,
< B>

ANEIZRET D EITINEE LTy,

(TEY 77 M HEERAERAE (RIBHES))

P D H Y BHGPEREE (BT DR OBE ZHRIC, =) 7 7 A OEHEET TOREEKR DA
PEZ R L7z,

X GUE B LAV SUEBIEL - 626 F, AEMWEMAT A SUEGIE - 621 f1

[FE5]
<>
LEARMERENT R GER] 626 BIIZI5\NT 170 451 275 O RIER 23t vz (BIVER - YSE S BUE
B2 27.16% (170 f51/626 f511) ) . ERBEWERIX, 7TH YT (48 . 17.67%) . IR OE
B (% 181, 2.88%) | WREEEZ (17 £, 2.72%) . 19 Sk (14 . 2.24%) . #1195 2%
FRON—=F Y =R h (% 1214, 1.92%) | HEREEE L OB (% 704, 1.12%) . RIRGE
KLOGEEEE (% 6 . 0.96%) . iy (5 ., 0.80%) TH Y, #AGREFL ik LT, A& T
FRIZIEE & 72 AT O bivZe o T,
< B>
(YMRS b—#% /L 2a7)
YMRS h—# /L2 a7 (CEMEEEERZE) OHERIL, B 5-BiaRe (BRZART) D 26.7£11.7 25,
1 A%IZIZ13.9111.7 (Bfb&E:-12.8+12.7) . 12 » H#121% 6.9110.4 (Z{b&:-19.9+£13.6)
~EET LT,



| V. BcT 2EA |

(CGI-BP)

CGI-BP ({8 8&) o#HtBIL, HEBEHD 4.4+1.2705, 1 # A%12133.011.4 (k& :-1.4+
1.5) . 12 » H#Il2iX 2.2+1.4 (k& :-22+1.7) ~L{&F L7/, CGI-BP (BuK) OHRIL,
PEBRIAR D 4.4+1.3 5, 1 5 H#%I23.011.4 (BfbE:-1.5+1.5) | 12 » H#%I12131.9+1.3
(Zfvf : -25E£1.7) ~LIERTF L, B, RO Y — FoBOER, BEREL ST E Y —
RABBERR R TED LI ICEL LA BRE L)y, SRS OBABNRKRE S Bird 7m0, %
TEY— FOEERERIITHARD Z LIXTE R o7,

(s )

BENEREHT R GHER] 621 Bl DV T, FRAT Y EAAVHIE U7 ok it eoB i 2 et Lo 3.
geEL EodGERE (HEARRE 183 2 kR<) 1X 71.5% (435 #1/608 i) Th -7z,

(TEY 77 A HEFERBERE (525 - 5 DIKER))

EiER2A=N:D] WEAARIR T I RS G80 BN D O « 9 DREOBE 2RI, =) 774 Off
MER TR T 2 RZatk, AMMEEmR LT,

X GUE B R LAMERRAT R GUEBIE - 1103 5, AWM R SUEBIK - 1090 f1

[F55)

<BAEVE>

LA MR BER] 1103 BIIZ3V T 239 6] 330 HEOEIER A ME Sz (BIVEA « RYUEFRIL
JEFIH 21.67 % (239 11/1103 #1) ) . EREIEMIL, 7227 (5244, 4.71%) . {KEHE (39
fF. 8.54%) . ARHRE (23 . 2.09%) . GHHR (21 ¢4, 1.90%) . =& (15 {4, 1.36%) . &
O (10 . 0.91%) . fEf (19 1. 0.82%) | #Ek (8 ., 0.73%) . EAUTHEL OEIHA (% 6
. 0.54%) . SlligrE, RREIREARIE, YAF R U7, R OFFERER T (£ 5 1,
0.45%) ToH YV, KB EE LT, AFHA CRICHE L 2 2B IERD bR o7,

<HhM>

(MADRS A&t #)

MADRS O&FHROBEGRIN D O b CEEELSD) 134 IR TR L, 12 7 A% TiX
-20.4£10.4 TH o7z, RFEICBWVTH AR E TORKRA & FFEE O MADRS &t sk
ENRO BT,

(CGI-S]

CGI-S OF i b D& bR CEEESD) (X4 FHMERE Tl L, 12 7 A% Ti%-2.1£1.2 T
bolz, HLBMGRTO CGI-S OESEE RN LG-BIEH O CGI-S O EAERE Z it L7k R, Fid
TREPBIIBO LN N7,

(TEY 77 A BEBARMERE (MRS - BEARRY bS5 L%E))

P D H Y INEEIDOBPAARY b T DEICHE D BRI 23T 8F 2051, 1FR (520 H) DBlgs
TV, BUEIRFGER O ER FICRT 2 eel, AoMtaemE L,

X GUE B LAMEREAT R GIEBIEL - 510 B, A ZWEARHT 6 SUEFIEL - 489 ]

[FE5]
<BAREVE>
LEEMERENTRIGHER] 510 FIZBWT 116 BIORIERSNHE Sz (BIWER - Y BUE F 5
22.7% (116 $1/510 1) ) , FE/AEIEAIEL, IR (48 1. 9.4%) . (KEMEM (17 . 3.3%) .
B (TH), 1.4%) . BAGTEROEER (%661, 1.2%) . B (5#l. 1.0%) TH V., KB
F T ORRKRER & Rk BRI Th o7,
<A B>
(ABC-J BLEMY 7 A r—/L A7)
W EBRMBEE DO 2 a7 (CEEE+SD) 1% 19.84+9.5 (396 ) | &R (LOCF) Tix 13.0
+9.0 Tholo, AREIZIIT 2 AMEICHEITFE S bivienoTz,
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(BUE B 5T R B PRELER)

FUETSV—ILOMERAEREENRE LB ERFTEHRBRAR - ERBICRIFTZEORE )
;&tﬁﬁ@ﬁé’] IR, BRI R OV OREE R 2 WS RRE R 2 8 & LT, ARAIOFERBICRIE T
BRI L, IR CHEIER O ZEMEIC W T B RRE LT,

RKERTFV 4 o | ZHERIEE. JEEM. RS HIME  52 W (14)

SRS N 41 fizk

PR ARAT R SUEBIEL : 101 B CHITHLTRIERRE : 43 B, BEIRIERE : 58 #1)
FNNESRAT R GEFIEL « 100 1 (Brsliaese - 43 i, BEIRIREE - 57 )
LEANEREAT R SREBIER 111 ) CHrBlIRERE « 48 5], BEIGHEEE - 63 fi)

[FE5]
<PERHHC RIE T >
(EZEFHEE B - 22 b
FEABHARAT R SAER] 101 FlITIV T, ZZIERF MRS 126 mg/dL LA EZ& 7R L7 #BRE 1T O il
72hrolz, 110 mg/dL PA B 7R L7 13, GRS T 5 6] (5.0%) . ZD 5 BEF#lIaRE
T16l (2.3%) MOBEEEET46] (6.9%) ThHolz, £/, RERFMAEEZ 200 mg/dL L)LL%
R UTEEERE L3O e dno 7z, 140 me/dL UL EA 7R L= E 1L, BEIRIERED 1 BIZERD 5
iz, ZNHOEMEIX, Wb —FRReb 0T, AFIOREZETET, RIFETRE LTV
Do To¥, ZERERFIMBE(EAS 110 me/dL LA E X IXRER MBEE A 140 mg/dL LA E %78 L7z 6 5] Z 5t
G, FERHRATHEEZ BIC X 2R ATHIA L SN 7-FE R, WINoOER b AFNCBEE T 5 &
ey 4 %hé#&ﬁﬁﬂ%% RO LW E TS TV D
(EIVRIIFEAMGIE H : HbAle, 7'V 27 V7 2 v 22l CPR. 77 4 "7 F 2, L 7F > HOMA-IR
(Homeostasis Model Assessment for Insulin Resistance) . fE& &, K&E &K OYEH)
BIRAIFHITE B O WT IO HERB L, AR G-Ri0 D& 5% 52 B E TH LN RZITRED b
AT ARAEE G-BRIAR 1 HbAle 23 EVEE EIRD 5.8% %8 2 - B © 7% @%m&ﬁotm&k
BHTBREICBE W T, RELOCEREESREICHEML, 228K CPR, L7, HOMA-IR Kk}
JEPH ORI, 75 4 W% 7 F o OB 858D b Tz,

<HE>

(BGtE - BRMEERFEAG R (PANSS) )

B G REARD PANSS #Hli REDOEHE (LOCF) %, T+ _XCOHEA (&REEEEAFH. Bt
RESEEAH. BEREEEESS. RERMHRERERELES BV TARREGRTLY
REZ R L, #E5H% 52 HORREREEEAGTHI, K5MMBAIND 2041221 CEXE LR
HefF2) W L,

(CGI-T]

B HRERROAFNB 550 % 4 BE O 52 Wiz 25 [HEEwE U Eodk#EER (LOCF)
ZHEN 21.0% (21 51/100 ) K O*53.0% (53 1/100 i) Th-o7= ( [EEELFE] LI Lotk
# (LOCF) 1X. =121 67.0% (67 #1/100 f5l) KX 78.0% (78 #1/100 #l) ) .

<§ >
VAT SUER] 111 BlZBW T, BIWERIE 93 fiic 255 B b, BITEH BT 83.8%
(93 BN Bl) Thoto, BB LIZEREWERILZ, e Z 7 F @y 46y, 7hv o7
(22 1) (REHIN (17 #4F) ., FHRJE (13 1) THh o7z, EELREIERIZ. 5 #2558 5,
KSR (8 1F), BMIER Q) o (&% 1) ThoT-,
2) RRBEFHELTERFEOABTXIEIERL-FAE - ABROBE
MR L

(1) 204t
AR L
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VI. EHZRE(CEHI SHE

1. EEHNICEEHZ AN YE
NaY R—=b JRARY Ru 297 T I UEBIE, YTy, surFaw P URE, 4T o
V. JIEFTEL TS, Ruxvn U, Tl re Yy, saFe s
R B0 5 B AW O TR, BORM TEEZ BT 2 L.

2. EIEEH

(1) EREREL - 1EFAKE
TUVET T =T RN De BB ST T = MEM. RN 0 De B0 7T =2 MEA.
o b= 5-HTw BB 7 =2 MEH kO R b= 5-HTwa ZHKT 2 A= |
TEFR 2 B3 AI TH D, HHEREFIIAHTH D28, b ORBERANERICBIT D8
AtEicHFE L TndboeEZILND,

REUBBIFEE WERE

|
wrazz gl JJ.JJMI}
\

) Fuyd=Rb 7
2 (ﬁ“j\ﬂ’\”U F—Jb‘> 2’ SEFETEN MEGEELEN

YZRARY Ry

BHNEBEEOEE MEDE
K=yen7za=zc B
FUETSV=) P4 |

(FREUDLZRAICHTETIETSYV—ILDELT7IZRA b+ U= % )L7d=R ) {EA]

(A) RIXZ=VD2REH7 V5 I=Z bk

RIS e R mE BRI B RINS eI R mE (R T 0

JJ.JJJJII»

WREEER

WEEEET

TR B TR TEEE

(B) RIXZVD2ZB/RHHFR7I=A b
RIS B MR E BRI RIS AEB R TR TR

JJ.JJJJII»

WETEER
BRI D FIVEE)

HETEET
(EFURYTFIVEE)

g

R2ITHMHLEN
CREEUR VI FIVEE)

w4

MHETHRTS
CREILUR VI IVEE)
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(2) EBHNEEMITHHABRAE
O ZREHEFME (in vitro) ™
TUETTY =)V, in vitro TREEGHER T, e B R8> Doy B F RS20 Ds,
thtwo h=r5HTua kOt btwa b= 5-HToa ZHEICKH L TEWEFMEZ R L, & b RS
IV Dy, B bhEE F=25HTc, B bR b=25HT7, 7y FPRINEET FLF U2 a KO
EReEAX Iy i ZBERICHREOBRAMEEZ R Lz, TVIVBEERLAT Y > M1, 7 v MDA
AZAH VY Mg LOVENLE w MaEELA A D U > Ms S BRI 28RS - 7=,

- e A A BRI
x &k & * Kifif (nmol/L)
ARV
Ds t b R/82 U DeZ AR 0.34%
Ds t b RR2 U DsZ AR 0.8%
Dy Bk R VD HEIR 44%)
o h=%
5- HTia b htr h=25- HTiaZ A1k 174
5 - HT2a v htw h=r5- HTeaZ 24K 3.4%
5 - HTac v htw h=r5- HTecZ 24K 152
5- HT; v her =5 - HT72 S 39%
VT RLF U %
a1 Ty NRIMERET FLF U v a R 57"
EAZ IR
H: B he2& I UHIZRER 612
TEFLaY L F
M T URRERIR LA T ) M RIR >1,000 1 *
M. Z v MR A AT Y Mo AR >1,000 1 *
Ms FELE Y MNEL A S U Mz K >1,000 f %

F—#1% Ki fH(nmol/L) TR, Ki fEAMEVMEE SV E 27,
11,000 LA B Ki BB RN EAE RN EE R L TNVD,
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@ R/ v Do BT =2 MEM #20
ML B e N RN /sz’é‘rﬁu‘%‘@%??/f == ANLAZ—HIE (CHO) Al B & %’fﬂ%b\t
EAESARED D WVITHEEEIRIED R/ VDo BRI T 52 B ERRY | b b k33
/sz@ﬁ@éﬁCHOfHﬂH’j TécAMP%:?aF“(E L= R OVT > l\%)]ﬁﬁ%%ﬂ?ﬁﬁiﬁﬁ%%’*ﬂi
BID707 7 FUoalbEfREE LR B80T, 7Y ET T Y —id F82 VDo R
ﬂ—‘ iJIL“CJB 7 A=A ME LTERHL,

i) CHO MR Sz B b R332 v Do KIS 2 8t (in vitro) 2V
KRRV Do BRI T D57 VT 7Y — Loz, G EAESARETII RN V32
BT T=2 hTH 5 [1251]-7-OH-PIPAT, FEEERETII RARIVEZRFAERT o X T=A |k
Th D BH]-AEXm &2 O THRE LY,

TIVET T =T K332 Do ZRIEER T 2= A bf&;éww U RFERBRIC, GERE
FHEERED FXI VDo ZAEERICHRTGEAESGIRED R/XI U De S FIRITK L TR 2
EoEBMEE TR LTz, $72. TUET S — D RN v Do /RIS KHT 2 8L, N
EMGREDE CTH D KR AR TE LI NNE - T2,

INLOREBRMERLY ., TUET TV — T FR2 v Do ZFRICH LTI 7T I=A & L

TIEHT 5 Z LR Ensz,
PR E 4Kl (nmol/L) . )
"1 7 OH_PIPAT) | BH] 2 E~no(p) | B/KW

T A=Ak

FrEo—iL 95+ 1.5 634 + 151 67

AR 17+ 1.0 576 + 192 34
VA==

S-(-)-3-PPP 56 = 4.5 1,034 + 231 18

FNLTY R 0.16 = 0.01 0.36 = 0.04 2

TIVETST— 0.34 + 0.02 0.70 + 0.22 2
TR IT=RA

THYTE—)L 0.43 = 0.09 0.16 = 0.01 0.4

Ny R—)b 0.30 = 0.06 0.16 * 0.02 0.5

T—41% 3 HDHNE 4 BIORBROLAIE Mean =S.E. %2, 2 [[ORERDEA 1T Mean (range) 2717,
7-OH-PIPAT : R-+)-+ 7 2-8-t FuFx -2-(N-n-7 a2 E')V-N-3-14 4 F-2-7 et V7 /)T TV v~
S-(-)-3-PPP : S-()-3-(3-t k¥ 7 x=A)-N-n-7m E/L-ERY v

W) IV DeZART T=A MM GEHEESARED R 2 Do BRICHES G ERESAREDO R
RV DR AWK L LD EOBRtEE RS2 LN TN DY,



| VI $eshsesmic i+ 280 |

i) xR e N KX Do ZBIRE T2 cAMP EREEICKT H1EH (in vitro) *

T A NA Y R X DAIIEN cAMP ZEREARIETY L LTCT U ETS T =D K82 Dy

SZRET A=A MERET 2 T= 2 MERZBE LT,

TIUET TV VT T, 7 A2 2 SRR K D HIEN cAMP OFFE A 3 ]
L. 10 'mol/L OREEIZB W THRAMKIE (B 25%) &720 . & O/FEH R E TR ERE
(10°mol/L) ETEDbL Loz, FA—FHTTT I T Ty — /L, BFFRM L K83 >

100 nmol/L ® cAMP ZRHMHIEA IZx L CHEKFNICHEIL, 7V 77 Y — VEIREN

FRZBIT DI ARICOMEERRE L oo, TNHORBERLIY, 7V BT T — I KX

U D EZBARICH L CEHDT A=A M LTHERAT B Z Evm&aniz,

~—~
(=]
=3
~

—

o

(@]
I

—a— 7 YETSYJ—)LEH
<o 100 nmol/L K/XS U FEHRET
IC50= 37 nmol/L

T4+ IR cAMPERE
(ZA LR VRIFEEE100%E LI=5E)
O,
()

(]

1010 10° 108 10”7 106 10
W= E (mol/L)

EEDQ104mOLDFEET T, E b FRE UDARBARERE S ECHOMIE %R 1 > Fa~— L,

RS2 VDR B EEAMICREMIE L=, EEDQERELESE LR, 74 X3 VIZkBHCAMP

EBICBTA7IETSY—ILOEREZ FNRTUOFEFET (B) RV 100 nmol/LIFET (A) T
Ml L=, T—#2 X2EDEERIZE T D Mean (range) TR LT,

EEDQ : N-T bF 2 HLRZJL-2-T bFS1 2P FkOXx/ Y/ Y

(TANLRAY VHIBIC& BAMPEREEIIZEL LETUETSY—ILD
RIS UDRBRTI=X MERET VA2 TR MMEA)

¥ RSV Do ZAKIE G EMA L A L CTHIIAN cAMP 438 LT, RV DB EOT7T 2=%
MEIZ A2 ) VHBRICE D cAMP OEEEEZBD SED 2 B8 MbRTWn5EY,
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iii) 7 v b FEAFEEIRO K32 LD BN 57 0T 7 F AT AVER (in vitro) ™

M=~ b OWREEE R FERARTEMRO K3 VD BEICHT DTV ES T — LR
NRIvoT7I=A MERE, 70T 7 F o OlEMZRE ([T Liz®,
TYVEFZ V= (10 °~10 °mol/L) 1Z3X10 “mol/L X Y KR T 1 T 7 F o e
AL, EORKIGIE K82 U &2100% & LizHA, T1% ThoT-, FERIC, K732 2Ds
ZREEST A=A N ThH 5S-(-) -83-PPPOHRKKISIFTEI% Tholo, ZNH DI DT 1
7 F U WEEEIEIERIL R RS VD BIRT v X T=A R THDH LY R—L2 kv fARIK
FICERICEN SN, ZhonZ b, TIUET 7Y —)/WT TRIFFIEEMEO KX >
Do BRICKI L CE 7T A=A ME LTHERT D Z E R ENT,

1004 --O- F/X= Y P
—— FYETSI— 8- 0
god o - 8- (-)-3-PPP %

TO3 Y F UiEnEE (%)

I I I I I I 1
(0) 10" 10° 10® 107 10° 10° 10
EWRE (mol/L)

EBRMIn=3TITL\., BONETF—RIIRRAIUORKEIEE 100 & L 1=%11FIEE D Mean
+ S.D. Tr L1z, REBH#RIE four-parameter logistic equation 5% AWLNTEE L=,

S-(-)-3-PPP : S-(-}-3-(3-EFA* <7z Z)L)-N-n-FTOEIL-EXRY DY

(FaSHyFoERIIRTE RNy, 7YETSJ—ILRUS-(-)-3-PPP
DN ¥R

@ RN v DeZFIRE Gy 7 A=A MEH ®

In vitroshBRIZ B W T RN U DS BRI L TEy 7 2= & LTEH L7,

TIUVETZY =D RN VD FIRICxT 57 I=A2 MEMZ, M2 REe b RN U Ds A
RFEBICHOMAR Z VT, 74223 HKIZ X 2 M NcAMPH RN HIVE ] 2 I/ L
7=

TIVETT Y=tk b RoX82 D BA (hD3 Ser-9-High) # I L7-CHOMAIZB VT, 7
AV A3 Y R E DI ANCAMPEREZNERME 7 LT A= N Th b KNI 2 L RERICIRE
RAFHNCHIHI L (ECsofE : 99.8 nM., Emaxfifi : 38.4 %) . K 33 VD BRIk LERSY 7 =R
MERZRLTZ, £72. KNI U DECsofilE 1.64 nM, Enacffid69.8 % Th o7,

) TEREATHEARO 7 v T 7 F AR, R FEASR B/S8S AREERRR OGRS 2% 1 TR Y |
ZOMALD R v Do FERBER SND L, T 0T s FUBERENEINT D Z ENMBR TN,
BERAAINE 2 W7o 3RBCR T, B8 O SCRLAN R W= ORE IR IS 7 0 T 7 F 2 08 BRIl
SNTL D, ZORBRRICEBNT RNy DeXBRIH L TT A= MERDB S 2T, TnF 7 F
> B D,
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120 1
100

80

6071 ¢ spz 208-912

404 @ Aripiprazole

JAILAAY VR E
100 & L1=%

20 A BP8Y7
m OPC-4392

O T T T T T 1

-1 -10 -9 - 7 -6 -5

8 —_
BT mol/L (efhZE#a(E)
FT—RIE 74N UREHRERE ST AHBACAMPE% 100 & L% TxRLT-,
(B k F/82 2 DsZEK (hDs Ser-9-High) IR CHO #ifRIZEF57VETSY—IL
RUELZEZD I+ ILR 2 U2k BHREH cAMP Zi5HNH|1EH)

@ v b=y 5-HTAZEEE T 2 =2 MEF 7550
TIUETITY— Loz e v r b =25-HTia SHREICKT DM . & a b= ARENT
THIEMA RO O b= AEEIMEAR IS T 2R IconW T Lz A, T I ET T
V—dtn b= U5 HT S/RICES 7 =2 & LTERT S 2 LvrENT-,

i) CHO Miflc R B S Bz M e h o k=2 5-HTia BRI 21 (in vitro) "
TIETZY—nota b= 5-HTa B EICxT 27 T=2 MEAZ, f#fzle hEo
k=Y 5-HTiwa Z &% H CHO #ifdz VT GTPy S A 2 I at L=,
TIUETZY—de hEr = 5-HTia /K% %5 L7- CHO AfafE~o [35S]GTP vy S
fEARARERMEMICHENESE T, £, EEWOBRAEROEE LD G EHE~OD
[35S]GTP vy S DEAFEA R (Emax) #tE12 F=1 10u mol/L MBS EICKIT 2% & L
THHELEEZA, ARAETHLEE F=2 (5-HT) @ Emax it 98.4%, 7 U ET TV —)L
1£68.1% Ch o7z, TV ETTV—nLOERIZ, @Rt e b= 5-HTa 2B KT v ¥ 3=
Z hTh D WAY-100635 (2 L 0 522l S -,

100 - ---- 5-HT ﬁ_ _______________ |
- \WAY-100635 oL

god =+ 7V EFSV—IL /,"/ﬁ

[ e

60

40

(**S]IGTPySHE& (%)

20

v v

10 ¥

T I ! T T T T 1
10" 10" 10° 10® 107 10° 10° 10*
EWRE (moliL)

ET—ZRA Y ME. WTFhi3ETE I L ->=-REOMean+SE.THY, 0O =2 10u mol/L
A [%S] GTPYS#EE%E100£T 5% LTEHLTWS,

WAY-100635 :
N-[2-(4- [2-AFF L T2 ZL]1-ERS TSV TFIVIN2-EYFZI LI AAFHUHIRFH I F

(CHOMIRRIRIZHEIR L = E FS-HTWRBAAD[FS]GTPySHES T3S S 1FM]

) ko b= 5 HTWSAKIZICEAE L EELTEY, 7= MIKIZ LY GTP #4875 G & AE 38N
TBZENHMLNTNE,
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i) e b= RERT A EHORR (v o)
TIUETTY =i, =7 AFMICE T 30 mgkg (FRO#5) Of&TEr b= R#HW
Thsdb5t RrXxi Ay F—LEREE&EZABEICHD S HT,

iil) MR a b = AEEM RIS T D ER oREE (T )
K7 a T =V TDZ v MW, BRSO 'R = I PERAIIE LV FigkSh
éﬁ%@ﬁ%kﬁ&%%ﬁm\7U6737~w®¢%%ﬁﬁbt
7IVESZ7Y— (0.01~1.0 mgkg, FIRNESL) 1X7 v FOEAREFREZOE R b= AFH)
PEARE AR 0D 8 KB EE & FH SR 701 mﬁbtom%%(&@kgﬁ%W&ﬁ) BV
FIZ95% UL O BRI T 2 MHEARRBO bz, 7V BT T — Ot a b= A3
KIZHT HIEEMR L. Bt e =0 5-HTA7 v % =2 s Th HWAY-100635(2 LV
HEhani,
INDDOFERNG, 7TV T T — UEERAREREZ D' 7 b = AEEh AR O K OERIR
P EICFET 5w b= 5 HTWSZAKICT F=2 M LTERT 2 Z LR ST,

® tw b= 5HTaZART 5 S =2 MEJ
e = I L DTy b PILHIRAN D B LS 7 AR AIIEIEN® kOt e k=2 5-HT%
RKTT=2ARNTHDI-ARNFTIAT AR TFEINILDFEBEINDITEEALICHT
LEMY ZMpLiz A, TIET T —lidtn h=r5-HToa ZRIKICT X d=A L
LCERT 5 Z LR ENT,

) e h=2lKC XD P HIIRNA~O BV 7 AFEAOIIHNC L 28T (in vitro) * K 7
v M FEMESHER P11 Mgz v, a b= L 5MENA~O vy T AR E TR
BELTHFLIZEZA, TIET T Y — U, e b=l L 2/MN~D Ly A
O|AETZREICTa vy 7 Lz,

I1Cs0fE (nmol/L. fr#5)

TIUETF— 2Ry R m~ERl Rl VATE e
tu b= & B
WL T NIREFEAI O 11 0.14 54 1.1
il

i) 5- A RFT ATV NI T HIVFERER TR L DB (v R) P
tre b=V 5HTaa S/ ET v Z F=X MEHEZERKMT 5 :EZ2x bibtEr b= 5-HTe %
K7 A=A R THD 5-AMFLIAFIL NI FEIVICEDERVITHICHT L7V ES T
S IVOVEREREI LI 2 A, T ET T — LTI EIRY EB 2 IE L,

EDsofi (mg/kg, #&H1#¢5)

TIVEST = U2~y Ry Y R—1

BARNFLUAFN NI TH I

FHREREIR TEMmE (v X) 7.0 0.01 2.7

© HaKIRAEGAER CBE S 2 B 7L TOSGEER Y
TIVET T —nid, BIEEROIRIE L ZEZXA BN TS T v FRIFRDRSOG Z 30 L, RZER
DIFETHLLEEZEALNTVD Ty har 7 U7 FRISEHHl L7z,
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TIETTY— (7.5~30 mg/kg, #&OFEG)NE, 15 LTV 30 mglkg D& T, Pl
B b2 52 e < GMREBESUS & F AR AF RIS DA B A L7z,

FUETSY—IL NARYKE—=)L saLavoy

% 20 20

% 15 15 =

'Ry *

g 10 10

(o * *

P 5 x 5

5 1

{E 0 ) ) ) ) 0 0 SN NS ELE
B 75 15 30 B 0.3 06 1.2 B 3 10 30
(1) (2) (2)

n=5-6

SHITEHITLT20E BEM) 5% T I ETIL—EERIEK BRQ)  £EEEK

*P<0.05, **P<0.01 ZhEThOBExRE L O (HH Steel IRTE)

(BREREMREOEERB RIS T HER]
i) 7y bar7 Vs MIENCHTEH (7 k) W

TIVETT7Y =% 80 mgkg (FRAOEE) OM&ET, AERI2 7YV 7 MEHERLT,
K[a v I ~OREZHIIKH LTI ST
— . Hiar 77 MERERLEEHABICBWTEHELE X 2o T,

REBNTG A= — B EG25LEZ2ONDE

FUETSI—IL NnaRy KF—j
40F T 40
it
£
w30} 30}
#
= *
= 20} 20+ wa
[}
>
T ## 10}
E-I-l ’l‘
0 Jd 1 0
E® 0 3 10 30 TE® 0 03 06 12
=Yy LS =rryy
N=12 =
##P<0.01: BEH LEEORE (HEIt-B%) FAE (me/ke)
* P<0.05: FNFNO0megdE & DOLEE (EAI Dunnett 5%E)

(BFERBEHREEOa YD MTEIC T 5/EH)
@D WEVT—FRIEHN (TR, Ty b)) P

YUARONT v MZBF DTV ET T — VDT RE/)NE RFERE EATENHEIER IR T2 0 %
L7y —EEEHO EDsofEO &L (b/a) (X2 £h 17.5, 12.6 TH o7z,

VAR =AY A=W, AN =R |
F—) |le<wPr | R—
< | WEATEIOMEIER (a) EDsofd (mgkg, &O#&5) 0.2 4.3 0.09
7| HE VT —HERIER (b) EDsofl (mg/kg, #%NO#%5) 3.5 6.7 0.3
A | Fxt A & L7 —#ERIER (bla) 17.5 1.6 3.3
S | WRATEIOMHEIER (a) EDsoff (mgkg, #&O#%5) 5.3 10.1 0.4
v | WE VT —FEEA (b) EDsofE (mg/kg, #&AO#S) 66.9 9.8 0.7
N Mt & L7 o —EER (bla) 12.6 1 1.8
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® Mmh~>raZ s F  RELEZRET S FRIRHEE K8 2 Do B ERICKT 21EH  (in vitro) ™
HEE L7727 v b FTRIAHTIED A 260707 7 F U BEPICHT 57 I EF T — D7 I =%
MERZ, RIS VDeZRIKT A=A N THBEIHX IR Y — LRI LIz ZA, TIES
T =X, In vitroi BRIV T T v b FIRIKETEE RN 2D ZFRISH L TR T 2= b
ELTER L,
TIVET TS = NEIR—=AT A o NEDT 0T 7 F U BEEZBEERFOIE T SERE0, 2V
NRE Y= UK 36N ETIERT L, 7TIET TV — I TN T I=A N THDL A XF—1 &
DHFH, X=X T A D T8% %~ LT,
Flo, FVR_XXY =KD e T 7T URBIEWERIZ, 7V BT Y —1 (10° mol/L) 2 X
LN,
T VT TV =L R VD ZFEROIEMAL A LT FRIKFIEED 7 1 7 7 F 2 i I E
MERETHLEEZ NN, ZOEMEIILT A=A RN THLIZ I RF Y —L LD 5L, T
V77— EEATEEDIRD RX VD BT =2 MEHZAT 5 Z L BRI T,
EHRTIET IS FZ IR — LR EDOTALT A=A N EFEAETHZ LIk, 33
VD BRI LT U A=A MERZRET 52 200 RN UDe ZERICKTT 2507
T=RA RN THDH I ENRREINT,

A 100 -

N ~

NS 80-

Ta .‘

< o 60 -

H\E 401 5 .............. 5

”Q "ﬂ 0] “OTTUETIV—L

o & O B REY—)L

™ 0 . . , . |

pofiichic 10° 108 10”7 10®
EWRE (mol/L)

EMLBHOEYEASDTOSHFUDA—R 5 L %100%E Uiz, HEYHILIELDRED
EMCREL. dEHIEBEETLE Lz, T—2IZ6EOAEEDMean=£S. E. #7R7,
*P<0.01, xtEEE & DOLE (Dunnet's test)

(HEEL-Z v FTERMEDRNALSOTAZ Y F U ISR 2 & MO MG ER)

© 3% SH-SY5Y Mific 1) 5 GSK-3 8 U » Wk} O BDNF PEATCHENER  (in vitro)™
Bi#e L7 SHSYSY Ml T, 96 RS =i L 727 V) © 77 Y — LMl U
{LEEFE TH D GSK-38 DV (b2t L, [FIRFICiRe R K1 CTdH 5 BDNF EALFHEICTT
H L7, ERPRBHERETH LI o) F=LE N HICeL B L E 2 Ixholz, 2O &
5.7 UV E7Z Y —/3 BDNF FEATUEZ I L7z GSK-3 5 O U U R{b=° Bel-2 PEA ZEET 5 2
LT X0 | MR RGE N ONC AR AR E ] 28 T 5 AIREME S R STz,

F) TEANEEWRO Y T T 7 T U AT, RS FEASR RS AR OISR 22 TR Y, 20
D RN Do RIENEM SN D &, a5 7 FUERENEINT S 2 ERNabN TS AR
BRAR T R oMl ZE N 2 =olRETic e 7 7 F U RERENICKBENTL b, 20
RIZBWT R VD BRI LTT =X MERR S 2F WL, 7'r 7 7 F Uitz mi+ 5,
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g FUETSI—L g ARRY E—)L
3 20071 B 2001
%
AJ I " —_ AJ |
) 150 X ) 150
W 100 100
2 2
I i I L
L L
A0 ' : A O - -
) Control 5uM 10 uM T Control 1uM 10uM
ZEFNIEBHRIBE 06 BREIEERPIZTHRML . F D% Western blot fi##r T1) VEEE L 1=
GSKIBE#HE LT,

(5% SH-SY5Y #iiaIC &5 7Y ETZY—ILRUNARY F—)LD GSK3 B
) UEEIZx g H/ER)

_‘o\\j ) FTUETSJ—IL :\3 ) ANAORY K—)L

3 250 . 3 250

AJ | AJ L

o 200 - o 200

(@) o

~ 150 ~ 150+

W _ W

|£ 100 = ? 100 F

L L

A0 ' : N O - -

) Control 5uM 10 uM T Control 1uM 10uM
BEF|IL BDNF BzFAI X —%HAIZE AR 96 BREERPIZHAML .,
Z M1 Western blot #2477 © BDNF 2 RIE L 1=,

(HEESH-SYSYHRICEHTE7 ) ETSJ—ILRU/NARY F—)LD BDNF EA (2%
¥ 51ER]

O7 YV ET T = KR DA TR 5~ v ZHIKIkT A~ O BB 2 EH
TIVET T THEOXKI ) Kl (Xa7FTFh, B bT Uy, RaxkFr, X7
TZrXr INFIUTIL FUFTIL, TFuAy) B L. BROH O SR E K
g% & SLD~ U RBREDKUKT A MBI 5 BENGR I3 21ER 2t Lz, TR, 7
V77— (0.03 &XTN0.06 mg/kg ; RERBHAA 30 Sy RIMEIENE H) KOS OA] (2~8
mg/kg ; RBREIAG 45 Sy RIIEIENR 5) OFFH FIZB W T, TN o ME5RE X 0 & M
A BICENET 2 ERN S T,

(3) YERRIRFER - HihR
MU ER e L
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. EWEIEICREI 5HE

1.

I AR E D HER

(1) BB LA MR
AR L

(2) BRRABRTHERIN-MPRE
O FEFER AT 5 HE & 5RO S Eh e
i) H[ERE (e 0
AT F 20 BT V€TV —/v 6 mg (FilbE) ZZ2fGRFHERR DG LIcGEe . BRI
BIFCh 0 | KRB ILIE PR TP 55 3~4 W CRom B 123 L. R HH T 2 0 1349
61 FEf] CTH > 7o, ERHTH D OPC-1485T7 CRZALIR & [RIFLFE OIRBRIG M 243 5. ) O
TREEIE, A9 70 REf £ THRESSMITHIM L, LI & REIRITIEOERNTIE R LT,

(ng/mL)

J00L0 [ #e7s e e s
e perees BF (FYETFSU—IL + OPC-14857)

—e— 7 UETSV—

--=0O=-- OPC-14857

i 10.0
#
i
=
=

1.0

01 1 1 1 1 1 1 1

0 24 48 72 96 120 144 168 (h)

Bk Mean+S.D. (n=20)

(BEZEORSHOMBHRRELEK (FUVETSV—IL) RUEREY (OPC-14857) D
EYBENT A —4]

ik Tmax Cmax t1/2 AUC168hr AUCw
(hr) (ng/mL) (hr) (ng*hr/mL) (ng-hr/mL)
TIVETT = 20 3.6x2.5 | 30.965.39 61.03%£19.59 (1,692.9+431.7 | 2,024.1%=703.7
OPC-14857 20 [69.6+36.4| 2.90+=1.00 279+299 378.1t£107.1 1,115+=869
Mean=S.D.

i) HEEE (WK S Smse) 7

R A B 720 Bl 7 B A4 —N"—{KIZ I TV BT T Y — 3 mg (WHIK0.1% 3 mL X3
HHE 3 mg 188) AZZMERFHEERE OGS L7256, R PR3 54K 3 el Chemfi
V2 L, A OVE R 60 it © L7c, F72, MiAID AUCieshr 2 Y Cmax O XS HAE
DEMEDFED 90% KX, W b AR EMHERHETH 5 log (0.8) ~log (1.25)
OFHANTH D Z s, MRANIEMFENCRZETH D Z EBHERINT,
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B B

Mean=+S.D. (n=20)

—3

12 24 36

48 60 72 84 96 108 120 132 144 156 168 (h)
R E %R

EETR0.1ng/mL) RiFEOMFREYEEIL., Ong/mLELTEHE

(Z7YETSYJ—)L3mg BEIREHOEMEE/NT A —4])

ii) HE#L (0D fi & %imge)

T L S ) ) (bl

NI 20 | 2.6*1.0 15.77+3.313 59.21+13.40 762.1+188.2

W bE 20 | 3.5£1.7 15.32+2.521 62.11+14.17 743.1+196.6
Mean=S.D.

TERERRAICT U BT Y —)b 3mg  (HENAEEEE ST @ EE) 2 22 im0 55 LIz a,

HERZAL IR (T G144 3 W TR I L, AU 3K 60 BFfI T -7,

H RN

AREESE Bmg 13/K72 L THREXIK E & bR G LTG0V T IUCRB W T b EldE 3mg & EW:
HIZFETH o7,

20 7

15

MAEF7IET SV —ViRE (ng/mL)

@ LI i85 (e L)

—o— ¥
n=21
TFIgE = BEEE R A

120 144 163

0 24 48 72 96
G5 BRIRE ()
(FUVETSV—)L3mg BERSHOEMERE/NS A —42 DOFENEBEERKELES)
;@ %IJ Tmax Cmax ti2 AUC168hr
(hr) (ng/mL) (hr) (ng-hr/mL)
R S 3.14+1.35 13.53+3.262 59.6319.740 630.41t191.3
Ok7 L)
- EEE 3.29+2.45 13.52+3.441 59.07+£9.778 637.61209.7

CEEME 1R YER 22, n=21)



20 7

\
15

MAAF7TIETS YV — ViR E (ng/mL)

| VII. S#@hieicBid 55 A |

o DIRENEGE (KB D)

—o— Wil
n=20
S + R

(’ T T T T T T T
0 24 48 72 96 120 144 168
PG5 IREH (RFR)
(ZYETSY—)L3mg BEIZSEOEMEIRE/NS A —2 OFANREREKDYRE]
@ ﬁ” Tmax Cmax tie AUCI68hr
(hr) (ng/mL) (hr) (ng-hr/mL)
R i 2.70£1.56 14.14+2.721 60.61*16.28 653.91219.2

k)
L EEE 2.75+t1.25 15.11+3.635 62.70t£18.91 678.2+238.8

@ fEEERE AT B E % G- o0 3Ry Eh BE 40
AR 15 6Ilic7 V75V —1 3 mg (WilEE) 4 1 H 108 14 ARKERORE L, &
VAR e O ) D FR Y EhRE 2 kst L 7=,

AR ARERROT U BT — L R ONEPEER

CEEME AR YER 22, n=20)

# OPC-14857 DIMAEFIEE X, /it 14 [A]

BHFETITIRIFEFRIRBICEIE L, R 7% ORI 65 Rl Th - 72,

(ng/mL)
100 (ne/mb) (ng/mL) (ng/mL)
o #5188 S %5788 M ®51488
60 —— FUETSI—L 60 —e— FUYETZY—L 60 —e— FUYETZI—I
90 | -+:0--- OPC-14857 ---0--- OPC-14857 ---0--- OPC-14857
1 50 1 50 5
#” %
go | H40 40
30 = 30
70l B 20 B 20
10 10
0¢ + Q. Q!
60F 0123468 12 .24 0123468 12 .24 T 0123468 12 .74
B 5% (B5RD BE®EHE EE) RS %R (B
il e I
45 S0 : e et
th — " < <
b L .
E 40 —— T7YETSV—IL
2 -0 OPC-14857
THRIEERESEMRT
20k 4RHEBEORE
Mean+S.D. (n=15)
10} { 0 I
. h___¢____¢__.g(...+ ______________________
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 20 22 25(H)
B ¢+ttt LY
AR AR B &

(REZOBEFOMBPARRELRE (FUVETSV—IL) RUEHKBEY (OPC-14857) EMENRE/NS

A—4]
{KA% Tmax Cmax tie AUC24hr
= (hr) (ng/mL) (hr) (ng-hr/mL)
TIETT— 3.7+1.3 12.00+7.96 — 159.0+95.1
51 HHE
OPC-14857 18.4+8.6 0.63+0.63 — 8.2+8.2
w5 14 H A TIESTV— 42+34 44.26+29.28 64.59+15.39 678.0+413.0*
OPC-14857 6.2+6.7 10.88+6.42 110.231+64.94 185.7+93.4*

* o BGRIEM O AUC
—  HHE9., Mean=*S.D.




| VIL. $&4p@hie i+ 55 H |

(3) i
AR L

(4) B - ftRAEOEE
O AFOEEY
TIET TV =)L 3 mg (FWEEW N 1%H) #ZFhEih 14 W@L’%E@E}U\ﬁdz TZENER B D
A% 30 MCHERAKE G L, 7Y ET T Y — L omifEhEiiElc KIFTREOFEL R LI,
3 mg ﬁi&@ 1%%&& %) &:\ Cmax &U\ AUCIGShr K!ﬂiﬁ%@%ﬁ’iﬁ j:;f %ﬂ@ﬁ)o 712_0 Tmaxa l/\f

L 1% B TIERFIC I DR ABRINOEIEN A BT,

HE : AFOEKRBINTWAHE - HEEFUTOELEEBY THbH,
WA RIIE @% RAZIEZTIETTY =1 LT1HG6~12mg 2B HE, 1 B 6~24 mg ZHiFHEL L,
1EDOE 2 BN T TRAKET 2, ok, Fin, ERICK VEEHEMT 528, 1 BEIZ30mg #2722 &,

PRRMEREEC 31T D EER OB - W, RAICIET I EF Iy —L e LT 12~24mg # 1 H 1 [ AHRET 5,

¥, PHAGHIEIL 24mg & L, Filin, RIS K EEHEET 2 25,

1 HEIX30mg 22N &,

¥R - 9 OWREE BEFIRE T HORERRO SN WGEEIZIRD) - #H.
3mg = 1 H 1 ERRO#FET 5, 7ok, Fin, ERIC X 0 #EEERT 205,
HE!E 15mg #2202 &,

NEEIOAPAANZ BT DEICHED SR @E. 7V e 7Yy — kLTl

AR EE L. 1 R 1 HRAKREGT 2, 2k, ERICE D EEHERT 525,

HWERIX1IHEELT3mg &L, 1

BAIET IV ET T =L LT

H Img B4 HE. 1 H 1~15 mg
HAEMEIX 1 B& & L THRAK 3mg

EL. 1 HEF 1bmg 2R RN

@ BE (gshT—x) Y
FAKRTERE CORE 2L —a v 7y —<vaAXXT 4 7 AN CHIEIZT )V T — LD
HERRIC B LY 5 2 e ho T,
@ FHAEIEH
T VYT T — EEDOREZ UL FIORT,
VAT aFy— LT —%2 %
fERERLAIZ IV T, CYP3A4 OFREEMZAFTH5A4 b7 2+ —1100mg ET7 VT T —)b
3mg OHFHICE D, 7Y ET TV =D Cmax N AUC (ZZNEH 19% S O 48% 5N L 7=,
i) 7 hatry = oty —4% (o —4%)
fEEERR NIV T, CYP3A4 OFEEAEZAT 57 ha )Y —1200mg L7V T TV —)L
155 mg OOFFICE D . TV ET T Y =L ® Cmax XL TNAUC 1ZZE 4 37% M D63 %1 L 7=,
i) F=V LT —% (ST —45)
fEEERR NIV T, CYP2D6 OHEEHEZHATHF =2 166mg &7 UV ET T —/L 10 mg
OPFRIZE Y, 77U EFF Y —1d AUC 2 107%HEMm L7,

) RaxtFrLofr—% %
HERERRAIZ BV T CYP2D6 DL EEAZ AT 50 ¥t F 1 20mg L 7V EY 7Y —/L3mg
OFEAIZEZY, TV ETT YV —L® Cmax XN AUC 1ZZ1EH 39% K& T 140% 00 L 7=,

V) IR~ EOHRAT—% (HHT—%) 9
A RIIE SUTHE A KRG R ERE ICB W T, CYP3A4 OFEIEN 2B T H LB
400mg L7 VBTV —30mg OPFHEGICLD, 7V ET T Y —/L® Cmax XN AUC (%
ZIEIL 68% KN T3%IK T L7,

vi) v afgl OfFHT—% Qs —#
o R TR G KRG R ELRE IZB W T, v mfg (500~1,500 mg/H) &7 U ES
ZY—)b (30 mg/H) @21 HREPEFHIZEL Y, 77U ET T V=D Cmax LV AUC ITZFNZEN
26% M Y 24% (K T L7z, fEREERRAIZEWNT, »r7 afg (1,000 mg/H) 7 V877V —1

(30 mg/H) OO XL D37 O BED Cmax &K TN AUC DAL 5% A Td - 72,

vi) UF 7L EDPFRT—% (phs—x) 0%
HAITE I A RFEREEEERE BT, Y F 7 A4(1,200~1,800 mg/El)ETU | =i

) 57, 58)
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V=)L (30mg/H) ® 21 HEFEAICEL D . 7V BT T YV =D Cnax L N AUC (ZZFNZ1 19%
KO 16%IEIN LTz, BEEEARANICBWT, UF A (900 mg/H) &7 U ETT Y —/L (30 mg/
H) OPFICE DY F 7 AD Cnax KON AUC OE{LIT 10%LL FTH -T2,

vii) 7€ MU XL ftT—% (g7 —%)
PRGN E R BE R I B W T, 7 MU X2 (100~400 mg/H) &7V 77V —1 (10
~30mg/H) D14 HEPHAICE DT F F U X2 D Cmax LOAUC DEALIZ 10%LL FTH - 7=,

ix) BB ARAEDOHHT—% (ST —%) ©
EFERAICBWNT, 278 A 2mg) ET7VETT Y —)L (15mg/H) OFFHICLY, 7V
7Y =D Cmax XN AUC OZALIL 5% K TH Y, 7T E/NAD Crax LTV AUC DAL
IX5% L FThH o7,

x) TH )= EDHHT—% (s —%) Y
fEEERAICBNT, =& 7 —/L (0.8¢gkg) £T7VETTY—/L 10 mg ODPFHEGICE 5T Y
BT =D Cmax LN AUC OZEALIL 3% LN TH 0, #4530 7, 1 HEH. 2 Reff% o ik
ok ) — VREIZZENEN 24%, 18%., 6%IK F L7z, F7o, EEWERE R O SOS ~D =
Z )= VOERIICT VT T — 3B L2 5 2 o Tz,

i) 77EF VU EDOHHT—% ST —%) @
AW T, BB wtERZ A 3567 7EFT P 40mg &7 VBT T —/L 15 mg
OFFFIZEY, TV ET T =D Cmax LN AUC 1T ZNFN 37% K N 13%D L=,

Xii) THXA MR MLT 7o ULT 7V, FATTS =V EORHT—% (Eshs—x) 5769
Rk A2 BT, CYP2D6, CYP3A4 OIETHDHTFA B A ML 772 30mg £T7 VU E
77— 30mg ODHFAKEGICE DT 32 ha X2 hro 7 oo (R & RELIRD IR
e RO ) D2 10% A0 Th o7z, BEEMAIZIBWT, CYP2CO DEETHL VLT
7 U230 mg HHWECYP2C19 DB CTHLA AT T —120mg &7V ETT7Y—/1 10
mg OOFAEEGIZ L 2 EFEFN D Cmax L N AUC DAL 10% K5 TH - 7=,

xiil) MR & OO T —2 (kT —2)
R A NT, 7Y BT Y —) L 15 mg #5451 BEE#% OIEMER 50g % 5T, 7V 877
—L® Cmax X N AUC 1FFNFN 41% KT 51%IK F L7z,

Xiv) TAVH 0T T NEOHRT—4 (ST —%)
R A 23V C CYP2C19 X (XN CYP3A4 OB THHT= AV 7 A (10mg/H) &7V
vy — (10 mg/H) OHHICE 2= A %1075 A®D Cmax KON AUC LI 8%LL
TThoT,

2. RWEERB/NT A5

(1)

(2)

(3)

(4)

(5)

R A&

MU ER e L

R R 22K FE °E 38

MMER R L

HEERETES

Kel (1/hr) : 0.01253£0.00406 (n=20)

SYFTIUR

CL/F (L/hr) :4.23+1.08 (n=24) *

NTERE

EERAB 15627V BT Y —/L 3mg (FidsE) 2 1 A 1[0 14 AMEROBES LIZEEO 14
HEHOT U ET S — OV DO5 ML 8.86 (kg) Tho71= Y,
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(6) Z0At
AR L

. B&EH REaL—3v) @

(1) BT
KR L

(2) 185 A— S EHER
KR L

. IR

SMEL N DN T T M O 18 Bl & X Z12, 7 U B 7T V' —)L b mg §Efk A& 5 L O 2 mg #FIRN G-
BOMEBMIELTZT VBT T Y —d AUC O, b, 7V E7 7Y —/ b5 mg fEDOHMERHIEY T
FIHRIE 8T% Th o7, T I ET TV =L OEEDN D ORIITITIZZEETH Y . WINFFHZ BT 5K
o D VIHELERSROEBITT LA LZ TN EBEX 6N P,

K]

(1) Ik —RxBE P9 Ed
SEANDEER AN B T2 RICT IV ET T =% 05, 1, 2, 10 XX 30mg OAET1 H 1A 14
AR DG L SEBRE IR SR ERE L T VBT T Y — %5 14 HHIC PET A% v %
ANWT. 7V BT T Y =L DN GAAIZOWTHE L2 ZA TV EF T Y —/1 0.5mg 7*H 10 mg
OAEFPHICB T, HEKRFENR RV DeZBE~OEFEO ERRA LT, Lz’ T,
Mg — B Z @R 2 & Ex 6nb Y,

(2) MK —ReEEREFT @B
WERZ v MIT[MC] - T Y BT Y — v R N G%, IO, B AR OV B O Rek
UL, RHAR DB MR MR MEZ R L7203, IR VUM X% & 2 WId@m WM EE R L2 ™,

(3) HiA~DBITH
SMNESCHRIZ W T. 7 Y BT Y =D MERLHFA~OBITRRD b OWENRIHLTND T,

[UC) - 7V BT IV —AE AN T v h AT, 30 SRANICHLI A~ O M RED /31675 0
BRI,

(4) BERE~DBITH
7 v MZBW T~ OBITIERD 272

(5) ZDHOBBADBITHE
HEMEZ » M2 [1MC] - 7 U €7 T Y —/0 10mefkg BRI A5 LI BROMMN KO AER LT, 7 EE
LA 42 C DRI SRR O RE D AT ST B, 1E & A 8 OMBTIRY. 0.5~4 BEM% TR
LAY | B 168 B E TITIZ L A S OM DN Ui, HOBTEIEE OBV RLAIT. IR, (L
BETHT

(6) MIBEAKEESE
MAEEAREGE £ 99.8~99.9 CEMRENTE « [14C]-7 V77 V' —/ 500~5,000 ng/mL] ™
MEEARKEGE  99.7~99.9 CEEEN L : 7Y 77— 500~5,000 ng/mL] ™

R A

(1) RHERL R OB ER
FICHTIE CRET S 0, FIEIEEEI T, B MBI TV BT — Lo ERERIKIT T
DY LD (invitro) ™
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/Ofl
G|uo~®—N N+(CH2)40 N“So HO3S0 N N+(CH2)40 N“o
_/ /

H

DM-1454 T / DM-1458

o o [ ] mEdcBEHIA RS
e JQ Gt T ReblA SRR
HO N N-(CH2) 40 N 0
__/ H
DM-1451

3A4/2D6

Cl Cl
FUETSU—L C% oo mo EEHBY
_/ H

c x
~ =Y G\
3A4/2D6 | A @—N N+ (CHy)40 NNo
3A4/2D6 _/ H
o 3A4 | OPC-14857

oA m a 05720

M\ : :

N N:=(CH2)40 N / N\ : = :

C}i — - e N | HoOC (Hy0) Om :

DM-1452 § e HoOO

____________________________________ DCPP OPC-3952 :
é HOOC (H,C)30 J@(Hlo :
: OPC-3373 :

(2) RFI_EETI8E (CYPH) OHFE. FEFE
7 VBT —1x CYP3A4 & CYP2D6 |12 & - Tk kb & KkEe{b 251+, CYP3A4 12X > T N-i
TNFMMEEZIT D (n vitro) 7,

(3) MEBBENRDERERVEZDEE
(VI 4. YR DIHZ M

(4) REMOFHEOEERVEMSEL, FELSE
TR TH D OPC-14857 IZFREVIE & [RFLEE OIEFEME A R L 25805 SERIREE (32 5- 14 HE)
TIAZLEICHT D AUC OEIAITH 27T% Th 5 9

o et

PR R OV

EER AR+ 10TV 7T =3 mg 3mghE) Z 1 H 1[E 14 ARMKERAOKGELZEZA, &
514 B HORZEE R LY (OPC-14857) ORETHEEERIIMNAE 1% KM Th o725,

SE AR A B 12 112, 20 mg D [UC] - TV BT TV — VA HERAOKEE LI- L 2 A, JRTP~DF

Y R FEHOR REPEE R 133 515 648 KR & TIZ 27.2%., FEH A~ ) RIS RESEI R T £ 5% 720 FFiE
F TIZ 60.2% Th o7-. REERIZEFIH 18%HEM X1, RHICITMmH SN ot= ™
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(%)
120

100 B

T
0 120

T T
240 360

T T
480 600

720
(BfE)

([“Cl-7VETSV—LZEERKRELEFHORY, EHRV
FREHRICZE TS METRED T RIEHMER)

FSURAR—4—ICET B1EHR

TIUET TV =V R OTAR

~OEENEM

EHTH W,

B FIZ L HBRER

DR L

10. HEDERERIHESE

@© il & PERI D%

(s —25)

#¥ OPC-14857 1% P 44 4 )2 0* BCRP (Breast cancer resistance protein)

@ FreknERE

SMEN DR S . o R OB g OPHRE (18~40 ik, 41~60 k. 65 bl . BHEFH L&
106) 127V er7 Yy — % 15mg HalRn G L, 7V 77 Y — /Lo gz IE T FH
EMERID B OV THRET L7,

fEFEE R (65Ul E) 2B T A7V TSI = s VT T A%, EEmind (18~645%) LV
H 20%IE - 7273, L 3 OEMBICBIT A7 ) BT — Lo fiETEEE (Chax. AUCw., CL/F
) 1T, FERORBIIRO N5 7, Cmaxe AUCE LN AUCLIZIZ &S EE 2 R T 28 8 -
T, REEICLDLOT, OB ETENEEZ D,

R W ERE (kT — %) B

SNEANDIFEEBREICE T A7V BT —)L 15 mg WA O GEORYERE T 2 —2 % T
BERE D IEH 7o EFE RN % 5k BRI SRR R L 72,

TIVET T =V EHICEDEEEMRANLKNFEEERED V7 7 A (CL/FBW) 13N T
55.98, X o AR - mEFEEERE TTNT 42,99, 52.11, 61.63 TH o7z,

(BERARUHEEERZEICETST7IVETIV-ILOEYH

5

INTA—BDHEK]

Crax AUC.. te CL/F/IBW fu

(ng/mL) (ng-hr/mL) (hr) (mL/hr/kg) (%)
fEEER A (n=6) | 64.48+21.11 | 4,147%+1,372 | 90.88%+37.02 | 55.98+13.10 | 0.25+0.02
Eéf % E* (n=8) | 73.94+25.43 | 5,533+2,214 | 176.13+114.47 | 42.99+13.83 | 0.30=0.03
% thagpE*  (n=8) | 46.58+14.00 | 4,847+2,915 | 159.57+79.78 | 52.11+28.61 | 0.29+0.05
% | & FEr (n=3) | 35.07+7.60 3,171+880 140.08 £2.34 61.63+19.19 | 0.34+0.04
Mean=+S.D.

% Child-Pugh /3¥EIC X 57 L— Ro¥E, BE(T 7 2A), WEE(T Z 2B), &E( 7 A20)
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@ BHSRERER ISR 2B (ST — %) 5
HNENOEEBRERE (/1L 7F=027 V772 A2<30 mL/min) (ZBIFHT7VETT V) —)L
15mg O HFEIRE O % 5.4 O EREIC SOV T, IE % B SRR & Helehat L7,
EEBREERE & EWBHBEOHERAL T 7YV ST —L®D Cnax, &2H 7 V77 A (CL/F)
KO 7 V7 7 A (Clr) OF/37 A —XIZHEHHIABZILA LD o T2, EGHEY OPC-14857
D AUC B EFBE CTEE Lo 7oy, JRPPEMEEITREEER NI EEAK 2 5 @EEE =~ LT,

(BERARUVBREEREEICETSITIVETSIV—ILOEYEE/NT A —2 DEMFHLL
D P fE & 95%1EFEX ]

INT A —H P 95 % (5 HE X [ *
Cmax 021 046_117
CL/F 0.81 0.56—1.58
CLr 0.12 0.14—1.30
ko S T o D #0iE (t-17E)
(ng/mL)
60
504 —e— BEMK A (n=6)
40 ---o--- BEEEE (n=6)
30
20
n
f 107
s
=

1 T T T T T T T T T T 1

T
0 48 96 144 192 240 288 336 384 432 480 528 (h)
®5 &R

(BERARUVBEZERZCES TS FHMmMERRERR)

WD) HREEOH L BEITT, HFEEZELSEIB8ZANH L2 DEEICES L TTFEWN,
2) ARENIOARINTWD M - ARIZLL O LBV TH D,

HALME - W%, AT I EFTI Y — L LT 1H6~12 mg #BMHE. 1 H 6~24 mg ZHER
Al U, 1R 2 ENCT TR OEEE3 5, 7Zods, 4, fERIC X0 a2, 1 H&IX 30
mg ZBZ RNk,

PR (2 381 D MR Ok E + B, RAICET VST —r e LT 12~24mg % 1 A 1 [\fk0
B545, ek, FBHEIL 24mg & U, i, ERICKVEEHEMT 525, 1 H&IL 30mg #2732
W ok,

200K+ D oMkE BEMFIRIE CHORIENRO bR WEEIZRDS) - @%, RAILET I ET T —
&L T3mg a1 H1ERAKET S, Lk, Fi, SERICEZVEEEET 525, HMERX1 AR
LT38mg &L, 1 HEX 1bmg ##x RV Z &,

INEEIOBPAARY T NEICHED RN - 8%, 7V I Y — e LT 1 H 1lmg #BMARE, 1
A 1~15 mg Z#feHEE L, 1 A 1EROST 5, 28, ERICL D EEMEET 228, HEIFET 1
HELX L TikK3mg &L, 1 HEX 1bmg #1722 L,

. Zoft
DR L



[VIIL. %40t (A EoES%) (B3 %A |

VIII. T2 (ERLOIEF) ICEHI SHE

| I

g

ERNBEZFNDER
LIERBES 7Y R—Y R EREESESEOREICES L HAEALEERANRET I8 TNALNHID
T, AE®ERETESMEOMMIEZE - FERITEET S L, IS, BRBEXEIZOBREESL LLEXZTDRERKREFZ
ETDEBICIE. AERLOARUNBREEZ LES L4 INIBAOHRET I EL, BREITHELT
(., MBEOBEENHERE+HITS5T &, [1.2, 8.2, 8.4, 9.1.3, 11.1.6 3]
(fiL)
EAN L ONENZ B THERFE S N7 R—U A BEIRIGHESMEZ £F 5 B 72 iE IS Tk E B R8s &
LTS, AEICBOW TR CICEIES b HE SN TWET, iz, KETHEE S LB O
FEERE (RANTE En20) TiE, FAEOXNG L e - 2 IEERM PSR OB 5 BE T8N\ T,
AR T 2 ERFREIOV A NEEDL Z EWNRBEINTHWET, LoL, AKTEREIC
BOTITHERFE OB 27 NI TOWDAREME L H 5 2 L b IEERIGURE MR IR O & s ifop
WCRE T A ERL L OBRITESICITHH SN TWEE A, AFNXZ NS OFFE O EH/MFFCITIRGE S
NTELP, AFNZDY A7 EFICEE$T 23R T, BIRLS CIHEERPUS R RO 5B 1
B2 @M BET 2 HHEFERPRET 2 EMER U A7 HMIIESE O T ETAN, A TOFH L
D F O FLHE N B ARIZ I TTFRIE D A 7 B)E = IR 22 Ao IRk Rl (CFRk 14 42 4 A 16 BAY
EHZZFEE 0416001 . PRk 14 4 11 A 7 BfF  EIELHEF 1107001 5) (THAD ZFLHE L TO DR
HITES, AANCBWTHEEOHARTEEZWRET L2 L L LE L, 2, AANIHA KMEAR
R COENEERRBRIZE T, BWER E LTHERBMESY b7 v K= R BERFBHESIEOREILH Y
FHAN, EALKWMNEICBW Tl BRERE BEERH) 2360 £9, o, MERKIEAZRREE T
D E N EER SR, A R 2 31T 2 BUiE IR O U O ZhReB MK FRRE £ C o [E N ER IR SR & OVE BR3E R
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WEREREE 7| (1.12) BB L OIRKRESE
MR R 1| (0.16) SR A 1| (0.16)
DAXRYT 4 | (0.64) B REREE 1| (0.16)
WEE R 2 | (0.32) AR X OB E
HER I R 3] (0.48) FhisREE 1| (0.16)
J IR 1| (0.16) PEFEREA 4 (0.16)
THEENR S 1| (0.16) A4S 1| (0.16)
AR 1| (0.16) — % - BRYHEER L OGO RRE
TR BHLRR 1| (0.16) i 1| (0.16)
UTRNE 1| (0.16) R A e JE 1| (0.16)
TR 1| (0.16) ZNR 1| (0.16)
HEVERE A 3] (0.48) TR 2 | (0.32)
SR—F Y =R N 12 | (1.92) 18 5 71 (1.12)
B 4 | (0.64) 3] 1| (0.16)
fBAR 18 | (2.88) mE) 1| (0.16)
EXAEVESER 1| (0.16) [ R
PRIk 18 | (2.88) M Hr VT Fov kY -t HE0 2 | (0.32)
RN 1| (0.16) A7 R yRERE AN 2 | (0.32)
PR—F% Y AT 4 | (0.64) ifn H LA I Ak SR B SR HE 0 1| (0.16)
MENR DK 1| (0.16) G PR % 1| (0.16)
N s 2 iGN PR Nyt 1| (0.16)
SARE | 1] (0.16) DEM QT LR 1] (0.16)
NS AELS VAT )i 1] (0.16)
Rk 1| (0.16) R EHEM 2 | (0.32)
Gl 1| (0.16) JTRESE E5 1| (0.16)
I REE BE, PHEB LB SIHE
& 1 1] (0.16) R E | 1] (0.16)
RS E R IR A4 RE (0.16) JEIHE RS IR Y T DIERNT R D o 72,
M. MEhds X OMithpiE s
IR R $E 1 (0.16) MedDRA/J version(18.1)
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BEFEARERE
5 DfF - 5 DIKEE
FRHATIE B3k 1103
FEBURE 115 239
FEEUIE 1) 3 21.67%
B 1 55 o K L e B 5 O R RS
FEYYE F K OV% 4R BUE AR B
EAEEEES 1| (0.09) iRig T 1 | (0.09)
Jiti g% 1| (0.09 TR R 1| (0.09)
Rt L Ok E W B i 2% (0.09)
VR 2 | (0.18) LogbEE
B L AT o —LE 1| 0.09) DARA 1| (0.09)
5 A 2 | (0.18) 18 f s
B 1] (0.09) & 1 £ 3] 0.27)
AT 6 | (0.54) MR g, MEREs X OMERR R
JE it 1| (0.09) W& Ifn. 1| (0.09)
‘e 1| (0.09) Lxo< b 1| (0.09)
R E 1 | (0.09) A
BARHGR 4 | (0.36) {5 9| (0.82)
i I L 4 | (0.36) T 2 1 (0.18)
e H % 1| (0.09)
R 1| (0.09) A1 R FR 1| (0.09)
PR B E 1| (0.09) L 10 | (0.91)
FI R B 1| (0.09) RIS 2 | (0.18)
NS 1| (0.09) JIFNRIE R P
KI5 1| (0.09) FERgRE 2L 5 5 | (0.45)
L8 1| (0.09) RENIF 1| (0.09)
IR 2 | (0.18) RS R KUV TR E
WA HRIE 2 | (0.18) 35 1| (0.09)
AHRE 23 | (2.09) ZITAE 1| (0.09)
5l 5 | (0.45) B 1| (0.09)
] 6 | (0.54) EH VR 1| (0.09)
AP R BRI 2| (0.18) B 36 & OV A MLk P
A 1 | (0.09) RA& T 1 | (0.09)
HHEEZDRS 1| (0.09) A 1| (0.09)
19 SFEMR 2 | (0.18) AT 1| (0.09)
EIEARRE 1 | (0.09) DU i g 1| (0.09)
FEEIR 1| (0.09) BB L OIRKRESE
L R R R AR 5 | (0.45) HEPR IR i 1| (0.09)
FER R — i - BEEER X O G OREE
THT 52 | (4.71) e 1| (0.09)
FEENED F 4 | (0.36) S 1| (0.09)
LRLRSELR 1| (0.09) BRI 15 | (1.36)
WEREREE 3| (0.27) KRR 1| (0.09)
DAXRYT 5 | (0.45) 23] 2 1 (0.18)
SFR 5 | (0.45) a8 2 | (0.18)
R BRR 3| (0.27) W R AR
FUEREE 1 | (0.09) 792073 VAT =t HEN 2 | (0.18)
A= N 4 | (0.36) TAN 7% VERT ) NI AT 27—t B 2 | (0.18)
BHEE 2 | (0.18) = 2T a— 1| (0.09)
AGETHR 21 | (1.90) A VT F AR —t HEN 2 | (0.18)
N 1 | (0.09) 27 L7 F = Hhn 1| (0.09)
PRHR 8 | (0.73) £ k5 1| (0.09)
RN P 1| (0.09) m7e s F g 1| (0.09)
IR E L R RERE R RE 2] (0.18) M~ U Z Uk Y R8N 4 | (0.36)
i HP R BB HE 0 1| (0.09)
LERQTIERE 1| (0.09)
y =1 WEIVNIVAT £ BN 3| (0.27)




IR 5 R L

B R R A (e %)
PR v i e 1 | (0.09)
L U AR 2 | (0.18)
(RE D 1 | (0.09)
RE N 39 | (3.54)
1 i BR A n 1 | (0.09)
U L SERE 4y gD 1| (0.09)

EGHER I ZR% A T DIEGIT R o T2,

MedDRA/J version(19.1)

ChEH - APAA~NZ BT LJE)

[VIIL. %40t (A EoES%) (B3 %A |

YE A BIERE
INEE - BEARRY RS LE
FRATAE B 510
FEBUIE (1% 116
FEBUE ] 22.7%
B 55 > K R B PR 55 o K RS
REtE £ OeEREE AR
RS 1]00.2 B 75 L A | 1]0.2
BRTLE 6| (1.2) IR
T 5| (1.0 B | 1]092
ABkIRLE 1] (0.2 WP 55 HR3s & OGERRRE &=
R St |  2]0.9
Wik 21 (0.4) Mk
20 1](0.2) {F A 4 1(0.8)
R 1](0.2) T 1.2
JEAE DS 1](0.2) BV 1.2
VAR HRE 21 (0.4) L 71 (1.4
RHREE 31 (0.6) Tt % 1](0.2)
5 R 31 (0.6) [ 31| (0.6)
KHHEEDORE 1](0.2) 2855 T 1.2
Il e 2 1](0.2) I L OVR B
Fv U 4 |(0.8) JR Sk 11(0.2)
SN R 22 E 1/(0.2) RS R R 1/(0.2)
FYART T 11 (0.2) EIEZE L O ERE
[ H 1]0.2 JepEE | 1]0.2
TR T b — i - RHREE R L O G Ok e
THT 4 |(0.8) KT 21(0.4)
VEENED F U 3| (0.6) BV 1](0.2
CAXFXVT 1](0.2) U] 1.2
Think 1](0.2) B 21(0.4)
BEIRAI SIS 1/(0.2) R 4| (0.8)
SHA 6| (1.2 fife R R A
SO E 1/(0.2) DEMQTIEE 1](0.2)
LS 48 | (9.4) PR R b 1](0.2
R 1](0.2) i/ N K ek 1.2
AR AP B R 1](0.2) (R 11(0.2)
MEFAF 1/(0.2) (REHIN 17 | (3.3)
R FEAE 11(0.2 B, PRI UOWE A HE
RELBEIRBER U R 2B 1](0.2) s 5 1](0.2)
BER O OHE 1.2

2

r

YEH S 1552 T DIEGT R o T2,
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RARBRERRICRITTEE
BEEN TV

10. B=EHE5

11.

13. BERS
13.1 FEK
AN E DGR FRER & O R B RS 1280 T, F 1,260 mg F TIRIEHI ST RIBI Skl & 5
G EaNTmANTRBW TR, IR, E B Sk, WHEEOERSRE SN TWD, ke
195 mg F TIRFEAICIRAH L7o/MNRIZI W T, — Mo EaRIE G, IR QTR FEEL L 7=,
13.2 LE
EHEROBHIRGIIAHTH L, MIREITITAHTRWEEZX N5, 7ok, hAIRHEOFTEENE

MEZOLNDIHEEITZFORBICLHEETHZ &, [16.7.6 3]

(fiL)
G O E
AFN O B 5 OIERICET 2R ERIEH 0V ¥ A, BEEGEOEE L L CIIMMBhEE, @k
SUBRECR, BBFEOWA, R K OERERIZER L, HHOEADEEG LT a S ZE L T
EEW, Fm, REAROFBHEZMEGEHICTE=4—L, BENEETLETHORBIZEEIToTLES
|
<BE>
%%tﬁzAﬂmmY%Liﬂﬁbt A TETER OB 58T ) BT ) — L ORI & B
ﬁ%ﬂ%bﬂ@%1&@@7)&77/~W$E@D&51ﬁﬁ% 50g DIEME
%&5?5&7)t77/~w®1wNK%UCMM>O%WQLKO
mﬁ@ﬁ:TUﬁfif—wL%&5®%%"féﬁﬁ@ﬁ@%%’%?é%ﬁi&wﬁ T
T = RMIEERICESEICEART DI LD, MEEN T IEER G OEHEIZITAHT
rnWkEZLND,
< KERAFSCE >

BERALDIE
IEY 7748 1mg. 3mg. 6 mg. 12mg. 24 mg. 8

14 BRLOEE

141 BXZFEROEE

<ELEIHE>

1411 /NEO T2 WAHCRET D Z &,

(&€

1M2MT FEOHAFILPTP > — MWW H L TIRAT 2 L 5 E 352 &, PTP > — M OFARIC
0 BRSNS TE R A U, IS RL A 2 U CHERRIAR S5 0 HIE 72 A OHE 2 OF

%#6:&%%60

(fi0)

FHID BRI, BE M OEOFE~, 1585217 > TIIEEN,

 INEDOFORRNIROPTIRE LT IZE W,

« AHN| D@L T —EPTP(Press Through Package) # i L TW A 1 O0RH 572, PTPREAAKKI R D—
RELTRMLE LT,

IEY 7740D&E3 mg. 6 mg. 12 mg. 24 mg

14. BRLOIE
141 RXFARBFOIE
BB a3l S 70y (B OBERNZEA TR B0,
142 ZERIZFEFDEE
1421 7V AZ =2 — MR L TIRHT 2 L5 53252 L, > — FOBRBRIZE Y, BOELATH
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DEIEREEEA~FIA L, FIZIEZALE2 B 2 U THERIAREOEERAIHELZ IR T2 03 H 5,
1422 7 ) A% —— MO H) 9 ERICIEL, BEDO > — FE2FN Lk, po< 0 EIEORTH LT
TZE, RUFRENDECESGEITEERHNTHZ &, BEOEANHETRbL WD, v —
NEHIN ST LIHZE D L3282 EnH 5,
1423 B A2 A+ 5720, HHERCEW-ZFETT IV AZ =y —MnbROH L, BEbiZAafiZ AR
HZ L,
14.2.4 KFNLEO LICOF THERAZIREIE D EHCDICHRET 5720, K2 L TRAMETH D, £
7o, KTIRHTAHZ LB TE S,
1425 AFNTET-EEORETIEH, K2 LTRALZRWVW &,
1426 /NEDOFDJ@N72 WA ET D Z &,
(fi)
RN DOAZAREIZ, BEKOPZDOFEE~, 55 E2IT> T EEW,
c RFNDOAEET Y A H —3— FTILdH Y £975, PTP(Press Through Package) & [FI#EIC. FAfH D —
BRE L TCRILE LT,
c AENT, OEENAEESED =D, WE ORI TODb L WAL s TRV 7, TDH, &
— hEFNSPTIHLHZI ET2LENDER8HY ET, TV R —— b LED HTHAIE,
HEOT— FEHN L%, o< O EHROETHLEHLTIEZN,
Fo. FERIORITRLENNAE U ZHAITERRA L TIEEN,
c ARFNX, WEEEETLZRAOD, BEHERNCREW T TT Y AXY—v—MpbRO LT, B
WAHFIZANT, IRALTLZZE W,
c KANTAKZ2 L CHIRMTTRE TH DA, HEREIE D b OWLIRIC X 0 Zh 53 &2 WA 2 A Tla
7o, BREEZ IXMER IR CTRAIAT X H I LTS &0,
- AR EBIEEORETKZ L TIRHESESGEG, REICHE L TRIELEZTAREERS 5729,
i FoRETIZ, K LTRALZNTIEEN,
cNERDOFEOENIROFTICRE LT EE 0,

IEY 774 RAK0.1%
14, BRLOEE
141 ZHFARFOEE
1411 BEEE
(1) FHL TORUVIKIEKIE, BROZECIVEATILEEMET IO TRALRNI L,
(2) FREEDRAITED | B, ERSERIK T 23802 L0h, BRI &,
EIRBIHIED T = ) N— LR Y F IV (T2 /eSS =) hYsrY—rvay T (b
7 aRAFT YT L) FURHIREO =2 — VI FANRIE (oY o7 00) FiTub i
LoFurFriny 7 (mbhR7YIR) TAT7vvay 7 (SvTaigr Y vs) RO
T LR — SR EROT 4T v 7 A-Pvry T (B RrFvdy)
CRBERCRECRE (RLR, U —m 20k, RS, ZOKRORAE) ROMRMIT
142 ZHREROEE
NIRAIZOZEHSES 2 &,
14.3 ZHIRMAHOEE
1431 A EHERAT 20, b LIX 1 EORMAEZ A%, HmE LUIY 2 —REBZRET, 2 v
7= 150mL) < HWVICAR L CTHMT 2 2 &, ks, HE&IIRDRFCNITHEMN T 2
&o
1432 3alinid, 1 EENEIY TH 5, BIERITERZESCHICIAT S 2 &
1433 /NEDFOEMNROFTNICRET 22 &,
(fif )
HANDOZMIFIZ, BERPEOZ A, FHEZIT-> TSN,
CHEOEFRM LN TIZS N,
NROFDOREPIROFTICHRE LTS ZE W,
U 77 A#1%, =Y 77 A WAHK0.1% & OO TR SN 5 HHA & OREZEEROFEMIZS
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WTIE XTI fBE Z0foBEER] OEHZ ZSRIES 0,

12. ZOHDFE

(1) EEERERAICE D 1E$R
15.1 BREREAICE D < 1B

<heedh@>
1511 AFNZ L BIREFIREAHOZRENRE I N TN D,
(fifan)

R FRBR K OS TR (S €L ARFIE % O IR AR OZLRIEN A ST E T,

PUR PRSI TR, REENR, Mo EREFRE, e ROUEREFZAELIEL 2N I<MbATY
F9, ZEIRIE & BMRN IRV E b B DL, AlEEE 7 1 v 7 (Adams-Stokes JEGERE), QTc ERIEME
B, FITIEENMRHET L725E O TdP (Torsade de pointes) T,

AT, PR O LEEOFIED —2 L LT QTe EEA LIZLITHEY EFbhs Loz £L
oo QTe LR SH 53 & UL, PumRELsictb =0, a4 7 I R, Z8BERiH D
B, 7L A= FERHOSNTWET, LER->T, TALOEYOIHICHIEE LT EE W,

15.1.2 A4 ETIHE S 7B FEICBE U 72 iEeiedk GRIRANVIRE - 20 2 H T2 mlmid axis s
L7z 17 OEFRERRBRIZB N T, AR ZELIEERPUEHRIRE 5T 7 7 B R B GRE & g LT,
FHUEN 1.6~1.7 fGENroTc L OWENRH D, SLRIIHA Tholon, LIER (ODAR4E, 225K
FEEE) SUTEYE (iR ISk D ENE o7, k. AFIo 3 RER (G 938 i, FH4EE
82.4 ik ; 56~99 i) TIL. LT K OMMIME T (MAd, —@MEME M IEE) ORIERNTZ
TR EH L TENoT, £i2, AETOEFEREICBWC, ERPUBHRHIE G IEETRPUE R IR
ERERIZHE T RO LA T L OWMERH 5,

(fi0)

EA, WM, GEAEE I BEE U 72 R IR O TR 123 L CARANIAERGE S LTV EHR A,

Kl A i 5 38 R (FDA) X, FRK0E (S B U 7= K i itk ORGRAMVNEE - 0 2 BT S Mg 2 x5 &

L7z 4 SOFEERPREHRIET IV ET T — v, AT 0P, J2FTEY AT R)IZHON

TO 17 OEFIKFERRF D 3 R E B L) DfE 2 gt L, A GHET 7 7 B AR GRE L ik LT T

KN 1.6~1.TEENP-T2 L DFREREZSE Lz, ZO/EE2 S L1, FDA 132005 4 4 A 11 BAFCTHE

BT 22 TOI BGOSR EORLEREL X L, 2 OERRME R O HEIZ B L 7o R etk 2

T 5 mEn B TR 2 IEISA TH D 2 L 25 (Boxed Warning) IZFe# A L Y ER L E LT,

<2005 4 4 A 11 B FDA Talk Paper MDA % >

HEER PSR Z 5 SN TV 25 @l OB AE BT 1B 2ITEEE 23R E L7 7 v R%R 17
R (R OB 10 8) 2T L-fR, 77 v Rafb S BE I, Bl 2GSz R
FOFHT IV AT BBLZ 1.6~1.T{HETHDH I LB Lz, A7 10 A O EERERICBS W T, 7
TERBEORTCENBLE 26% Tho7oDITxt L, HALZEEG INTCEBEORTCRITBLE 4.5%Th
STz, FERITHEA Tho 7o), REMNCLIE R (DAAE, Z9R5E%) SJUTEYYE (k%) [C X558
TNEnoT-,

HME T OFBHE BT U 7 MR IER 2 T oM 255 L L7 VBT 7Y — 07 T v R xR
BB E 2 B, BEEH®E 1 R B)ICkW T, IR aRkESn-BE I, TIETS5
VL ERESNIEBREICEONT, BERLOMLEAEERORRRO LARROONE Lz, EE
HAERBRTIX, T ET 7Y — VB EEICB O TMIMAE A EFRICEE U CREAFEICH E 7 &M E
BIRRBO LILE L,

Fio. KERMBERSE (FDA) (X, 2008 46 A 16 AfF T, RBEVEICEE L 72gemiEdk GRS
BE - 205 AT 2@ EE ST 2 FHRA 00 OfRSRN S | ERBUR R b I U RN 5K &
ARSI RP LRI L L 2R LE L, ZOMRKEZ S &I, FDA ITERGURE A3 M O IR ER BT
R ORGE IR 1253 L, 2005 EOIEERGURMHIROXHIE & RIFRIZ, 2 Ot & O HEL B
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L7 HRR etk 2 A3 2 @l BB IS T 2 HITEISAA TH H 2 L 2 EICRET 2 L O ICERLEL

7

<2008 4F 6 A 16 Hf+ FDA ALERT D% >

FDAIX, FBAVEBEDRME 2 A9 2 EmimEE ~OTH, EEHMOPUEHRIEOM AL, & HIZE

CURY EREEET L Ex@mMmT 5,

20054F4 H | FDAIZERIEFE 1T L, FREVERDE DO RGHIRE 2 A3 2 sl B ~ DI E R HUR 7R 38

OFERIZEY, HECV RN ERTHZ L &@LUz, FDAIXZZ O@MLE, ERIGUE R S 5

EUX7Lﬁk%@¢5’k%fwféﬁmﬁﬁ@VEJW%ﬁof%ko

PRSPPI I, FEHE BRI O RS HHIR OTEREE & L TRGER STy,

%%kﬁéhﬁ&@r 2 O >

BT, ERPUEMREOMEHBEFEICBIT AT Y A7 ZRF LT 2 DOBIENEEIENABRINT

89, 90)

FDA X, 216D 2 OOIFED FIEICRA NS 5 72, ERIGUREARSIIIE TR GRS SE & el L <

FrTU X??ﬁ‘ﬁ%b\ Mg HZ &iFTE f&b‘k%i“(b‘éo L22L FDA 13, 2iub 2 W95 & iz

ﬁ&T@IH?VX%VHJ_?éyk’ . POHEVE RS O REMIE & A T 2 Ml B~ E BRI

WAMH L% 9FEF'J#**$$r§'<@%Qk Hﬁé WCHE VAN ERTEZEE2RL TS EHIBIL

. Gk, ?"“T@#*ij@ri@ﬁﬁ‘ii@ la Boxed Warning and the Warnings section] (2, 8%

JEREDOREMR A AT Dl RE O T U A7 ERICEAT AR ERET D,

<520 - D2KE BIFEAETTHILHMENRBOONGWEEICRS) >

15.1.3 A CHHE SN T2 K 9 DINPEEEEORMIER A AT 2 BEZXRE Lz, B OH > Kl
77 2R3 RERRRBR OREHERICBW T, 24 L FOBETE, ARSESCHEER ORI
DY AT INHL) DB GRETT 7B RBE L L CRdvoTz, 8, 25 Wl EOREFICBIT 5 H
BRBELCHEEMOFEOY 27 O EFRITRO LT, 65 LI WTIEZD Y 27 3@ L
7=, [5.2, 8.12-8.15, 9.1.6 Z:H]

(figsn)

BIREE T h = FEVIALFLES] (SSRD KOt e =2 2 L7 RUF U U EEY IALTLZER] (SNRI)

HOPL) SHPLEOEEFHTY, [EAEFBE EEENRHZ A RE F5ER (R 19 45 10 A 31

HED) ]

KEENERS R (FDA) 1. SSRI &8 SNRI 25201z THLOHT 5 SFI, RO b a4
KO OHMEEFEORMIER L AT 2BELRG L LE 7 7 2 A5 REEARRBR OB 217V F u‘_o
ZTOFER, TR ERESNIEE L HEL T, 24 ML TORE TP SFl 25 Shi-BETH
FHEESCHBREROREY A7 NEL 2D ENRBEnE Lz,

IO OREHERICESZ | 2007 45 A, FDA I KETIRE STV DP9 DHIOU T SCEIC 18~24
OBE KT HEEMRMEZ LT 2L REITVWE L, 2B, 25 MU LOBEICE T 28H Y A
7O EFITROHGNT, 65k LICBWTIHRIDO Y AT TT 52 EARBENTNET,
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(2) JEEREREAERICE D 1Bk

15.2 JEEGERMERICE D <1

1521 FothE (w7 A, v ) OBAFMEREBRICH VT, FIRES (M~ 7 A 3 mg/kg/H 2L,
7w N 10 mg/kg/H) KO T EREEE (M~ 7 2 3 mg/kg/HLL ) OFRAEFED EHBHE ST
Wh, ZNHDEBIXT~wE TP e 7 7F oo EHEE#E L2 LTEL<AbRTWY
5. T v O A RERIC mf 60 mg/kg/H (AR ERARHELEH & D 100 f5I2FY) OO
HHECRIE RS OF AL O LR PG STV D,

(fi#=3)

FERFIRBRIZ B 1T 2R 0% G EER RO RAFH L TV ET,

Fota (72, Ty ) ORARMRBRICHWT, RS (M~ ~ 2 3mgkg/ AL L, #T v k

10mg/kg/H) N OV FERKMEE (M~ 7 2 3mg/kg/HLL L) OREFHED EEMREIRTWET, Zh

LOEEIXToEECIEm e 7 7 F UMEEBE L2 E LTR< ML THWET, LL, B b

TEHT eI 7 F U RED LA EEEEROBEMEIIHBIC SN THERYA, S5, TIET TV —L

OG- EZ T2 FTIE, MR 7077 F U RERZ LR IERVWZ b, O T ARDTT v MZ

HONTZIRE N FRAROESEHREIET, & N COEBEFREEEZ R T LOTIE W EEZONE L,

Fro. Ty FORAFEMERBRIZIB W T, 60mg/kg/ B (GRm R HELEH & 100 512H8Y) OO # 58

TRIB G ERORAEHED EAENRES LTV ET, @F%iﬁf@iﬁi?)ef?7~wﬁw

R\ E i EE 2 76 L, T OREMEROG E U CHITR B FEE M A ke L= 2 Lok D ik

mﬁwMT%ék%K%ﬂibto7)&77/“”iL@ﬂ$%Té¢\@r%i#@ﬁm%ﬁ%ﬂ

727 o 1= 40mg/kg/ HBEDOME K Y 60meg/kg/ H BE D DIRFE R (AUC) 1%, TN ke iEARHELEH & T

H 7% 30mg/ HEHRFDIREEE R (AUC) IZX LT, M THEHLIVIX 10 GEN-TcZ b, TIESZ

V= )VORERMER . EERAOTREMEIZEWEEZONE LT,

15.2.2 VO KER O GRERICIBWCTHD 5 Mokl Btk, JHIP, JBA) 2 4 8M~52 BFERER O
25 mg/kg/ H LA LD &, FFHsIZ BR Ry o TS A E AR BRAR AR T 2. 2% 39 Ml HEERD 50 mg/kg/
AU LEORAETHE SN TWD, WWEIZT V) © 77V — Ll sk OEE ORI Y VR Ciafg
EErBZDRELRVILELI-bDEEZ LN, BB, 2O EHO e MNEHHIZBIT D EE
(1 HH 15 mg/H#ES-. ZD#% 6 HI# 30 mg/ H KIERE D # 5K 1TV VIEHHIZ BT DIRED 5.6%
DLFTHY, 7z, & MEHFHIZB T 2EMED 5.4% L FTh o7z,
(fizah)
FERRABRIC BT 2R O & 5 HERBROMB R LT L TWET,
T T AE R 5 RBR T 5 N O & ORHREAIERRAT R (MARE B OJAE, /NERIARE N
DPASPHMEEAEE) BDROENTWET, ZOFRIEITIET 7Y —LORERLEIZLY, #iat
ThHT I T T —AORHYORAEER FERE RN E) O R ~OHEAEMN L, ZOREN
B COEME B2 T2 T2 DITHT I L7 R, BB LB b E LT,
L2L, FRUIRT L9102, & MEHFIZE T 2 HEEORESRIEEIX, iR, £72, B |
RE TR COWRIREICH AMEN -T2 2 EMB T VBT TV — Lk e MOhkEERAEEAREE TRE5 L TH,
BB O SR DT T 2 WTREME MR < L B M BHH T O PR K OWF RS A SERRET RS FE BT 2 fEBR kI
BnweEZzonFE Lz,
- b MEH IR D ERATEO R AR E O R RE (10 H15mg/ H#5-. £ D#%6 H H30mg/ H FE#
A5 (XY VREH TRz BT 2 /Ml (1 H25~75mglkg/ H % 39 M & E5-HF) D5.6%LL FTLT-,

- b NMEH IR T 2 EAEMEOR S RIRE O R KME (1H H15mg/H 5. £ 0#%6H [H30mg/ H KIE#%
A GEE) 1T bR COEIIRIRIE D5.4% LT T LT,
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IX. JEEREREERICRE 9 SIRE

1. ZEIEHER

(1) EEZNEEEAER
VI = EEBICET HIER ] OHSMR

(2) REMZEEAER
TIVET T = ORI %2~ 7 A(ICR), 7 » ~(Wistar, Sprague-Dawley), E/LE v k
(Hartley), 7% *(New Zealand White), 1 = KA X & HWT, FARFRER, B MR R KOV
i PR M OB BR 2R . BRI REICRIETRBIZOW TR L7z, 7V BT Y — LITRREIC
PO BIVIZAERIL AR o Tz,

O —&ITENC KT DIEH
~ 7 ACHEWT, 1 mgkg UL EOR DKL TEFMEDIK T, 10 mg/kg LA O 05Tt s i D
KT, L Z L7y — 100 mglkg % 0% 5T, KREBORE | IRk N RS N\EI
-,

@ AR RIS RTT D 1EH

~ 7 ZIZBNT, 0.3 mg/kg L EOREN 5 T HRESHEOME, 1 mg/kg UL OO #5 T #H
EBOIH], 3 mgkg LLEDORKRAOKET~F VL X — VHEIREER OIER. 10 mg/kg DL ED#%
A5 CHYRIEM 25~ L1z, £72. 30 mg/kg LA LD OG- T 7 b7V — LB R 4 100
mg/kg R OHEETA MU F = — RFFRFLEE A 58 L 7=, 50 mg/kg DL EOR O EE T~ 7 A DIKIR
Z. 100 mg/kg LA EOROE G TT v NOKRZIK T S W72, AT v NESMERHRO v -
7 2 EEFER(GABA) R B ITIC % LT 10 "mol/L O & T L7z,

o H RN IR L C 3 mg/kg IR G- CREAKEIE OIR U 2 S IRIEARDE 2 8 L, IEAR T HE
JEIZxE LT 0.3 mg/kg PL EOFFARN A G- C R iR & N R REIR ] O3 TR 1 K OV REERR
MOEMERZR L, 3 mglkg SMR G- T HMHEER AHIE K OS5 FIMIC X 2 Bk 5B S %
L CHIIER 2~ LT,

~ U AZEBWT, 10 mgkg UL EORR A E 5 THmsEIEN 2R Lz,

@ BHEMRR K ORI 5 1ER
X2 DA AN L B BRIE OISR LT, 0.1 mg/kg LL EO#IRNER 5 CHIEIEN 27 L
7=,
FEHKREARICEBWNTH 2 L7 RLF U AEAQ0 "mol/L LI E), fisHEGIc B W TH T F L=y
EHBX 10 mol/L LA E), Hik A% I UAEH0 *mol/L UL E) R Ui/ N U w7 AEA (10 *mol/L
PLE), fHIETREFEICBNTH A Y by U EHG X 10 *mol/L UL ) &7 L7-.

@ PR O B R ok 2 /EH
FRA XTI T, MEISR L TiE 0.003 mg/kg LA LRS- T TFREAEM 2. OH%icx L
TIE 0.1 mg/kg PL EOFARNE G- CTHMPEA %2 . KREREHAR LG &2 %k LTl 0.01 mg/kg LA E O
AR 5 CTHAMVE ] 2 7R U 72, DK% L CiE 0.03 mg/kg LA EOERARIN$E5-C T 5 0 5 & K Y
0.1 mg/kg DA EOFRIRN G- T QT MR ORE DIERAEH Z =360 b o 7o, £z, LMATEIRE
OV O BARTEENEALIE 2BV T, 0.03 LT 0.3 mg/kg BRI G- CHEMEARMER ., BHtEA
JHER K OB AEE A DT OF ARSI R O M@ AR O EE . AR A& KB O
DERZR LT, 3 mglkg BRI B G CIIEMEERE R OS85 EA, mE FRAIEA. A%
I K OVF 3 i e O IE e A3 A B LTz,
MR A XD IEEA Tl 100 1 g LA ET—i@ o2 ER ., 300 1 g CRbiil i &R n/EH %2
7 L7=, HEK-293 fifalz 3517 %5 HERG &Eimicxt L CHfIfEM £ L. ICso fEi% 0.263 1 mol/L
ThHoT-,
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® THEERRITH D 1EH
30 mg/kg YA EDORE MG T, ~ v ADWHLE RIS L CREZRIGEIEN 2R L, 7y k
OFEE), PHEE) N OH IR WAIRT LTI, 3 mglkg (BRINIZE) £ TRELZ KT I Rh o7,

(3) ZOHhOEEHES
KR L

. EEEER

(1) BERSHMEHER
SD &7y FROI =27 A FIZET 2B EL L IR LT,

Eul?] P S uE e FRIR ¢ G-
5] It 953 mg/kg > 2 mg/kg
7 i3 705 mg/kg >2 mglkg

. >2,000 /k >1 /k
=74 ¥ i 658 TETE
i >2,000 mg/kg >1 mglkg

(2) REEEGEHHRER
O 2N

MeED SD 27w b &, 48[ (0. 60, 100 mg/kg/H . 4 BREEIEMME : 100 mg/kg/H) |
13 8f# (0, 2. 6, 20 mg/kg/ H ., 4 WM FEIEMERGT : 20 mg/kg/H) | 26 #[# (0, 10, 30, 60 mg/kg/
H. 13 EMEIEMERE : 60mg/keg/H) &N 52 [ (0, 1. 3, 10 mgkg/H) OKER N B35
PERER 2 i L7z,
EHERCB W TR, AREOMK T, IR FHEIE N & GO B LEEN BRI N, 7
AL s LT, mAERZ FRE L ClilaNO@iFMiaoE7E, IR L ORI RE ISk
T HHFEARDOERB R OREEWIGHIRDORIENBD b, Foftiic, 7V IY—dT
MoIEF 70T 7 FUREEZEBSED I ENPMRINTEY, THCEELEZELE LT,
TR OZENE, MEOANMOH AL, INEOTERIEE, HEOFHMOZEM ., FEOZEMEN = H
A EERE L TRO LN, HWREGEOERZR . R L7221 id X TREEIC L v kR
D LER L7
MEFEME R 13 R 5B CTIIlED 6 mg/kg/ B, MDY 2 mg/kg/H ., 52 BB 5-38k CIImED 3
mg/kg/ H. MEA 1 mg/kg/ B &AW S,

@ T v KW

MERED S A SD 27 v b (4% 21 H) Z v, 60 HRE (0. 10, 20, 40 mg/kg/H) OKERND
e G & 0 L 7,

T v b ERAWEEERBR T LN LS FIE L, AKOFRHEER S 5V ImiET 7 o
FIOFUREO LR EN LEEBAENEHEBEICBWTED b, KEKEE TORKIIERSD 50
IERATEER O EINE, ARFEOFEHER 250 Lo PR~ DA F 72 b BB I HIE A
OB 2B LR LZFTRE B X D AKREIZE Y 2RO OFFRITHEA Lz, 20 X O 40 mg/kg/
H CIIMERRBA DR E 72 B IE 3 A D LTS, AFEATEY D FEE LA B 72 o 72, 40 mglkg/ H TIEiK
PREIR (RIREEREY)  REWT IR C O3t A R EREE OB 72 BN A HE T A 7= 03, ARRENE 2 R 5
SRR Bk R NP [ e RSP A ARl

@ HhFEA X W
MEREDShHT B — 7 VR (AEtk 8~9 ) % v, 6 » HRE (0, 3. 10, 30 mg/kg/H) DIERR
N8 G- 2 90 L 7=,
ARIDOIRFE 2 L7z PR R~ 8 L U CRERIEIR GEEMEIR T, R ITAM) &
UMREHMEORD BN BEIZB N TALNTD, BARERITWT LR TH Y . (REHMN
BEORWADIIREIC LV [EE L, 70, #EPROICER T REERBEPZOE(IIA LT, W
PO & AR GBI U -8 E B bIZ A SN o T, & DT, MR TEN AR Em L
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ONT A B OSSR A R R DR A1 72 I3 BEARAR P A0 RN 2 20 U 7o/ 2R . ARG IR L7221k
IREHETH D 30 mgkg/ HE TRD N2>,

@ =7 A4HFn®

WERED 1 =7 A4 P& HWTC, 138 (0, 0.5, 1, 5, 25 mg/kg/H . 4 HREIEMHEMRT : 25 mg/kg/
H) . 39 #M (0. 25, 50, 75 mg/kg/H) KO 52#M (0. 0.5, 5. 25 mg/kg/H) DEREM
Be G alin & F2hE L7z,

5 mg/kg/ AU O ERETIL, EEMOREE, EEMHE T, R, 12 L7 —H 00 ITRE R
AR bz, IHENICIEE (RIR~FEA) 28 25 mg/kg/ HUL E TR bz, Zorkidhicix
TV T T — DK B ORI N 2L 2 v AR S, 2 b RE O
B PR E XY VIR R C D in vitro TERREIERL S DWVITB B LIZRE CH -2, —FH. B b
\230 mg/H 25 L72BE0 2 RO MR IR IX, B MEHH CTOEMED 5.4% TH Y |
IHHORFHWHN e NIRFEF T L, IRiEE AT 5 eI R &l S e, B G IR
B D WIIE G TRICRD b2 L, REEIC KD Wb IRV LI L 72,
MEFEPE T 13 W 5B Tl 1 mg/kg/ A, 52 P G-ER TIL 0.5 mg/kg/ B & HWr iz,

(3) EinHMHER ™

(4)

HE 2 7= DNA EERER T DNA HBEFHRMEITRO DT, ME 2 U 72151528 BB Tt
EMEALOF RS TEETERFEETRD SN2 holz, ~ 7 A Y Lol K L5178Y fflakk %
W= F 2 Vv — Bl s FEEEG A BB Tk, BRI L0 fF BI268 b T s+ 2 BRIk
FRBO LN oTe, FrA=—ANhAZ ik CHL fifd & H 7z in vitro Yt R E 3R C
X, RENEM LA TEICLR & Tl ENE 2 R L7cRE ISRV Gl MR R 3 2 R EHIC &
5 EEBZ LN LY EEFRIENRD b,

HERE A G (50~200 mg/kg) L7 ICR R~ 7 2 D862 7o/ MERRBRIZI VT, 100 KO
200 mg/kg FE T/IMEBERE DI I IV M, ~ 7 A DOIRIR % HERF U725 504 TIT - 728/
ABRTIE 200 mg/kg (ZBWTH/EHEE ORI B hoTz, LN -> T, b/ MEEE
OEMMIMOFURERIFIE T HHE N TN D P PR OB ERICER L ARIR TFIC L 5
QAR BER R & B 2 bz, BERA#RYE (125~500 mg/kg) L7z F344 RiE7 » FOHIR
BB Z AW, in vivoin vitro FREH DNA &5 (UDS) %llE L7-725, DNA HBEFHRM
TERO Lo T,

AR ER

IREEE G2 X 5 104 W AJFERER 2 ICR R~ » 2 (0, 1, 3. 10, 30 mg/kg/H) KN F344
FRMEREZ >~ (0, 1, 3, 10 mg/kg/H) Z MW, S HIZHBIRE O 51T LD 104 @A A SRR
% SD RS ~ (0. 10, 20. 40. 60 mg/kg/H) Z AW TEM L7,

IREE P 53 BRI BT, PR HIRIE & [Fgk % Icimigh 7' e 7 7 F U REOEEBNTER T 5
L E 2 BN D IR AR O M~ 7 2D 3 mg/kg/ B UL LR YT >~ k@ 10 mg/kg/ BEEIZ, T
EREE R AR O N~ 7 A D 3 mg/kg/H UL ETRD BT,

SRR OG- Ty FRBRTIX, B LVREMO IS GBI ) LT 41%Dd) A 57z 60
mg/kg/ HEEOMECRIE R E O, W ONT s & IR 2 5 ot 7= JEis o 8 AR BN 358D BT,
RIBHCIZREORKR, EEOEIN, BB GORT K OHEIRE) OIS B8 MR EHETE %= o
EMb O bz, AFITEEEEEZ RS T, mHEOREME 512 X0 B R E D 85 7 il fa b
EMEE L2 D L, ZOMRMEMESOR & U CRIBSEAEME O H M AN R W RkGE L7720, ki hE
BORENEM LD EEZ SNT-,

NS FE AL SR DN I B AV T2 0> > 7o 40mglkg/ H BE O ME K Y 60 mg/kg/ H B ORED IR & (AUC) 13,
FTRENKE R A EICB T 2BERE (AUC) ICX L TR T/EH 5T 10 FEmro Tz,
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(104:BRERBROIRESSDRIES v MZHB T 2BBESORLEEE (GEESSWE) )

1 Ei'a 5. # (mgkg/H)

0 10 20 40 60
B D M iE 5/1102 1/55 3/55 4/55 6/55
BB D Wi 0/110 0/55 0/55 2/55 6/55*
B8 D R IE K OV 5/110 1/55 3/55 4/55b 12/55**

; TG E S FHmENM S b 2B WIS A DR
ﬁ%?ﬁ’ﬂﬁ%’f?ﬁ (Peto trend test) : *P<0.025. **P<0.005

(5) HEEHLESMAR Y
@© AEARAT R ORI 538 (T~ 1)

SD %27 v haEAW, MEREZ 0, 2, 6. 20 mg/kg/ H &G 575k & HEZ DA 0, 20, 40, 60 mg/kg/
A b4 22 320 L7z, METIL 60 mg/ke/H . HfTIE 20 mg/kg/H £ TOH&E TR/IZIMEEIZ
HEIRONERATLEN, T e T 7 F U BINERT % &8 2 65 ERIEH0E
¥ 2 mglkg/H £ CTHR.BAL, #iREL & A RATSE C OB BN 6 mg/kg/ A LA EIZ, 2 H 4L
DIERS 20 mglkg/ HIZ R HiLTe, REMICEETERD O R 17z 20 mg/kg/ B TIEMERARE O
TR BT, BEME R MO AETEN 60 mg/kg/ H MO EFHN 2 mg/kg/ B A, JR R A 6 mglkg/
HEEz b,

@ s REE A 53R

SD %7 v FZ&HW, EIREIC 0. 3. 10, 30 mg/kg/ B 25 Uiz, KBRS INMH] K& O°
EEFEPCD O R S 307 10 mg/kg/ B UL CABZMEOER O R OBBIEN [ 5 4v, 30 mg/kg/ H ThE:
IR OB EIE R, BIAREORT, B BIE, (KHEERD OREER TR, RO/ NEE O
B A% OREEMINHE AR 57z, EHEEE, B2 10 mgkg, HARN 3mgkg EEX 5
iz,

New Zealand White 7% X% v, LREIC 0. 10, 30, 100 mg/kg/ H 2 #¢ 5 L1z, HE T
1% 10 mg/kg/ H LA b CTHEEEE O 23, 100 mg/kg/ H THRE FROWEEN RS, BBIE T 30
mg/kg/ H LA ETHREAREDOIK T, 100 mg/kg/ H THEIKRZILT OB, B L g o8l s (3
SRFEMNT BT %) OBEORMN R iz, B OMEEM I 10 mg/kg/ A &5 2 b,

@ JEEM K ORI KGR (T > 1)
SD %7 v & BV HEER OILEMMIC 0, 3, 10, 30 mg/kg/ H Z % 5- L 7=, REEI# TIX 30 mg/kg/
A CORE RGN, AR | IR OB B IER K OPER A2 R 6k, AR TIEFE
HCEZROAFRELOEEOIKR TN A bz, WMEERIIREBYOAE (i, WEE) KU
AR EH 10 mgkg/HEEZ BT,

(6) BFTRIEMEGRER
AR ONANA

(7) ZDHhiEkEHs >
O FrlEPEER
Hartley ;2 E/LE Y b Z AW EGMET 7 4 7% —NIGBRBR M OZ T R ET 7 4 7%
= ROSRBRICB W THURMEITERD b o T,

© o E R
4 BRI ER DG (0, 10, 30, 60mg/kg/H) L7ziErED SD 527 ~ b % T Plaque-forming
cell 7oA HELizE ZAH, WTNOEEREIZEBWTYH T MIEFIED G KSR EITR
DB T,

@ NFRER (in vitro)
g~ 7 ARRHESFAIO 2 VT, 1.77~56.2 1 g/mL O & T (UVA : 5 Jlem?2) O RE % K
MR B OAZRY IALE (B ZHREOEHEEEZRFLIZE 245, KFEEERD bk
Nz,

—100—
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@ {KAFEABR
SD %7 v N EONT 77 FH O T B IRIRAFIE BGRER ORI A2 25 B O % 5-3kBk, 7 0 7 v
ZRWTZEIRN A B GRBRE2 5 L= & 2 A, I IRIEFAHE L OSBRIV EO T HFRD b/
Mmool
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X. EENERICEAY 5RE

1. REX7D
o Fl:xEY 77 A8 Img * 3mg * 5 6mg - $E 12mg. =t U 7 7 OD 4 3mg - OD £ 6mg + OD
$E 12mg - OD $E 24mg, =BV 77 A # 1%, =t U 77 A NHIK 0.1%
BAISE, LS I, (EE—EMEONFEICLVERTHZ L)
By - 7T IVET T — BE

2. AERE

Tt 7744 1lmg * 3mg * # 6mg * € 12mg : 36 f4 H
TtV 774 0D & 3mg + OD £ 6mg + OD #€ 12mg + OD £ 24mg  : 36 & A
T T A8 1% : 36 A
=tV 77 A WA 0.1% : 36 & A

3. AERETORE
SRR

4. BIRWLWEDFEE
ITEY T 745 Img - 3mg - 6mg - 12mg

20. MYFLDNEDEE
20.1 PTP @d&inid, 70 v'r —BRERITEIE - SiRa8) TRIAFT 2 2 &,
20.2 77 2F v 7R PpdEinid, BEAOWMEF ¥ v T2 Lo DD L,

IE)J774 0D 3mg - 6mg - 12mg - 24mg

20. YKL EDIE
PR AR T2 7 VAt EOFERIFTDHI L,

IEYIT7ANAKO. 1%

20. RYFWLEDEE
Syl BREMR IO L TRFT 5 Z &,

V. 6. HHOBEFHTICETHIREM] ODEHSMH,

5. BERITEM
BEWEERLTA R HY
<FVDLEY : HY

6. R—m5 - RZE
[Fl—od : = U 7 7 A Fieet /KA EM 300mg « 400mg. TtV 7 7 A Eifgi /K575 300mg
Y- 400mg >V Y
W 2 3. ~mxXU K= URXRY R YT I7IVERE, v Tvr, sarrav Y Ui
B, A5 o Yy, JoF Ty 7w AlE, Saxva s EgE, Tatfrky ., s
|m7 e

7. EEESFEAH
2002 4E 7T H 17T H (AF L aizBi) 2HE&RBEHH)
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8. WERFTAFBFAARVARES. ERMELNHBFEAD. RxhMERAB

Wi BB B R A M A HR7E bR LA
FHH FHH FHH
TV 77 A4 Img 2016 4£9 H 28 H 2(‘)2(?5&%1:)/{3( 2016 45 11 A 18 H | 2016 /£ 11 1 29 H
. 21800AMZ
SEUT A6 Smg | 20064 17 23 11| ZIOMNE | 200646 A1 H | 200646 18 H
. N 21800AMZ,
SEUT A6 6mg | 20064 17 23 11| ZIOOANE | 200646 A1 H | 200646 18 H
. N 21900AMX
TEY 77 A5 12mg 20075 4 2 11 | OORNR | 200746 7 15 | 20074 6 A 27 H
TEU 774 ODbE3mg | 2012411 18 A %%gﬁﬁf 20124E4 A 17 A | 2012455 5 11 A
TEY 77 OD$i6mg | 201241 A 18 A %ﬁ%ﬁxg 201244 A 17 A | 20124 5 A 11 A
=774 OD fl2mg | 201245 17 18 11 | "o DMK | 2012 654 717 1 | 201248 5 A 11 11
TV U774 OD§i24mg | 201241 1 18 H 23555%%&3( 20124E4 A 17 A | 2012455 5 11 A
. 21800AMZ
YT 1% 2006 11 23 1 | ZL00NE | 2006 4 6 01 1R | 20064 6 1 8 H
w77 A AIHE0.1% | 20097 1A 6 11 | P 0ONX | 200943 7 23 [ | 20094 4 4 10 11

0. MEEREMBEM, MERVAREEENEOEABRUTONE

RO B 2 33 1T 2 Btk o o i 201241 H 18 H
5o« ) OREE BEFIRECHORENRED L WEEIZIRS) 201346 H 14 H
INBEIO BEA AT N T DIEICEE 9 Sl 201649 H 28 H

10. BEERR. BB RLAREABRUVZORNE
< TRAEMIE] KO TRRRMERE IR D EER oW >
FEAERALEAN 201843 H 29 H
R RONE B3, EREHREONE, AR OLZ RO ICBE T 2 LA 14 &5 2
HEE 3 HAMDAETONTIUCHEY LRV, (BhEE - WRLEOHIE - FEIC
EWHRL)
<H O - D OMREE (BEFFIRIE CH o2 RO b W EIZRS) >
FHEARREAELEAR 2018429 H 27 H
FEABRONE | EIEL, EREHREONE, AR ORZ OIS ICRET DIE/E 14 558 2
HE 8 BAMBAETONTIUCHREY Ly,  [BhHE - SR K OVHE - &I
EHRL)
<UNREIOHA AR b T DIEICEE D S RErE >
FHERMRAFRFENH 202149 H 22 H
BRI RONE « B3N, EREHREONE, AR OLZRMEOMMAREICBE T 2 IE#E 14 &5 2
HE 8 BAMBAETONTIUCHREY Ly,  [BhHE - 2R KOV - F&IC
EHiaL)
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11.

BEEHM

| X, ‘B FEICET 55 |

B 1 P

5O - 9 OIREE

WNREI O BB A

vV 77 A NHIKO0.1%

TR A
(200941 H 6 H~
201641 A 22 H)

=t U 774 OD § 3mg -
6 mg* 12 mg

=Y 774 OD § 24 mg

A
(201241 H 18 H~
201641 H 22 H)

NI S IN
A SR E B B g&“g@;; U kT RS
FEIR DO AT ) 5 By Hig
2016 £ 9 A 28 H
TV 77 A5 1lmg — — ~
201746 A 13 H
TV 77 A$E3mg-6mg | 200641 A 23 H~
201641 A 22 H
=Y 77 A48 12mg TR A
(200744 A 2 A~ 201649 H 28 H
2016451 A 22 H) 20134 6 1 14 H |
TV 77 A8 1% 2006 41 A 23 H~ A e 202049 H 27 H
201641 4 22 p | o0 RWE | ~
DOFESMIRE | 201746 A 13 H

12. HEHEFIRICET H1FH
AFNL, B (DDVIEERE) WIRICET 2 HIRITED TR,

13. &Ea—F
JEA s e . o e
B Sl LTI ﬁéfff'i; "l ot ok &5 i:;lﬁf =
e o — R
TEY 77 A4 1mg 1179045F8028 | 1179045F8028 125146301 622514601
TbEU 77 A8 3mg 1179045F1023 1179045F1023 117086301 620003479
TV 77 A 6mg 1179045F2020 | 1179045F2020 117087001 620003480
T 77 A 12mg 1179045F3026 | 1179045F3026 117764001 620004945
Tt 774 OD §E3mg 1179045F4022 | 1179045F4022 121352201 622135201
Tt 774 OD §E6mg 1179045F5029 | 1179045F5029 121353901 622135301
TEY 774 OD#E12mg | 1179045F6025 | 1179045F6025 121354601 622135401
T 774 0D §E24mg | 1179045F7021 1179045F7021 121355301 622135501
TV 7 7AH 1% 1179045B1021 | 1179045B1021 117088701 620003478
T 77 AWK 0.1% | 117904551021 | 1179045581021 118235401 620009105

14. RIREAHLDFE

BN ANA
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1) Vieta, E. et al. : Am. J. Psychiatry. 2008; 165(10): 1316-1325. (PMID: 18381903)
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K7 . &8 | Tablets : 2, 5, 10, 15, 20, 30 mg

hte » w5 | ABILIFY Oral Tablets are indicated for the treatment of:

- Schizophrenia

-Acute Treatment of Manic and Mixed Episodes associated with Bipolar I Disorder
-Adjunctive Treatment of Major Depressive Disorder

-Irritability Associated with Autistic Disorder

- Treatment of Tourette’s Disorder

s H Schizophrenia

Adults The recommended starting and target dose for ABILIFY is 10 or 15 mg/day administered on
a once-a-day schedule without regard to meals. ABILIFY has been systematically evaluated and
shown to be effective in a dose range of 10 to 30 mg/day, when administered as the tablet formula-
tion; however, doses higher than 10 or 15 mg/day were not more effective than 10 or 15 mg/day.
Dosage increases should generally not be made before 2 weeks, the time needed to achieve
steady-state.

Maintenance Treatment: Maintenance of efficacy in schizophrenia was demonstrated in a trial
involving patients with schizophrenia who had been symptomatically stable on other antipsychotic
medications for periods of 3 months or longer. These patients were discontinued from those medi-
cations and randomized to either ABILIFY 15 mg/day or placebo, and observed for relapse. Patients
should be periodically reassessed to determine the continued need for maintenance treatment.
Adolescents The recommended target dose of ABILIFY is 10 mg/day. Aripiprazole was studied in
adolescent patients 13 to 17 years of age with schizophrenia at daily doses of 10 mg and 30 mg. The
starting daily dose of the tablet formulation in these patients was 2 mg, which was titrated to 5 mg
after 2 days and to the target dose of 10 mg after 2 additional days. Subsequent dose increases
should be administered in 5 mg increments. The 30 mg/day dose was not shown to be more effica-
cious than the 10 mg/day dose. ABILIFY can be administered without regard to meals. Patients
should be periodically reassessed to determine the need for maintenance treatment.

Switching from Other Antipsychotics There are no systematically collected data to specifically ad-
dress switching patients with schizophrenia from other antipsychotics to ABILIFY or concerning
concomitant administration with other antipsychotics. While immediate discontinuation of the
previous antipsychotic treatment may be acceptable for some patients with schizophrenia, more
gradual discontinuation may be most appropriate for others. In all cases, the period of overlapping
antipsychotic administration should be minimized.

e

Bipolar I Disorder

Acute Treatment of Manic and Mixed Episodes Adults: The recommended starting dose in adults is
15 mg given once daily as monotherapy and 10 mg to 15 mg given once daily as adjunctive therapy
with lithium or valproate. ABILIFY can be given without regard to meals. The recommended target
dose of ABILIFY is 15 mg/day, as monotherapy or as adjunctive therapy with lithium or valproate.
The dose may be increased to 30 mg/day based on clinical response. The safety of doses above 30
mg/day has not been evaluated in clinical trials.

Pediatrics: The recommended starting dose in pediatric patients (10 to 17 years) as monotherapy is
2 mg/day, with titration to 5 mg/day after 2 days, and a target dose of 10 mg/day after 2 additional
days. Recommended dosing as adjunctive therapy to lithium or valproate is the same. Subsequent
dose increases, if needed, should be administered in 5 mg/day increments. ABILIFY can be given
without regard to meals.

Adjunctive Treatment of Major Depressive Disorder

Adults The recommended starting dose for ABILIFY as adjunctive treatment for patients already
taking an antidepressant is 2 to 5 mg/day. The recommended dosage range is 2 to 15 mg/day. Dos-
age adjustments of up to 5 mg/day should occur gradually, at intervals of no less than 1 week. Pa-
tients should be periodically reassessed to determine the continued need for maintenance treat-
ment.

Irritability Associated with Autistic Disorder

Pediatric Patients (6 to 17 years)

The recommended dosage range for the treatment of pediatric patients with irritability associated
with autistic disorder is 5 to 15 mg/day.

Dosing should be initiated at 2 mg/day. The dose should be increased to 5 mg/day, with subsequent
increases to 10 or 15 mg/day if needed. Dose adjustments of up to 5 mg/day should occur gradually,
at intervals of no less than 1 week. Patients should be periodically reassessed to determine the
continued need for maintenance treatment.

Tourette’s Disorder

Pediatric Patients (6 to 18 years)

The recommended dosage range for Tourette’s Disorder is 5 to 20 mg/day.

For patients weighing less than 50 kg, dosing should be initiated at 2 mg/day with a target dose of 5
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mg/day after 2 days. The dose can be increased to 10 mg/day in patients who do not achieve optimal
control of tics. Dosage adjustments should occur gradually at intervals of no less than 1 week.

For patients weighing 50 kg or more, dosing should be initiated at 2 mg/day for 2 days, and then
increased to 5 mg/day for 5 days, with a target dose of 10 mg/day on day 8. The dose can be in-
creased up to 20 mg/day for patients who do not achieve optimal control of tics. Dosage adjustments
should occur gradually in increments of 5 mg/day at intervals of no less than 1 week.

Patients should be periodically reassessed to determine the continued need for maintenance
treatment.

Dosage Adjustments for Cytochrome P450 Considerations

Dosage adjustments are recommended in patients who are known CYP2D6 poor metabolizers and
in patients taking concomitant CYP3A4 inhibitors or CYP2D6 inhibitors or strong CYP3A4 induc-
ers (see Table 2). When the coadministered drug is withdrawn from the combination therapy,
ABILIFY dosage should then be adjusted to its original level. When the coadministered CYP3A4
inducer is withdrawn, ABILIFY dosage should be reduced to the original level over 1 to 2 weeks.
Patients who may be receiving a combination of strong, moderate, and weak inhibitors of CYP3A4
and CYP2D6 (e.g., a strong CYP3A4 inhibitor and a moderate CYP2D6 inhibitor or a moderate
CYP3A4 inhibitor with a moderate CYP2D6 inhibitor), the dosing may be reduced to one-quarter
(25%) of the usual dose initially and then adjusted to achieve a favorable clinical response.

Table 2: Dose Adjustments for ABILIFY in Patients who are known CYP2D6 Poor Metabolizers and
Patients Taking Concomitant CYP2D6 Inhibitors, 3A4 Inhibitors, and/or CYP3A4 Inducers
Factors Dosage Adjustments for ABILIFY
Known CYP2D6 Poor Metabolizers Administer half of usual dose

Known CYP2D6 Poor Metabolizers taking | Administer a quarter of usual dose
concomitant strong CYP3A4 inhibitors (e.g.,
itraconazole, clarithromycin)

Strong CYP2D6 (e.g., quinidine, fluoxetine, | Administer half of usual dose
paroxetine) or CYP3A4 inhibitors (e.g., itra-
conazole, clarithromycin)

Strong CYP2D6 and CYP3A4 inhibitors Administer a quarter of usual dose
Strong CYP3A4 inducers (e.g., carbamazepine, | Double usual dose over 1 to 2 weeks
rifampin)

When adjunctive ABILIFY is administered to patients with major depressive disorder, ABILIFY
should be administered without dosage adjustment as specified in Dosage and Administration.

HET A

202042 H 5 H

(ERMIZE T B EERE]

FH - A& | Tablets : 5, 10, 15, 30 mg  Orodispersible tablets : 10, 15, 30 mg Oral Solution : 1 mg/mlL,
ABILIFY is indicated for the treatment of schizophrenia in adults and in adolescents aged 15 years
and older.

ABILIFY is indicated for the treatment of moderate to severe manic episodes in Bipolar I Disorder

ZhHE - 203 | and for the prevention of a new manic episode in adults who experienced predominantly manic epi-
sodes and whose manic episodes responded to aripiprazole treatment.

ABILIFY is indicated for the treatment up to 12 weeks of moderate to severe manic episodes in Bi-
polar I Disorder in adolescents aged 13 years and older.

JAE - 4 | Posology
Adults

Schizophrenia: the recommended starting dose for ABILIFY is 10 mg/day or 15 mg/day with a
maintenance dose of 15 mg/day administered on a once-a-day schedule without regard to meals.
ABILIFY is effective in a dose range of 10 mg/day to 30 mg/day. Enhanced efficacy at doses higher
than a daily dose of 15 mg has not been demonstrated although individual patients may benefit from
a higher dose. The maximum daily dose should not exceed 30 mg.

Manic episodes in Bipolar I Disorder: the recommended starting dose for ABILIFY is 15 mg admin-
istered on a once-a-day schedule without regard to meals as monotherapy or combination therapy
(see section 5.1). Some patients may benefit from a higher dose. The maximum daily dose should not
exceed 30 mg.

Recurrence prevention of manic episodes in Bipolar I Disorder: for preventing recurrence of manic
episodes in patients, who have been receiving aripiprazole as monotherapy or combination therapy,
continue therapy at the same dose. Adjustments of daily dosage, including dose reduction should be
considered on the basis of clinical status.

Paediatric populations
Schizophrenia in adolescents aged 15 years and older: the recommended dose for ABILIFY is 10
mg/day administered on a once-a-day schedule without regard to meals. Treatment should be initi-
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ated at 2 mg (using ABILIFY oral solution 1 mg/mL) for 2 days, titrated to 5 mg for 2 additional days
to reach the recommended daily dose of 10 mg. When appropriate, subsequent dose increases should
be administered in 5 mg increments without exceeding the maximum daily dose of 30 mg. ABILIFY
is effective in a dose range of 10 mg/day to 30 mg/day. Enhanced efficacy at doses higher than a daily
dose of 10 mg has not been demonstrated although individual patients may benefit from a higher
dose.

ABILIFY is not recommended for use in patients with schizophrenia below 15 years of age due to
insufficient data on safety and efficacy.

Manic episodes in Bipolar I Disorder in adolescents aged 13 years and older: the recommended dose
for ABILIFY is 10 mg/day administered on a once-a-day schedule without regard to meals. Treat-
ment should be initiated at 2 mg (using ABILIFY oral solution 1 mg/mL) for 2 days, titrated to 5 mg
for 2 additional days to reach the recommended daily dose of 10 mg. The treatment duration should
be the minimum necessary for symptom control and must not exceed 12 weeks. Enhanced efficacy at
doses higher than a daily dose of 10 mg has not been demonstrated, and a daily dose of 30 mg is
associated with a substantially higher incidence of significant adverse reactions including EPS re-
lated events, somnolence, fatigue and weight gain. Doses higher than 10 mg/day should therefore
only be used in exceptional cases and with close clinical monitoring. Younger patients are at in-
creased risk of experiencing adverse events associated with aripiprazole. Therefore, ABILIFY is not
recommended for use in patients below 13 years of age.

Irritability associated with autistic disorder: the safety and efficacy of ABILIFY in children and ad-
olescents aged below 18 years have not yet been established.

Tics associated with Tourette’s disorder: the safety and efficacy of ABILIFY in children and adoles-
cents 6 to 18 years of age have not yet been established.

Special population

Hepatic impairment

No dosage adjustment is required for patients with mild to moderate hepatic impairment. In pa-
tients with severe hepatic impairment, the data available are insufficient to establish recommenda-
tions. In these patients dosing should be managed cautiously. However, the maximum daily dose of
30 mg should be used with caution in patients with severe hepatic impairment.

Renal impairment
No dosage adjustment is required in patients with renal impairment.

Elderly

The safety and efficacy of ABILIFY in the treatment of schizophrenia or manic episodes in Bipolar I
Disorder in patients aged 65 years and older has not been established. Owing to the greater sensi-
tivity of this population, a lower starting dose should be considered when clinical factors warrant.

Gender
No dosage adjustment is required for female patients as compared to male patients.

Smoking status
According to the metabolic pathway of aripiprazole no dosage adjustment is required for smokers.

Dose adjustments due to interactions

When concomitant administration of strong CYP3A4 or CYP2D6 inhibitors with aripiprazole occurs,
the aripiprazole dose should be reduced. When the CYP3A4 or CYP2D6 inhibitor is withdrawn from
the combination therapy, aripiprazole dose should then be increased.

When concomitant administration of strong CYP3A4 inducers with aripiprazole occurs, the ari-
piprazole dose should be increased. When the CYP3A4 inducer is withdrawn from the combination
therapy, the aripiprazole dose should then be reduced to the recommended dose.

Method of administration

ABILIFY is for oral use.

Orodispersible tablets or oral solution may be used as an alternative to ABILIFY tablets for patients
who have difficulty swallowing ABILIFY tablets.

A

2020 410 A 20 A

—111—



2. BN E T HERKRIRIER

[ XIL. &%k |

UL PE i

KEOWRS SCE
(2020 %2 H)

8.1 Pregnancy

Risk Summary

Neonates exposed to antipsychotic drugs, including ABILIFY, during the third
trimester of pregnancy are at risk for extrapyramidal and/or withdrawal
symptoms following delivery Overall available data from published epidemi-
ologic studies of pregnant women exposed to aripiprazole have not established
a drug-associated risk of major birth defects, miscarriage, or adverse maternal
or fetal outcomes. There are risks to the mother associated with untreated
schizophrenia, bipolar I disorder, or major depressive disorder, and with expo-
sure to antipsychotics, including ABILIFY, during pregnancy.

In animal reproduction studies, oral and intravenous aripiprazole administra-
tion during organogenesis in rats and/or rabbits at doses 10 and 19 times, re-
spectively, the maximum recommended human dose (MRHD) of 30 mg/day
based on mg/m? body surface area, produced fetal death, decreased fetal
weight, undescended testicles, delayed skeletal ossification, skeletal abnor-
malities, and diaphragmatic hernia. Oral and intravenous aripiprazole ad-
ministration during the pre- and post-natal period in rats at doses 10 times the
MRHD based on mg/m?2 body surface area, produced prolonged gestation, still-
births, decreased pup weight, and decreased pup survival (

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clini-
cally recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

There is a risk to the mother from untreated schizophrenia or bipolar I disor-
der, including increased risk of relapse, hospitalization, and suicide. Schizo-
phrenia and bipolar I disorder are associated with increased adverse perinatal
outcomes, including preterm birth. It is not known if this is a direct result of
the illness or other comorbid factors.

A prospective, longitudinal study followed 201 pregnant women with a history
of major depressive disorder who were euthymic and taking antidepressants at
the beginning of pregnancy. The women who discontinued antidepressants
during pregnancy were more likely to experience a relapse of major depression
than women who continued antidepressants. Consider the risk of untreated
depression when discontinuing or changing treatment with antidepressant
medication during pregnancy and postpartum.

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have
been reported in neonates who were exposed to antipsychotic drugs (including
ABILIFY) during the third trimester of pregnancy. These symptoms have var-
ied in severity. Monitor neonates for extrapyramidal and/or withdrawal symp-
toms, and manage symptoms appropriately. Some neonates recovered within
hours or days without specific treatment; others required prolonged hospitali-
zation.

8.2 Lactation

Risk Summary

Limited data from published literature report the presence of aripiprazole in
human breast milk, at relative infant doses ranging between 0.7% to 8.3% of
the maternal weight-adjusted dosage.

There are reports of poor weight gain in breastfed infants exposed to aripipra-
zole and reports of inadequate milk supply in lactating women taking ari-
piprazole.

The development and health benefits of breastfeeding should be considered
along with the mother’s clinical need for ABILIFY and any potential adverse
effects on the breastfed infant from ABILIFY or from the underlying maternal
condition.
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PATIENT COUNSELING INFORMATION

Advise patients to notify their healthcare provider if they become pregnant or
intend to become pregnant during treatment with ABILIFY. Advise patients
that ABILIFY may cause extrapyramidal and/or withdrawal symptoms (agita-
tion, hypertonia, hypotonia, tremor, somnolence, respiratory distress, and
feeding disorder) in a neonate. Advise patients that there is a pregnancy reg-
istry that monitors pregnancy outcomes in women exposed to ABILIFY during
pregnancy.

A=A N7 U T O
S
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Effects on fertility

Aripiprazole had no effect on fertility in female rats treated orally with 2, 6,
and 20 mg/kg/day (0.6, 2, and 6 times the MRHD based on mg/m?) for 2 weeks
prior to mating through gestation day 7. Drug-related effects (persistent dioe-
strus and increased mating time pre-implantation losses, and corpora lutea)
observed at all doses were considered the result of perturbed oestrous cyclicity
secondary to drug-mediated hyperprolactinaemia.

Aripiprazole had no effect on fertility in male rats treated with PO doses of 20,
40, and 60 mg/kg/day (6, 12, and 18 times the MRHD based on mg/m2) for 9
weeks prior to mating through mating. Disturbances of spermatogenesis were
seen at 60 mg/kg/day and prostatic atrophy was seen at 40 and 60 mg/kg/day.

Use in pregnancy — Pregnancy Category C

Congenital anomalies have been reported; however, a causal relationship with
aripiprazole could not be established. In animal studies aripiprazole demon-
strated developmental toxicity, including possible teratogenic effects, in rats
and rabbits.

Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and
9 times the MRHD on a mg/m? basis) of aripiprazole during the period of or-
ganogenesis. At 30 mg/kg, treatment was associated with slightly prolonged
gestation, and a slight delay in foetal development as evidenced by decreased
foetal weight, undescended testes, and delayed skeletal ossification. There were
no adverse effects on embryofoetal or pup survival. Delivered offspring had
increased incidences of hepatodiaphragmatic nodules and diaphragmatic her-
nia at 30 mg/kg (the other doses were not examined for these findings). (A low
incidence of diaphragmatic hernia was also seen in the foetuses exposed to 30
mg/kg). Postnatally, decreased pup weight (persisting into adulthood) was seen
at 30 mg/kg, delayed vaginal opening was seen at 10 and 30 mg/kg, and im-
paired reproductive performance (decreased fertility rate, corpora lutea, im-
plants, and live foetuses, and increased post-implantation loss, likely mediated
through effects on female offspring) was seen at 30 mg/kg. Maternal toxicity
was seen at 30 mg/kg, which was similar to doses eliciting embryotoxicity.

Pregnant rabbits were treated with oral doses of 10, 30, and 100 mg/kg/day (2,
3, and 11 times human exposure at MRHD based on AUC and 8, 24, and 81
times the MRHD based on mg/m?2) of aripiprazole during the period of organo-
genesis. Decreased maternal food consumption, and increased abortions were
seen at 100 mg/kg. Treatment caused increased foetal mortality (100 mg/kg),
decreased foetal weight (30 mg and 100 mg/kg), increased incidence of a skel-
etal abnormality (fused sternebrae at 100 mg/kg) and minor skeletal variations
(100 mg/kg).

Rats were treated with oral doses of 3, 10, and 30 mg/kg/day (1, 3, and 9 times
the MRHD on a mg/m? basis) of aripiprazole from late gestation through
weaning. At 30 mg/kg, maternal toxicity, slightly prolonged gestation, an in-
crease in stillbirths, poor postnatal care/nursing, and decreases in pup weight
(persisting into adulthood) and survival were seen.

Non-teratogenic class effect: Neonates exposed to antipsychotic drugs (includ-
ing Abilify) during the third trimester of pregnancy are at risk of experiencing
extrapyramidal neurological disturbances and/or withdrawal symptoms fol-
lowing delivery. There have been post-market reports of agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder in
these neonates. These complications have varied in severity; while in some
cases symptoms have been self-limited, in other cases neonates have required
additional medical treatment or monitoring.

Abilify should be used during pregnancy only if the anticipated benefit out-
weighs the risk and the administered dose and duration of treatment should be
as low and as short as possible.

Patients should be advised to notify their doctors if they become pregnant or
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intend to become pregnant.

<BE : HEOME>

Category C

Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible. Accompanying texts
should be consulted for further details.

Use in lactation

Aripiprazole and/or its metabolites have been found in the milk of lactating
rats. Aripiprazole is excreted in breast milk. Patients should be advised not to
breast-feed if they are taking Abilify.

WM DU S
(2020 4= 10 H)

Pregnancy

There are no adequate and well-controlled trials of aripiprazole in pregnant
women. Congenital anomalies have been reported; however, causal relation-
ship with aripiprazole could not be established. Animal studies could not ex-
clude potential developmental toxicity. Patients must be advised to notify their
physician if they become pregnant or intend to become pregnant during treat-
ment with aripiprazole. Due to insufficient safety information in humans and
concerns raised by animal reproductive studies, this medicinal product should
not be used in pregnancy unless the expected benefit clearly justifies the po-
tential risk to the foetus.

Newborn infants exposed to antipsychotics (including aripiprazole) during the
third trimester of pregnancy are at risk of adverse reactions including extrap-
yramidal and/or withdrawal symptoms that may vary in severity and duration
following delivery. There have been reports of agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, or feeding disorder. Consequently,
newborn infants should be monitored carefully.

Breast-feeding
Aripiprazole/metabolites are excreted in human milk. A decision must be made

whether to discontinue breast-feeding or to discontinue/abstain from aripipra-
zole therapy taking into account the benefit of breast-feeding for the child and
the benefit of therapy for the woman.

Fertility
Aripiprazole did not impair fertility based on data from reproductive toxicity
studies.

N

KEOWRS SCE
(2020 42 H)

Safety and effectiveness in pediatric patients with major depressive disorder or
agitation associated with schizophrenia or bipolar mania have not been estab-
lished.

The pharmacokinetics of aripiprazole and dehydro-aripiprazole in pediatric
patients, 10 to 17 years of age, were similar to those in adults after correcting
for the differences in body weight.

Schizophrenia

Safety and effectiveness in pediatric patients with schizophrenia were estab-
lished in a 6-week, placebo-controlled clinical trial in 202 pediatric patients
aged 13 to 17 years. Although maintenance efficacy in pediatric patients has
not been systematically evaluated, maintenance efficacy can be extrapolated
from adult data along with comparisons of aripiprazole pharmacokinetic pa-
rameters in adult and pediatric patients.

Bipolar I Disorder

Safety and effectiveness in pediatric patients with bipolar mania were estab-
lished in a 4-week, placebo-controlled clinical trial in 197 pediatric patients
aged 10 to 17 years. Although maintenance efficacy in pediatric patients has
not been systematically evaluated, maintenance efficacy can be extrapolated
from adult data along with comparisons of aripiprazole pharmacokinetic pa-
rameters in adult and pediatric patients.

The efficacy of adjunctive ABILIFY with concomitant lithium or valproate in
the treatment of manic or mixed episodes in pediatric patients has not been
systematically evaluated. However, such efficacy and lack of pharmacokinetic
interaction between aripiprazole and lithium or valproate can be extrapolated
from adult data, along with comparisons of aripiprazole pharmacokinetic pa-
rameters in adult and pediatric patients.
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Irritability Associated with Autistic Disorder

Safety and effectiveness in pediatric patients demonstrating irritability asso-
ciated with autistic disorder were established in two 8-week, placebo-controlled
clinical trials in 212 pediatric patients aged 6 to 17 years. A maintenance trial
was conducted in pediatric patients (6 to 17 years of age) with irritability asso-
ciated with autistic disorder. The first phase of this trial was an open-label,
flexibly dosed (aripiprazole 2 to 15 mg/day) phase in which patients were sta-
bilized (defined as > 25% improvement on the ABC-I subscale, and a CGI-I
rating of “much improved” or “very much improved”) on ABILIFY for 12 con-
secutive weeks. Overall, 85 patients were stabilized and entered the second,
16-week, double-blind phase where they were randomized to either continue
ABILIFY treatment or switch to placebo. In this trial, the efficacy of ABILIFY
for the maintenance treatment of irritability associated with autistic disorder
was not established.

Tourette’s Disorder

Safety and effectiveness of aripiprazole in pediatric patients with Tourette’s
Disorder were established in one 8-week (aged 7 to 17) and one 10-week trial
(aged 6 to 18) in 194 pediatric patients.

Maintenance efficacy in pediatric patients has not been systematically evalu-
ated.

Juvenile Animal Studies

Aripiprazole in juvenile rats caused mortality, CNS clinical signs, impaired
memory and learning, and delayed sexual maturation when administered at
oral doses of 10, 20, 40 mg/kg/day from weaning (21 days old) through maturity
(80 days old). At 40 mg/kg/day, mortality, decreased activity, splayed hind
limbs, hunched posture, ataxia, tremors and other CNS signs were observed in
both genders. In addition, delayed sexual maturation was observed in males. At
all doses and in a dose-dependent manner, impaired memory and learning,
increased motor activity, and histopathology changes in the pituitary (atrophy),
adrenals (adrenocortical hypertrophy), mammary glands (hyperplasia and in-
creased secretion), and female reproductive organs (vaginal mucification, en-
dometrial atrophy, decrease in ovarian corpora lutea) were observed. The
changes in female reproductive organs were considered secondary to the in-
crease in prolactin serum levels. A No Observed Adverse Effect Level NOAEL)
could not be determined and, at the lowest tested dose of 10 mg/kg/day, there is
no safety margin relative to the systemic exposures (AUCo-24) for aripiprazole
or its major active metabolite in adolescents at the maximum recommended
pediatric dose of 15 mg/day. All drug-related effects were reversible after a
2-month recovery period, and most of the drug effects in juvenile rats were also
observed in adult rats from previously conducted studies.

Aripiprazole in juvenile dogs (2 months old) caused CNS clinical signs of
tremors, hypoactivity, ataxia, recumbency and limited use of hind limbs when
administered orally for 6 months at 3, 10, 30 mg/kg/day. Mean body weight and
weight gain were decreased up to 18% in females in all drug groups relative to
control values. A NOAEL could not be determined and, at the lowest tested
dose of 3 mg/kg/day, there is no safety margin relative to the systemic expo-
sures (AUCo-24) for aripiprazole or its major active metabolite in adolescents at
the maximum recommended pediatric dose of 15 mg/day. All drug-related ef-
fects were reversible after a 2-month recovery period.

MRPN D FRAST SC
(2020 410 H)

Schizophrenia in adolescents aged 15 years and older: the recommended dose
for ABILIFY is 10 mg/day administered on a once-a-day schedule without re-
gard to meals. Treatment should be initiated at 2 mg (using ABILIFY oral so-
lution 1 mg/mL) for 2 days, titrated to 5 mg for 2 additional days to reach the
recommended daily dose of 10 mg. When appropriate, subsequent dose in-
creases should be administered in 5 mg increments without exceeding the
maximum daily dose of 30 mg. ABILIFY is effective in a dose range of 10 to 30
mg/day. Enhanced efficacy at doses higher than a daily dose of 10 mg has not
been demonstrated although individual patients may benefit from a higher
dose.

ABILIFY is not recommended for use in patients with schizophrenia below 15
years of age due to insufficient data on safety and efficacy.

Manic episodes in Bipolar I Disorder in adolescents aged 13 years and older-
the recommended dose for ABILIFY is 10 mg/day administered on a once-a-day
schedule without regard to meals. Treatment should be initiated at 2 mg (using
ABILIFY oral solution 1 mg/mL) for 2 days, titrated to 5 mg for 2 additional
days to reach the recommended daily dose of 10 mg. The treatment duration
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should be the minimum necessary for symptom control and must not exceed 12
weeks. Enhanced efficacy at doses higher than a daily dose of 10 mg has not
been demonstrated, and a daily dose of 30 mg is associated with a substantially
higher incidence of significant undesirable effects including EPS related
events, somnolence, fatigue and weight gain. Doses higher than 10 mg/day
should therefore only be used in exceptional cases and with close clinical mon-
itoring. Younger patients are at increased risk of experiencing adverse events
associated with aripiprazole. Therefore, ABILIFY is not recommended for use
in patients below 13 years of age.

Irritability associated with autistic disorder: the safety and efficacy of ABILIFY
in children and adolescents aged below 18 years have not yet been established.

Tics associated with Tourettes disorder: the safety and efficacy of ABILIFY in
children and adolescents 6 to 18 years of age have not yet been established.
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