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(1) ¥4

TV 77 A HE Img
TtV 7740 E 3 mg
T Y7710 $E 6 mg
Tt 77 Ao HE 12 mg
=tY 757 420D #€ 3 mg
bV 77 14e0D # 6 mg
TtV 77 1400D # 12 mg
TV 77 14e0D # 24 mg
TV 771 0 # 1%
TV 77 A0 WHHK 0.1%

(2) *4
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%

(3) BIFDHERE
Abilify (~F5ZENTEL X
Ability (~F25Z LN TED)
— &%

(1) f%& (&Fa%)
TIEFT7Y— (JAN)

(2) #4& (@dik)
Aripiprazole (JAN, INN)

3) RTL (s tem)
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Cl Cl
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7373 ¢ CosHa7ClaN3Oq
B 1 448.39
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5. b4 (fidiE) XIEAE
7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyllbutoxyl-3,4-dihydro-2(1 H)-quinolinone (IUPAC)

6. ER%A. A4, BS. L5ES
OPC-14597, OPC-31, BMS-337039
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2.0 3.4
3.1 10
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9.0 >1,000
10.0 >1,000
10.9 >1,000
11.9 >1,000
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TEY 774 0D 3mg -+ OD # 6 mg * OD % 12mg + OD &€ 24mg : B W72V,
TV 77 A H 1% BV TR,
=) 77 A WHiK0.1% VLU VDOEEND B,

(3) #Ala—FK
TtV 7748 1 mg : OG74
T Y77 A4 3mg : OG72



(4)

(5)

T 77 A6 mg

HE| DYt

: 0G71
vV 77 A4E 12mg : OG70

| IV. 8HIcB3 25 H |

TtV 774 0D # 3 mg - OD # 6 mg - OD # 12mg + OD #& 24mg :

HR—ialBRis  EBRiEIc LY

Z Dk
BARRANA

2. HE|OBEK

(1) Az (EERS) OEZERVFMFA
W e GRS #wne
s 0o | IR, bR LT T L —
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., ATV BT L LT H6~12 mg ZBftAHE. 1 H 6~24 mg ZHEFFHEE L, 1[RDUE2
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T U 77 A8 - OD #E (24mg $EI1TFRS) - K :
WE . RACIET7T I ET Y= LT 3mg & 1 B 1ERAO#KET S, ok, i, ERICE VD E
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R (28 fi) > % ) — Lt OfEMER © 61
R (17 i) 77 EF VU EOMAEER © 62
ERERRA (47 f51)) FEXARB AN T 7 EOfEEER © 63
R (12 1)) L7 7 EOREER © 64
R (25 fi) FATT5 7 — L OMEIER © 65
R (9 i) TSR O % 56 O Y Eh e © 66
TR (25 fi) TALEZ T TLEOMENER O 67
e R 3K H B | AT (17 B PET IZ & BN oA o fat © 69
Tt - RHEH PK/PD fihF o | &
EREEY Y A KA (56 1) WIS T AR (BE A - BE) © 3
(EW) WA RIAE (138 i) E3 I EEEESA © 3, 4
A KFE (243 f1) Y R— Uit TR © 3,5
A LFE (245 %) V7T I RS R T e e © 3,6
%m*ﬁ%ﬁ%ﬁ O+ 9 IRRE (BETFIRH T E/ﬂ;ﬂ%ﬁ@ (703'127]?;@,&@\:@% ﬁﬂﬁi’j%ﬁ%‘%)
(EWN) TR BV © 11, 12
AIZIRD) (586 )
INEHOBEA 27 T aE | BHERER (77 AR5 E e REaR) © 13
VZHE S Sl (92 f51)
5 AR BR PR B B d5 1 B BE | EHAEER (777 B AR AR H B R R EGRER) © 10
(EWN - #E5h) | RockE (256 i)
A RAE (55 i) BINE AR D D Ok R HH% 55k © 24
A SIHAE (327 #) B I AHER SRR EeAuEmE/ &4 - 2F - © 3,
FKH) 14~16
PORPE R E IR D HE | BERERR (K0 %€ RO IE S HRAR) © 91
Kot (53 )
EHRGHREB | oW - 0 oRIE BEFR | BHIRGHBR
(W) fﬁf+%f£§ﬁ%ﬁ)%y}% @ 22
ﬂ?w%éuﬁé)u%
5
NERBOBAARY T | EBEGHR
afmﬁﬁgﬂ%ﬁ(% © 23
[
PRRME R IS A BE | RIIR SR (77 A% & SRR © 19
EWie 58 | RodeE (99 fi)
(BN - ¥gsh) | B E IR T 5 BE | BEIEGHER (K0 %R0 IEE AR © 20

kodaE (59 #1)
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(2) BRPRZEIEIAER ¥
M AR F 29 H 265 L L7 V7T — L OEF SRR (0.25~6mg) K& OMEEERK A B+
6 Flaxtgel Lz 3 HIRER G5B (4 mg/H) ZFEiL7-& A, HEI R OXERG THE L
FRERIERITIRKTH Y | 2oMizBEF O AR, SHERK, 26 AR ERRLNIZD, RKIEERS
WXk DHRIZA DN oTz, TIET TV — L& OFEMENEE TE ARWIRGOHBIZEREO 1
mg UL EOBEE R ORER G TH LN, HERE, KERGIZEIVMET T 7 F 608 L35

LI o,
B FIED - BRRIEHHIEER. 2005; 8(5): 695-731.

HE  AFOERRSNTHDHE - HEBEIUTOLEEY THhD,

MAITRE : @, AT IET I — e LT1H6~12mg 2B HE. 1 H6~24mg ZHFHAEL L,
1RO 2 BNy CTRRO#BET %, 7B, Fili, R 0 EEHEET 223, 1 HEIE 30mg 2827202 &,

PHBMEREE 21T A EYEROWHE : BH. AT VST =L e LT 12~24mg % 1 H 1 HERAKE54 5,
728, BRI 24mg & L, 4Fp, JERICE W BEEEKRT 223, 1 HEIX 30mg 227202 &,

5 OW ) OIRRE BEFRIE CTHORIENRBD LNRWVEAICIRS) - @%., RAIXT I ET Y= LT
3mg % 1 H 1EEROKEGT S, 28, Fh, ERICIVEEERT 52, BMEETI1HELELT3mg 2L, 1
H&EIX 16mg #2722 &,

INREIDO A AY b T DEICEE D BRI @E, 7TV eI = LT 1 H Img #BBHE. 1 B 1~15
mg ZHEFFFHEL L1 A 1 ERARET 5, 28 ERIC L 0 EEHEET 525, #8ET 1 &L LTHRK 3mg
LL. 1 HEIZ1bmg 2B &,

(3) AERGERRHAR
OB RFE HRYPETHRHR"

HHY TVETT Y=V OME RKIIEIC KT D A, Let R OB EEZ R 5 &
EbiZ, ~eRY PV LI AREGEIT) 2 LIS KD RO EAETT S,

BT YA LI E A — 7 B

RES A RFELE 138 Bl CHMEMATXI 561 129 F1)

TR DwZEF, FiEp] (BREAZEE) TORMPEE LV, 7221, BUChUFMR

OG5 Z T TWDHREFITH > TH IRBRBBIFICE L LT TFRROREREZE L,
TIVET T VHR B BN AR AR E I G & LTz,
QR ERPEERICHE TV 5E
- ZREMPERICHTW A 5E
< BAEMERAN, EIFHBRO AT RICH DA T (Frfif72 Hebephrenie 72 &)
- B3R, EAFHBEARIRICH 2554 1T (BEEERED S D)
@ ABEERE (BEHRIERPLZE L TODLEEIINR~OBITH A & LT,)

(3)18 5% LA I 65 kAT
BeHHE G5 | 7TVETSTY—1% 1 B 4~8 mg OREBEL S R O#KRS L, KmARX 30
5 mg/H & L, #BEEFENT 1 B 1R X210, HRARY ., o 4 #RE (FHERELR)

FCIUEROZECITIE U CHYEERT OHIWHC & 0 R 2 Wi U 5 H RO RE %

TV, 2%, HE—EOFEE 48 (HEHEFIM) #5522t L,

FHmE H (WA

1) EEEFMEE - R,

2) BIREYFAGIEH : BPRS, W= L O EE ., EHEMEORS. AEE
a2y =)L & ORI s

Q)2
FEdES MEAEER, AIMS, BEMRE (MEZIORE, ECFE0RE. RE
"), TaIrFU AL 2N A (E, TR, KR kR %

[#55]

BB UG 2R T D SR (P Ll F)IX 48.8% TH - 7=,

BPRS total Score &% U BPRS core Score & 1ZJ#i2 L. TBPRS total Score 23 5-7i7> 5 30%
YL R LTEBI DRG] 13 50.0% Tdh > 7,

3 RO O F LN 6~20 mg/ H OFPHCTH -7,
EREMERIIRIRGE). 7H 27 R OWERI<H - 7=,

) SERIIRE SR EE O P EESEL FOgERERT,

RERGRNE D - BEPRIEARZEEE. 2006; 9(2): 271-293.
(FHEE#]
RAEEMRYGERE - B G BHLARTORIE & B 5% OLRUGEE OHERB 2R ARIIZEHE L, TR0 7 B R U
TEARRELS CRME L7,
1. ZHHME 2. PHEEKRE 3. BEXE 4. RE 5 REE(L 6. WEEE(L 7. EWEL
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EE  ARNOKBEINTWDIHMEETVEDOHE - HEX dy, A7 Iyer7 Y — e LT1H6~
12 mg #BAsEAE. 1 H 6~24 mg ZHEFFHES L, 1 EXE 2 BT TROZREGT 5, 2B, 4
i, IR KV EEERT A, 1 HEIZ 30 mg A2 RVWZ &, TY,

(4) HRELAISAER
1) BIMHEREREER
DFERFAE N\aORY) F—)LEDLLEREKER >
A MAKRERFICHTHTIET T —NOFEMEE DR E ) =L E2xfe Lz
T EREE RIS THRET B,
BTV A | ShiRdkFE, EEA L EERERERR, ¥ 7 F I —k,
SIES MAKRIESRE 243 B CERMEMAT IG5 240 $1)
(DIRBRBAMERFICE L LCTFRORIESREZ ET 2 O T, PrEtmIkIc L 21BER R ST
R H O CRIGHES], A ROPHEMRIRIC E2EER 2SR TWDE L0,
< BIEMERIN, EEHIRRASHTRICH DA 1T (Hfi/: Hebephrenie 72 L)
s BEEMERIN, RIS RTRICH DA I (B IEEEIRED D)
EEVAQES/AE S <R, ZEBEEICHTW D 5EE
c EEREIFEICH TV A EGA
QERTEFIC N T ~2) R— LA OREAZTAIE LCTHERALTWSRENZEE LU,
G ABEBENEE LA, kB b A,
(WFn - 16 mkLA | 65 AT
TIETIZ— I 1 BHEELT6 mg MHRAMBL, M 24 mg £ T1 H 1EIXT2[MH
BHHEHRE | ROk e Lz, ~"a XY FR=LZ 1 HHAEL L T3mg 22600, ikE 12mg £T1H

I 1ET 2 EER&EE L Lz,
B 8 M
(DH#E
DFEEFMIER - AR UWEE, BPRS © MEBIOSEARAN] O R&T
BRI TE H
+ BPRS total score. core score K ONE-TH H O I #&FEAM
REMEEE] + PANSS &R, BEMEREE, FEMERE K OSSR BRI R E o2 nEh O EERE
BEF ORI, 37 ONZ PANSS 4518 H O e A
(222

AEEG, WANAECRAEER, ERMEH RN RE, BRRE, 707275
V. REROUSA ZY A v (IE, IR, RR) %

eS|
< EEFHLEH >
(RS BRERE)
e EH O PEEE L R o BRJE L ORSERE L K L OHIE WER | WERD 95%
gk | %GR %E A P EqE | OEYE | OREE (%) | BEXHE (%)
7 U ES| 16 39 31 15 10 5 1 3 120 45.8 36.9~54.7
7= |(13.3) i (32.5) 1 (25.8) | (12.5) | (8.3) (4.2) | (0.8) i (2.5 ) )
~u Y|4 35 41 20 9 6 2 3 120 32.5 94.140.9
K—L (3.3 | (29.2) | (34.2) | (16.7) | (7.5) 6.0 i 1.7 | ©2.5) ) )
HMosERDE 133 FEM DB ERDFED 90%IEHEXM : 3.1~23.6
BEM OSERDFED 95%EHEHIXM : 1.1~25.6

« BPRS® [MEEhO M L] DEc#&ah
BN O 5700 b OBAL B O A Z BEE i L7 /5. AEZENSRO b (p=0.0189) .
<RIRAIFEmIEE H >
BPRS total score &% (" core score D #& 7T, PANSS total score 2 (8 PANSS #5- R EE (B R EE, Fadk
REE A REMIFERIR ) OREKIHMENTHOHEBIZBWTH, MiEE blckEN AL,
< etE>
T VT T = VEETHBLRD 5% EOREMHER L OHREBOER b DIX, NIk (E) . 7
VT, IR, AL, KEBDETHo T,
FRRE A ERRREARIEEE. 20065 9(2): 295-329.
GRS
BPRS : Brief Psychiatric Rating Scale (f85 ¥ E IR0 R &)
DEBFR A« AL EOMBIERER, $A IRIE O BEEIR & BEIEER, 19 o255y - BRIER &R DkEE
OFERZ G 1S HANGR S, FHEHBIZ 1M (ERAL) 200 78 GEWICEE) THisns,
PANSS : Positive and Negative Syndrome Scale (Bt - FEMERFLM R E)
A RTE DI IEMS Z R ARNZIR Y 2 <R T 2 -0 OFMERETH Y . BMERE 7IHE, MR 7HA
B O B HEAR BTN S 16 THE OFF 30 EHE G5, FHEBIX1 GERZRL) 7D 7 GRERE) O 7B
TiHMi S5,
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HE . KRBT B A1) F—LOEBBE BEF ey R—1 e LT, @A 1H0.75~2.25
mg NHIARD, HaICHET D, HFREL L T1H3~6mg 2RNEET 5, k. Fin, ERICK
DIEEEET 5, | TY,

QMEBRIE T TSI IERIELDLERAER Y
H A HARIPEBE T TV BT T — L OFMW: L et 2eY 7T I RG22 %R L
U7 EERBEMEEEIC CRFN T2 L2 AE LTz,
BT YA | SRR, EEA(L EE MBI, ¥ F I —ik,
PSES KA RIESRE 245 B (ERhEMTRIGE 238 $i)
FABPULE | (DIRBRBAZERFICE L L CFRORESREZET 2O T, PUSMHREIC L HBERZ2E T
ROb O CRIBEF]. F5E) KOPUBHFHREIC L DIBERZ2ENTHDE L0,
< HIEMERIN, RABSIRRAS RIS H DA T (it Hebephrenie 72 Y)
< HEEMERIN, BRI RIS H D HEA T (BHEEIRED D)
R, ERPEIRICHTWAGE
C EHAMNRTRICH TV HEA
QERTEFICA~AB LY RPN OREF 2 TAHIE L CTHEALTHWDLEBEENZEE LU,
B ABERENEE LS, shkBE T,
(W FHn ;16 mLL E 65 Akl
WHEHE - | 7TIEFIY—LTIAHEL LT6mgh bBA L. Km24 mgE T1H2ERAO#FE L Lz,

G- 1) EVTTIVEBEITIAERAEL LT45 mg LA L, £ H180 mgE CTLH3EREOESE L
7
B G HAR - 8 B

FHmE (WA

DEEEMEIEE ol SR sk

2ENRBFEAGE B -
+ BPRS total score. core score K ONSTH H O e #& AT
- PANSS &R BEMERE, Btk RE LK OB AR R ER MR E O ENENOEEES
ORI, I TNT PANSS %18 H O i i a T

)2zt
HEFEG, HENERA ERG, KRR RERPE MR, R RA, v 7 F,
EEEOAAL Z YA (IE, /b, EiR) 5

[ 5]

< EEFMMEE >

(BREBRERE)
sl LT T . W L &M L hE | L, | gk
‘ Ui Y |y e E(a mp | oEp L R | (%)
TSI 7 31 33 21 17 8 2 1 120 31.7
vl (5.8) (25.8) | (27.5) | (17.5) | (14.2) 67 1.1 | 0.8

<BIRHIRHnSE B >

- 7 U ¥ Y —)LEET BPRS total score }2 U core score DFc#&a A, PANSS total score & O
PANSS &R (F2MERE, A REARELEHMIRE) OREHMEIZB W THENA LI,
<>
T U ET T Y= VR TRELEN 5%LL EORAEER L P EEDOFE 2 Ol AR (E) . KRR
B B AL, REEThHo T,
HNEE GEARERE ST 22V 7T 2 VIERRIE A XTI & U2 i)

QMERIAE BHE I AEHAR (AtHxEg) Y
A RREO BB OBEZ MR LE L, 4 HD\0E 6 BRSO 7 2R HE MR
ABE (310 B, 305 5, 420 ) IZBWT, TV ET T V=3I 7 7 wREE L b LT PANSS &1
FEAFHS I EOBELZAEICWE L, PANSS 2R EAF S CEHELE) 13, 7TVET7 Y —1
[EE AR (15, 30 mg/H Xk 20, 30 mg/H) ™ % 4 WEEE Lz 2 BRCix, 77 &REE : 2.9
(102 f5l) . 15 mg/HAEE : =15.5 (99 f) . 30 mg/HEf : —11.4 (100 #) XX~ 7 &A% : -5.0 (103
). 20 mg/ ARE : —14.5 (98 %), 30mg/ AR : —13.9 (96 f5) TH V., 7V VT TV — L[EHEHE
(10, 15, 20mg/H) ) =AW= 6 BB GORBRTIX, 77 8 AREE : -2.3 (107 ). 10 mg/H
B0 —15.0 (103 f3]), 15 mg/H#F : —11.7 (103 ) . 20 mg/HH#f : —14.4 (97 f5]) Th o7z (FHEL
TR L OHEHERIL 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 : FEARTE IR 2 2P 7 7 & R xR
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HE . KRBT B A1) F—LOEBBE BEF ey R—1 e LT, @A 1H0.75~2.25
mg NHIARD, HaICHET D, HFREL L T1H3~6mg 2RNEET 5, k. Fin, ERICK
DIEEEET 5, | TY,

@FBHEEZIZH T HBERDOHE BEHHAR (EERERFRER) 0
B PR X XRAMEZ Y Y — 2 AT 200 | MEERE 2RI, 77 RextBELTTY

v T — VO OV E T D,

BT A gk, EIEA, 77 vRR, —EEMR, WTHERERR

POE" BR Y ATIRAEM = Y — K& 67 5 MW [ RfEE

256 il (NIEMNTRIGHE 247 1)

TR RPN (118 5% L4k 65 mfA D B & Ok

(2)DSM-IV-TR DR ITIRAMET Y Y — FORHER = L, [296.4x AU [ RS f i
LW B Y — ROMER ] | XX 1296.6x M6 1 AlEEE . KL LWV By — RNES
P LR SR,

(3)YMRS A&t a7 20 UL LB,

FrBRA ALY - Bl OBE IR AT E Y — RO BE,

CBUEOBYR T E Y — RS 48P EEHE L TV 5 R,

W5 HE B | TIETI7Y— 1% 24 mg/ A BB L, ARMEIISLTI2 mg/BICBETEL 2 EL

T 7o T L7235803, RO 24 me/ H ISR 5 2 L3k LTs,
P51 - 3K (21 B
RAEEE (DA%
DEEIHEE : YMRS &5FA
2)EINRHIFEMTE H

+ CGI-BP EHJE% (mania)
c BRI L B HIER
@)tk
AEER, HEMBREESS, WERE, 7ud s Ty, "M EAPA v, (KE%

[FE5]

< EEFAMEE >

YMRS G5HRDOR—2 T A b O LR CEEHEERZE) 137V © 77 Y — i —12.0412.9,
7T B ARHE—6.0£14.4 T, BERZEL ZD BWEHXEIL—6.0 [—9.4, —2.7] THY | HilFHI
BEENRD BN (p<0.001, X—R T A MK OECTHREE L= L5800 .

(ERETEMEFIZH TS YMRS BEtEADR—X 54 U bDZE{LE (FAS. LOCF)]

YMRS it 5 REE L DX H 0
B %k ] P T
NR— 2T A e H& A B = =N
7AYo | osoizmm | P
7T v AREE 125 28.0 £5.97 22.0+£15.23 -6.0+ 14.41 -6.0 0.001
<0.
TVETT S — LR 122 28.3+5.96 16.3+13.37 -12.0+12.94 [-9.4. -2.7]
(P = BERE. )2 51 o R O IRt L7 Jes i)

<RIRAFHGE H >
« CGI-BP EJE/% (mania)
5 3H (21 HH) TOHEGHMGRINO OYEHEEIL, 7T I ET 7Y — L #ET-1.4+£0.15 (122
) . 7Z7EAREET-0.7£0.15 (125 f5)) THo7=, TV ET TV —NARELE 7T B AREEE ORI ZET
-0.7 THY . 95% CIF-1.1~-0.3 TH -7,
c WRAFFIC L D IR
TIUET TV =T 23.0% (122 il 28 f5il) . 77 & AREET 28.8% (125 il 36 f5) Toh -7z,
<>
ZEMETIE, BOONTEAEFROZIIREROTEETHY | F-AHEREHEE CRAMICE
WoH 2 —8 LT BE b O & ORI 72 ZBNIERD DR o 7o T2, FRI R E 8 IT e <,
BDEMITIRIFChH ST,
FEPERE - BURMEREE 3T D BRI 2 HRER E S KR - ERERILERR
[FFmEETE]
YMRS : Young Mania Rating Scale (v > 7' Bhjs ¥4l R EE)
BoiT vy — P (GHE) ORKTZ B L LTERES, K5, EEoRi-Ergsm, 1o
Loy BEAR, SZHARME, &Eh (HE L&) | SEE-EEBEE. EBNE. BEE0-KEBITA. F720 . WO
11HH CHER S NG, BRR IS < BB 2 A R EE,
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®352% - 5O (BEARTHALHRISBOONEVMSACRS) EURER (IS5 LRAR-EE
REBEHS)
HE KD OIRPEREE B35 2533812, SSRI SUE SNRI I T, 77 AR &t e L7omiBhiisic o7 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
NAEDOK I DT Y — RIZEBWT, WP 5 SANEHZ 1~3 BTV, WINOEFIZE 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

DSSRUSNRI IR TIFIC 5T, HAM-D17 JE H 43 2 27 7% 14 A8 L0
DR Y == 7T e > SSRUSNRI ISR T W % © 0 HAM-D17 HH AFF A =7 Db
SRR BO% AT DR

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 P 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 D B R OERIER B TR EAT - S HEERT 2 L 7= B
(2) SSRI/SNRI {5941
DABEIOKRS DIFT Y —RIZEY, A7 ) —=2 ZHIRPICHT2 S ARSI EL L 7 o T i

IR | TV T TV 3 mg SEXITT T B AREEL., O LEEIT1E/ALGHG L, D1 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 35,
5 ;6 A
FHmE A (WA

DEFEFGEE . 77 AR _EERMET (Pik) KBk MADRS G A7 0
SSRI/SNRI J&H & THED & OS2 L s

2)EIRIFEAGTE H
- MADRS K&
- MADRS #E fig=
- CGI-I SR
« CGI-S > P &
- SDISS 2 27 OB B &
- HAM-D17 A &3 2 27 OB 2 L&

Q)2
AEHRSL, BERE (WERTaT 7 F 8T, A2V A 2 (E, IAEE) ., RE%

[ 2R]
< EEFHREE >
MADRS Gt MOR—=RA T A U bDOELEIF, TIET TV — L 3~15mg LT VBT TV —)b

3mg FHEOMWBET, 77 v ARFIIK LGP A EZPRO bz (3~15mg # p=0.006, 3 mg #
p <0.001, X—R T A METHE L7200 (8~15 mg #, 3 mg FEDIAIZ X 2 PARETIR) ) .
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(EAREEMEFIZH TS MADRS BEtEADR—X 54 U bDZELE (FAS. LOCF)]

MADRS &&fF s 77w AR E Oxt g 2

o PR cmnsae | e ;;;;{{E% [950/??;;@@] p i

75w R 195 25.5+ 7.4 18.1+9.8 —7.4+81 — —
;])1?;0;; 104 25.3+ 7.3 15.8+ 9.4 ~9.6+75 . 3;\2'_20. . 0.006
;igé;? T g7 25.2+ 7.2 14.8+9.3 —10.4+8.3 [_4.;3{ L5 | <0001

CEHE + R, a) _—R T A AETHE L2800 (3~156 mg BF, 3 mg FEDIEIC & 2 BAMEFIR) )

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,
T vV 77 A [EEHERE 25.2
* p<0.05, **: p<0.01, ***:1p<0.001vs 7R (G5O

- MADRS it

TR EERIE T (k) RS T 2R 28.2% (195 il 55 B)) THomDIZHFL, T
VB 77—/ 3~15mg BET 39.2% (194 B 76 f5il) ThH-o7= (p =0.022%) ., 7V ETTV—/L3
mg BElE 42.1% (197 B 83 f5) TH 7= (p=0.004%) .

- MADRS % fi &

77 AR EERIE T (k) BRI T T R AR 20.5% (195 I 40 i) THooiH L, T
V77— 3~15mg BET 30.4% (194 #9159 f5)) TH -7 (p =0.025*%) , 7V ESZF>V—) 3
mg Ffi 32.5% (197 5l 64 f5) TH -7 (p=0.007%) ,

- CGI-T =R

7T ARRREHERMET (Fk) RIS T B AREED 837.9% (195 Bt 74 ) TholmolcxtL, T
Ve 77—/ 3~15mg BET 50.56% (194 #7198 f5)) TH -7 (p =0.013%) , TV ESZF >V —) 3
mg BEX 57.9% (197 #ih 114 ) TH 7= (p <0.001%) ,

« CGI-S O ¥ LB

SSRI/SNRI /BRI THEE, 7V 77 V' —/L 3~15mg FEA 4.0+ 0.0 CEHfE +SE, LA FFEEE. 194
) . TIETTY— L 3mg BN 4.1+0.0 (197 41) . 7 T7EFREEN 4.0+£0.0 (195 %) Th-o7z,
TR OEERIKR T (Tk) BECkT D CGI-S L (b &L, 7T B REEN —0.6+0.1 (195
) ThHol-DIZxtL, TV ET T Y =)L 3~15mg BT -0.8+0.1 (194 ffl) ToH->7= (p=0.033%*) ,
TIUEFTY =L 3mg BiE, -0.9+0.1 (197#]) TH-7= (p<0.001**) ,

- SDISS F#) % 21 7 D SEtA 25 b &

SSRI/SNRI /&I THE, 7V B F Y —)L 3~15mg #£7Y 5.04 + 0.14 (CE¥E + SE. UL FREE.
194 %5) . 7V T TV —/L 3mg BEA 5.00+£0.14 (197 6)) . 77 &AREEN 5.30+0.14 (195 fi) T
boto, TT7ERRMBOEERYIK T (FIk) KX, 7 ERES -0.46+£0.11 (193 f]) TH-7=D
WL, 7V EFST Y —3~15mg BT -1.03+0.11 (193 #i) TH-7= (p<0.001**) , 7Y &7
7Y=L 3mg #EiE —0.96+0.11 (197 ) TohH-o7= (p=0.001*%) ,

- HAM-D17 I H &3 A 27 O 2L &

SSRI/SNRI {BEHIE THIE, 7V BT —/L 3~15mg BEAS 19.8 + 0.3 (CEHJfE + SE. LA FIREE.
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194 f51) . 7V TV —/L 3mg BEA 20.0+£0.3 (197 #1) . 77 BAREED 20.2+0.3 (195 %) TH
Slz, T URMBOEERIK T (T1k) B, 7T ERERN -5.3+0.4 (193 ) TH-o7=DIlTxt
L. 7VE7T7 V=)L 3~15mg BET -7.0+ 0.4 (193 %)) TH-o7= (p=0.004**) , 7IVET TV —
L 3mg BElX —-7.6+£0.4 (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)

<BANE>
ZREVETIE, AEFROIZE A EPREIHEE T, @EERAEFRLNEREORGHILICEST-
AEFRGOFBUL, 7IET TV = 3~15 mg MR OT VBT TV —L 3 mg#ETT 7 BRREE KE
{ELBRN-oT, £, FHMRAEEH CEKMICERDH 5 — B L7 B Lo &k ORI e 2 )
HFEEAERD N2 o T2,
FEPEEE : 5 0 - O DIRRBIZIS 1T 2 AR
Kamijima, K.et al. : J Affect Disord. 2013; 151(3): 899-905.
[FEAmEEHE]
MADRS : Montgomery Asberg Depression Rating Scale (FEv T A Y — « 7 A—F 5 DFFHEIRE)
D ORDEIEE LTI T 2. & 10 HB NS R HFHIRE, #15 DIEROBE L BURIC KB S b5 K5 &k
JER OB Z G IFRI LT, BHIERZ i & L7230 5 DER & SEHRIEUE 2 AR LTV 5 DN R,
SDISS : Sheehan Disability Scale (f§i5 B CFEli BEERE)
FEARRIRIED B U D B BTG ERERE O E° QOL (Quality of Life, EJEDE) %, BEIABENHCORE
9% B FEEEm R,
HAM-D : Hamilton Depression Scale (/>3 k5 DyFaEn R EE)
1960 -1 Hamilton (2 & » TR S S DINOESEE ZFAMT 272D DRE, 5 DO EIEEZH ST 17
HE (HHE 1~17) THEShZFEITHARE ZBEMO 4 3B (A 18~21) 272 21 HERAE
IZHWHL TV,

@NMNRHIOBRAARY b3 LEICHES ZRIEME SRR Y

H &Y HEMEEDO/NIBRFEZGRICT IV E STV =L 1~15 mg/H T 8 BERO&HE LI-BoAR

PEIZDONWT, 7 BERNICKT 2BEELZRGET 2, Fio, ZEHIIO VT HRETT 5,

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

S BEAMEREE O/NEEE (6~17 i)

FrEIN Y | 1) HEAMEREEOZWEILYE (DSM-IV-TR WUETER) 2z L., TEEE (A Lo, W
P, BEATA, LI NDOEEITE) B HEBHE, TIHEMIC Pervasive Developmental
Disorders Autism Society Japan Rating Scale # 5,

2) A7V —= U THRERLRORSEBE (Day 1) (2 CGI-S 28 4 LI E, 2> ABC-J O BLE M
TMREOA2T N 18 UL Lo BH

3) Al 6 L B 1T UL (R BUGRED O IEBREERE 54 T E T /)

4) YER - B

5) ARt - S ROBNIR D7

6) AIBBROBINZIAL > T, XEIC L ARIBENMGEE LB LT B

BEHE - BTV A7 78REEEZ 1 B 1 E, OS5 L, BSHRZITIET Y —1 1

o mg/H & L, MK 3, 6. 9. 12, 15 mg/H £ TR L7z, 68 ARG RIIEEL L, 28

G- 2k L, 8 B £ THREG Lz, k. HEMRIZ, 1 EMMARE L, #HElEX CGI-I DR

fli ¢ 3 LA DA (3. Minimallyimproved, 4. Nochange, 5. Minimally worse, 6. Much

worse, 7. Very much worse) T/ DORANMEICRIEN 2 WA T o7z, RS, IAEMICHIE

Do HGEIE, MYEMOFZEIZLVFE & L, BEORHIEMbZ2NbD L Lz, HE%.

HEOHEIIFETH I, TORBENLEL oG AIXRBROTILERFTH L L

77

BRI OB O R gL OBMRIZE D0, AIREZRIR Y —E ORI IRE X w72,

5 AR - 8 M

FHmE A 1) Hamk

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

(LOCF)
2) BIRAFHEIER :
-CGI-1
SRS
RS, ABC-d OB T REA I T N_—ZF A4 5 26%LL EFb L CGI-T 28 1
(Very much improved) X% 2 (Much improved) T®H D #5E OEIE L EFH LI,
‘ABC-J DO T RERA =T (S8, HRITHE, F#EY)eSE, KK7))
-ABC i3
ABC JS3IZ, ABC-J D5 OO FREZRaT D) bR L 20U ERR—ZF A
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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
FGAUNEDOEEIL., T ERBICK LT YV ST — LB CHEI 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(TD ABC-J BEUTRRERXRAT7DR—XZ4 UohbDEILE (FAS. LOCF))

ABC-J —
N X 73 a)
: % BV P RERA =T 77 AR L O%
£zt B —
NoATA | BHGHIRS | S AT A D OBIER | oo e onn | P
77 AR 45 | 26.8+65 | 20.2+9.1 6.7+ 11.0 3.9 ou
TVETTY—VRE | 47 | 27.1+£72 | 15.8+10.1 -11.3+9.1 [-7.8. -0.1]

Y A 22
a) BEREROR—ATF A L DREKX)y (>40kg, <40kg) #HT-& L, _R—RATA raddime LIz T

<RRAFEAREE H >

-CGI-I

B5% 8 M CGI-TIX, 7VET IV —ABETIL2.7+0.1 CEHME + YRS LITREE) . 7
BARBETIL 3.4 £ 0.1 T, HEREITZ-0.6 (95%E#IX[#-1.0, -0.2) THVH, 7V T 7YV —LHIL
7T R AR L CHEERRO LN (p=0.003),

e

eh#% 8 WORIGHRIL, 7V VT T —/LBETIE 40.4% (19/47 1)) . 77 B ARETIL 20.0% (9/45
B THY, TIETT VS —NBHIT TR L TEdro72 (p=0.033),

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

ABC-J Z8) FALRER a7 O 5% DO R—R T A4 Vb OV ELEIL, 7 I ET T Y — Lt
TIX-18.0+£ 1.4, 77 B ARHETIZ-5.5+1.5 T, FMAEIFT-7.5 (95%FHEXM-11.5, -3.6) TH Y,
TIUET T ARETIET 7 RRE L i L CENRD HLe (p<0.001),

ABC-J FRATEN FALREAR 27 OFH% S HDOR—ZAT A Uinh OSBRI, TV ET TV —
NEETIE-8.3+0.6, 7 7 AR TIF-2.6+0.6 T, #EMEIT-0.7 (95%FHH X [#H-2.4, 1.1; p=0.450)
THoT,

ABC-J R#EY)7R 558 FALRERA T OF 5% 8 MDOR—2 T A4 b O ENEIT, TIET S
V=V BETIE-2.2404, T T AREETIZ-1.5+0.4 T, FEFEIZEIZ-0.8 (95%(EHEKXHE-1.9, 0.4 ;p=
0.197) ThH-o7=,

ABC-J X FTMRIERA 2T OEEH% SHEDR—2 T 4 b OHENET, TIETT ) —b
BETIE-5.2+1.0, 77 EARRETIZ-4.7£1.1 T, BERIZ13-0.4 (95%(5HX[H-3.4, 2.5; p=0.768)
ThHol,

-ABC U6

5% 8 ™D ABC BUGHIL, TV ET TV —ABETIL 42.6% (20/47 ). 772 HREETIX 26.7%
(12/45 ) TdH-7- (p=0.110),

-CGI-S

CGI-S DF L% 8 WD RX—R T A UMDY EIX, T I VT T Y — A ETIE-1.4+£0.1, 77
TR TIE-0.7£0.2 T, BEMZEITZ-0.6 (95%EEIXE-1.0, -0.2) THOH, TIETZ V=T
X7 7 BARREL g L CHEN RO bz (p=0.003),



| V. BcT 2EA |

-CGAS

CGAS D 5% 8 MDRX—=ZF A4 UL O EEIL, TIET T Y —A#ETIL 9.8 = 1.3, 7
TRARBETIZ 45 £ 1.4 T, BEMZEIZ 5.2 (95%EHEXM 1.5, 9.0) THYH, 7V ETT YV — LT
X7 7 BARREL g L ClEN RO bz (p=0.006),

-CY-BOCS (J#iE1T 2 D H)

CY-BOCS (HiafTADH) OEH% 8 HDONR—AT A inb OWHENEIX, TV ET T — Vit
TiE-2.0+0.5, 77 EARFETIT-1.83+0.5 T, FEMHAEIT-0.7 (95%(F#HX[#-2.0, 0.7 ; p=0.311)
ThHol,

<ZAME>

TIETITV =N TOEERZORRENET T TR LRSS BRI Z LT, BILEA
EROOFIEEITITEAENRETHY . WTFNOBREHETHLESERGERERIIRD LN -7,
HERAEREGRORENILICEST-AERFRZIIT I ET T — A BETROD NIRRT, T O

DLEEMWFHRER T, 7V VT I — VBT TR L i LT ERE S 72 2 THH TR
LR T,

PR NEHIO A AT N T AIEICEE D BRI 5t 5 R

[FRAM A ]
ABC-J : Aberrant Behavior Checklist Japanese version (R¥1TEIF = v 27 U X b BAZER)
WEITEIF = v 7 U A & (Aberrant Behavior Checklist) (%, ZIBURE/IbRE - HEEEICBEET 2178 LD
MREIC XS D IR R ORI 217 5 REE, (D8, (IDEK), DHFETSE, IV)ZE), (V)RE2E
D5 OOV T Ay —Anb725 58 B %, TAENL0 (MERL) 6 3 (METBOREITELY) @
4 BERECREAM,  ONBRERS : BREITE) T = v 27 U A M ARGEMR (ABC-J) 1T & 2 F& R o lif R LA

2) REeMHAER
OERAE EHEREHBR 0

EED) MERFERFTIIHTDTIVET T —AVEME G ROR 2L 79102 R,
TRERT YA % it i 2 7]

- AemEH (AR TS - 115 1)
BB =T (AR S 97 B1)
- TR ET - KEIA—T (ERMERTS - 115 f1)

w4 Tl K TER Y
ALY (DIERBLARC 3 L LT FROIRERE %5 60T, PRI L 210852 &N

TWRWERE CGRIGES]. FRA) LKOHURRIEIZ L DRER R I TWHEED
WL bR E Lz,
- ARMEXRIN, BAESURAATRIZS 235 T GFifiE72 Hebephrenie 72 &)
< FEMERAN, EAESIRR ST H DA T (B HEE ERAED & D)
QR ERBATRICE TV D5EE
c EEREIFEICH TV A EA
QAR shkplonTFnbxtgs Lz
(3)4F i : 16 3 Lh 1

507 - BE5H | WIERGEIX 6mg/H (1 A 1~2 E4EIEE) . 1 H 24 mg £ TOHPH Tl EH#ET

] 52 Ll L, 1H 24 mgBEHHRITHREATI XITHEICHREEI]FE LW GA IR 2
EEL-SD1 B 30 mg £ THREAREL LT,
5N - 24 ERLL B, ATEEZRIR Y 52 HH [
P E A WA ZIEFTAMHTE B
Rk, BPRS, PANSS, ¥
(2) 22 VLR TE B
BERES, FEER - JREE, BRRE (MKFENRE, AEFRNRE. RIRE) .
TagoFr, N ZVY A (IE, kA, KR ROMAE &
[#55]
< B>
(PEEHEULOHERE]
FeEE M X wER I N—T B AT - HEIAL—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)
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<TEVE>

WG U CORIER OREEE L OV BB 13 53k & KR <, BRI GEBRICBW T

IZRBT HRWERIZA B2 o Tz,
R BRIED - BRI SEEE. 20065 9(4): 635-657
FIFE—1Eh - BRAREHZEEE. 2006; 9(5): 909-931.
ZE)IFKRIT D - BRARAEMZEER. 20065 9(6): 1211-1235.

OMEXRAE RPBREHR @HERGHER) 7

HAY T VBT TV = ORERKIEIC S 2 R GROFIE L B2 RF+ 52 &
ZAE LT,

BT YA E2 e N A

PSES BRI DAHRBR T 22 R b, TIZZEMEDmE A b b RN 220
LYl SRS RIERE 65 Bl CHERMEMATI G5 55 i)

ESUASES/P- 30 (DIRBRBAARIEICE L LT FRRORERE 2T 2 O T, JUFMFHIIC X 21R% Nk &

TN E O CRIGHES], FRAD) KOPUEMREIC I 21EEN e IhTns b0
DOWTHbxg & Lz,
< BREMEX, SRS RTIEICH B
< BRI, RGBSR S RTRICH D
LR, ERAEIERICHTWASEE
C EMEAETRICH TV DA
@ ABEl, FhkploWFR b3 E Lz
(34 : 16 ML b
Be 50715 - B 5 | BBIEERS TR TRICR T 2 G842 2512, 1 B 20 mg (FRIBFHC T#%
] EVERHERR SN HEI12IE 1 BiE 30 mg) O#FFHN T, JEROE(LIZIEG U TR G5
ZEEIEE L, FAIE LTI A 1E~2E, &O&kE L, ok, &E5HHIEX, B
R NARRBRYIE G ZDT6 » AU EE 32523, ARERbDIX 12 s AETE LT,
FHmE (WA
D TFEMER « R SRS
QFEIXBFAEEE © BPRS., Bl 2 & O fRUGEE
Q)2
BERS, REER, AIMS, ., BERE (MEFORE, AEFENRE, RRE) .
Tag T, ST A Y (E, Ik KR R OYKES

A 1 CGifit7e Hebephrenie 72 &)
S I (IBVEREERIED H D)

eS|

<A ht>

- ek e dGE

R G447 W O e A B B (h R LB Ll RO =)™ 13 67.3% (37/65), R GHATH
DUERIL 74.5% (41/55) TH 1 . 2% < DIEFNTB W TRIE GBATEEOR B MR ST,
BPRS 2 a7 2B W T H M OLRENRINCHER: S vz,

< etk >
FEAEORIERIZES 8 BHILINICHRELL, EHEGRHNCIRIT 5 ERRFEIER ITE -T2,
) UeERIIRKERYCGEE O P EEUEL EOWEREIRT,

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

QHEKRFE BNE I HRER (T3 RABERTHHER) ¥
LEMNCH DB A RIIERSE 310 flzxtR s Lo 7 7 v A —HE MR (26 5[
#hH. 15mg/HP) 2B\ T, CGI B & 5\ % PANSS # W CTHERE 2 E#H L, FEALME
FHIEH 2 [HAEZ(LES O HE ETOWIM] & Lic, 7V BTS2 — 37 7R L gL
THEDOMEREZK 50%EA S, B E TOHMELAREICIER L7 (p<0.01, log-rank i),
BIVEF ZEBIAERE 1T, 153 B 76 5] (50%) THh -7z, ERBIEMIL, RIRIE 36 6] (24%). 74
T 1B (T%) . AL 116 (7%) . B8 9 B (6%) K UOMRELR 8 5] (5%) Th o7,

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

EE . KB B a Y R—)LOARHE - HEIX IhaXY F—1r Lt LT, @wkA 1A 0.75~2.25
mg NHIRD, HAICHET D, MFREL L T1H3~6mg 2RNEET 5, k. Fim, ERICK
DI EEET 5, | TY,
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@RBHEBEICH ITIREROEE —FERHER (ERXRREER) ¥
HHY WHBPERE S OB IE A X G & U T2 AT 5 S sk 36 R 7 7 & A R IEE % (b — 5 5 AT RER
AR (AMAZE-003) %58 7 LI A2l 2581, ATtk (AMAZE-003) TG L7-in
B A2 “HER FClRKREG L, 7Y Y7 Y= LOEMERS TORENER OH M % 314
%
ZhasxILE, 77 BARxt, CEER, WATRER R
PR TR AT v Y — REF T 2 B [ BEE O BE
99 5] (HNMEMHT X1 96 Bi)
(1)18 m%LA_L 65 mEA
(2) 1296.4x B 1 UFEE, F b LT E Y — RN
Loy — FNREME] LBl S o B,
@V EATHBRICESHF INTE T LIZBE T, 2O PR ORI O LIS L EBH,
B ATRBRAET LI2BE D> B, AT BRO%KE 21 HE GeiTaURE TR FHm
BT CGI-BP t#E (mania) 3 1 (Very much improved) ~3 (Minimally improved)
EHE SN B,
B ARG &Y — REG T 2 R [ MEEEE T, SBITRBREET LA 262 %I,
FATHRBR CHRE LGB LZ —HEMR T Okt G Lic, 7V ©7 7 Y — 3 7Bk T ik
OEG-RNHEMG L. BREUIEAEMEIC LY 12 mg. 24 mg XX 30 mg/HICATEAREE L
7=
B 5 - 22 BRI (154 B E)
(WA
YMRS &7t A, CGI-BP BEAE ¥ (mania), CGI-BP EJiE & (depression, overall)
CGI-BP 3 /% (mania, depression, overall), PANSS Bt RE S G, MADRS &7t
Q)2
HEFEG, HERABRRAEEFR, BRRE, Y7 7F0 S 21 0 FKE, LER
FRAL, SEARIMEAEIRET R E [AIMS, BAS, DIEPSS, SAS (HARLAOFE TR )]

BRT A
Xt 5

EEVAGE LN
E 1296.6x Rk I IREE . Kt

wH Gk
1]

R A F

[#55]
<H x>
(YMRS &§tmD##% (FAS. LOCF)]
B 58t NR—=RF A
75 R 8.6+ 7.58(42)
TVET T =R | 7.4£7.02 (54)
SR + R YR 2E GEAT IR0

12
7.31+10.22 (26)
2.62.54 (32)

22 8
3.1+6.25 (19)
1.4+1.59 (29)

4
9.7+9.55 (34)
3.3+3.65 (42)

(RIREHMAFICH (T D EHE)

7T R TIUETST Y — LR

YMRS & &t a0 E

—-15.4 £12.90 (42 1)

—22.6 + 1.45 (54 f5])

CGI-BP EJEE (mania) DOFHE{LE

-1.9+1.70 (42 i)

-2.9+1.45 (54 i)

PRFHIC LB P ILFE

26.2% (42 B/ 11 i)

11.1% (54 i 6 1)

69.0% (42 {5+ 29 fi)

83.3% (54 5l 45 i)

CGI-BP HEJEfE (depression) DEHZE{V &

0.3+ 1.43 (42 )

0.4 +1.57 (54 f)

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 #i)

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 1)

PANSS BBPEREE A F 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 )

<aetE>

EHELMAERRL ORGP ILCE A EHEGORARKIIT 7R LIZIERBETHY . MRS ER
HERGORRRII T T EARBICHRT I E TS — A BETEN -T2, oM FoRBEIT <, £
7=, BRmAE, uo T, KE, ) ERELTHLREN EORMBEITRO b T, BRI R
ThHoT-,

FERNERL : DRIERE 23 D BERIZ ) 2 R GAER  —EE R - [EERILE R
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SOREEHAFERAR ERARRER) ©

HE

HATEBR (AMAZE-003) %52 T L7=EAbfl, REFI KR OEATRBO®KEE 14~21 H H TORE
ARHFc LD FIfERZRIC, BITRBRTHRS LW T I ET I — L Xy EER (VT
T A IV a i) ORI E SIEER FTOMEEREEZITV., T ET T YL OREI#
HCOREEROEIIINEE T 5,

RERT YA

AMAZE-003 #Bx (ZHasdhF, ML/, 7T BARRR, “EHEMH. WATHERELERR) o
ke 5B (S sk dkFE, FEERRER)

Xt 5

R SUTIRAMET B Y — F A4 % Wi 1 ApEE
59 Bl (HRhHEMRNT 55 55 i)

B/ /AP

(1)18 m%LA_L 65 mEA

@) FATHEROATBIZZ T DSM-IV-TR O TR AT © Y — FOMEHEZ- L, 1296.4x
WA TR e b LT Y — RSER ) | SU3 1296.6x 00 T RS fH# Lo
B — RNEEME] &Rl SR,

@ EATREROTE THSUTHIEF D 5 B L FOWT N0 EHEZ - L= BE,

BARE, REF  ATRBROSETHIO 5 6, TR0 E 21 HE GETRBRi& TR <
@ CGI-BP &% (mania) 735 (Minimally worse) ~7 (Very much worse) & ¥|E X
NizEE CEH) Xix 4 (Nochange) &HIEINTZEE (REH) |

DNFEARF M XD HIEA] : TR O S 14~21 HB TOFIEFID S &, FIEEE R

Rt THH ., 2> oF kKO CGI-BP ti#E% (mania) 735 (Minimally worse) ~7 (Very

much worse) &HIE I 7= BE,

wEHE - &5
1]

TIVET T = I TATRBRE THOBRGEN G L. BARMIGICEY 30 mg/H £ THE
AREL Lz, ARMIS U T 12mg/ HIZHEREE Lz, 7V ET 7Y — L EHFHL T, &%
LZER (VFULAIANT vl 2&O0BETZ L LA,

e HHAM - 22 @M

R A F

A
YMRS Gt O A LR, AR T YMRS A3FA. CGI-BP BYEME (mania) O
VAR, SIRAFT L Dk SFHIRE R TORILH, CGI-BP HEIELE (depression,
overall) D)2 b #, CGI-BP ti#E/¥ (mania, depression, overall) O F3#JfE, PANSS [
MR EESF RO L&, MADRS A& ROFEHZE &

R
HERR, HENMERAEEES, BRRE, 7077 F 0 XM EZAYA v, KE, LEX
A, HEARIMEIREEE R EE [AIMS, BAS. DIEPSS. SAS (HALAOETHM)

GEES
<AEhE>

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

R—ZF A 438

12 4 22 1

30.5+7.75(55)

11.0+10.53(45) 5.11+6.50(29) 3.81+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)

R

70.9% (55 i+ 39 )

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 )

MADRS & &t OS2 &

0.3+ 10.08 (55 )

< P >

o2
52

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

M ECEAZMBEEIEED b T, BAMIRETH -T2,

Koy e IEE R - [EIE R
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| V. BcT 2EA |

SNREXEGRAFERAR (ENRKHR)

H BUR UTRAMEC Y — FE2AT 2000 [ MEEBRE 2RI, [oweik (VF UL
AT amg) ORI EER FTOT I ES T Y —LORMRES TCOREMERER)
HEFT 5,
BTV A v | SRk, IFERAR
POE" BR Y ATIRAEM = Y — K& 63 5 Wi [ RfEE
53 il (AW HEfRAT 8 40 f51)
FEABPUEHE | (D18 LA E 65 Al
(2)DSM-IV-TR OEE UTRAMET v Y — ROIEHEE M- L, 1296.4x WG [ BEE kb
FLVWTE Y — RG] . XE 1296.6x A [ BlfEE KL LYY — RRNRES
e TRV gl B2
(3)YMRS A&t 8728 16 UL ED B,
Beh )5BS | TI VT T 24 mg/ B GBEA L, BERSICE Y 30 mg/H £ THEARES LT,
1] BAEMIIG U T 12mg/ BIZHEAIREE Lz, TV ET I — L LT, RO EEHE (U
FULXIIAIVT el ERRARETHZEE LT,
5 24 W
REMEEE] Hht
YMRS &5 0B AR, YMRS Adtsi. CGI-BP EEFE (mania) O L&,
BHRARFFCE D P IR HERSIC L D IEBIoETE - Pikplo 5 5, FikEE
ZHEAR 53 T kD CGI-BP & (mania) 7% 4~7 THoJER]] . A FFAHHE
HTORIGE, CGI-BP EJEE (depression., overall) O k&, CGI-BP R
(mania, depression. overall) ®OE¥JfiE, PANSS [5Gt RE S S OB £,
MADRS A&t D2 L &
et
BEES AR ERS, BRRE, 7o 7F 0 A 2L A IKE, LE
KR, AN (AIMS, BAS, DIEPSS)
[F55)
<A @hMHE>

[(YMRS &&= D## (FAS, 0C)]

N—=RATA

43 1238 24 1

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 &&hR

-18.8+9.86 (40 1)

CGI-BP EJEE (mania) DAL E

-2.6+1.50 (40 i)

BRFAC &5 b

10.0% (40 i 4 %)

80.0% (40 fil+ 32 fi)

CGI-BP HEJEfE (depression) DEHZE{v &

0.4+ 0.95 (40 )

CGI-BP EHJEE (overall) D&

-2.2+1.90 (40 )

CGI-BP 4 # £ (mania) O-¥fH

1.8+ 1.26 (40 i)

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

4.2+ 1.03 (40 $1)

CGI-BP t&#/% (overall) O -H5fH

2.3+ 1.66 (40 1)

PANSS BBPEREE A FH R O 28 L&

-5.0+ 4.57 (40 )

MADRS & &m0 L&

5.9+ 18.11 (40 )

<zaetE>
greess

PE L CTHERZRME L 2 5RO b o7,

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

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

H “HEEMRHER (ADMIRE-001 iBR) 7 Okt 5 415K 9 DIn M EwERE . L UWi-IC
MABANBILD 65 Ll EOmE K o D tEREE MBS 2541, SSRI XL SNRIfFH F. 7
V7T — AR E ORI 52T D e, B A R 5,
RBRT A | SliakItFE, A—7 R R
POE DSM-IV-TR ZHUZH T, TR OFWMEEE H—=t Y — 8 (296.2x) 1. [K 5 DRPERESE
BAEPE (296.3x) | (2% 4 2 g
FARNEYE | (1) “EHSKRRABR D OBITHE
D 20 %2 B (REBSRR) OFBM KOk
2) “HEHERRAROT 7 RIABCEERIICEBW T, RIS 4 B LR S S5
*H
3) DSM-IV-TR HHHIZEWNT, KO oFtEREE, H—ovY—F (296.2x) | . K9
OfFEREE . MEM (296.3x) | ERETSNEWERE, B, KO ORIE Y — FOJE
RITFAELTVENR, BT ZERITH - SRVPEBRESCRK ) DR Y — RN T LT
WA S TR, TRRORE bR LT 5,
(2) HrEipl
1) 65 Ll E (RIEEERR) OBMHR O
2) DSM-IV-TR Z3HIZBWT, [RKHoFEREE, B—obe Yy —F (2962x) | . kK5
OPEREE, EME (296.3x) | EREIENZEE T, BEOKI DIFTE Y — K3 8
HMLL EfkgE LT b B
3) ARIOKI DFTE Y — FIZBWTC, #@kehl o SANFHEEZ 1~3 [\, WIh ol
FRICBW TS USH A5 Th 5 BE
4) H{E SSRI X% SNRI TiaiEh o BE
WHHE-HE | 7TVETTY— T, B0 1EMIE 3mg/BbRMG L. IEARIBBR TEDT- Visit Z &1
HAfE HERYE (CGI-T DR 3~7 TRRMEICRIE W &R EE - S ERTAS KT L= 54,
1ENC>% 3 mg/HDBEA1TH) IZH/EVY, 3~15 mg/H D&M THRET 5, etz RiE
NAETZSEE, 1EIC2E 3mg/H O REH#ACREAREL 95, 72, —EERAERO
CGI-I OFHM CTREIZ 3~1 23588 LN TZBATHI T, ARIGBRO GBI H-BRMARTOIRAE & i+
% & CGI-I OFHIN 3 Xix 4 Th->Th, ToH—RUENRD LN TN D LIRRE( - o4
ERTSHIE L7235 a0d, EIERE LT 5,
e 5 - 52 AR
FHmE H (1) Bk
MADRS &7F A a7 %
(2) Z4t
HAEFRSL, BERE WER 777 F 08T, A 242 (IE, IRAEE) . RE%
[#55]
<HE>

THERRBR D OBATH RO ICHAAN DTS 65 UL LD EEI DK H SRR E RE %t
G L7 EERABRICE N T, IR e b= R AL EA Tt Rr b= LT KL
F U UHRYIARLEAGFHT, 7V ES TV —L 3~15mg (BifEH & 3mg) % 1 H 18] 52 HEfE
BeH L7zl X, MADRS &t RIZFTROLEEBY ThoTo,

(MADRS &5t R D% (FAS. OC)]

TIVET T gEH] | N—=RATF A 6 1 12 1 248 5218

R BATHI & FHE) | 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)
BATHI 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)

BiEiml (65 %A 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
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@INEREIOBEBRARY FSLEIZHES ZRIEE REERSHEBRY
B HEMEREEO/NEREZ R E L —EHERRABROZTHIC, 7Y ST —/L 1~15mg/
Ha2EM&HG LZBoRZ2E R OEEE Sk R, EERRRIC X VBT 5,
BT VA v | ZhaskItE, FEEMR, PTEHERR
e H AR EO/NEEE (6~17 %)
FoAp BRI UE 1) BEMEEEOZWEEYE (DSM-IV-TR EETER) il HaE
2) FEMERERAE T LIS (8 EIFITkEE L7z )
3) AFMN : 6 mkLA 1T RULT  (JRBRSES 5B AR )
4) MR B
5)  APBE - A kDBIEZRT A
6) AIBBROBNINTYeNL - C, XEIC L HREBENRGHEE LV ELNTBE
55k BIEHEII 7TV T 7Yy — v 1mg/HE L, #FHE1~16mg/HE L7, Img/H LD &S
PG 3. 6, 9, 12, 15mg/H &JEK, WE L/, HEMEIT 1 HEL EE L, BHEOHE
IS EMOREICL VT, WEE, AREICHEO S 25613, YEMOZKREIC K
VIR & LT,
B GRS O] A ORRIZRT RS, FTEEARR Y —E DRGNS
72
AT B (1) Bk

< ABC-J ® 5 DO T RER a7 (&g, 28, ®RITH, R SEE. BK0)

- CGI-1

- CGI-S

- CGAS

- CY-BOCS (#8178 A)
(2) ek

HEHG, BRKRAE, KE, HE, BMI, A #1484 o LEXBA, 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 MEMTHRREXI7DH#E (FHMHEITNEER. OC))

R—2 54 8 i 24 1 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)

CEAE AR R ZE GEmBIE0 )
BIRTYWRE OBEG N b ED > TR K 581X 6mg/H T, 25.9% (22/85 i) THV . FA#H
G873 15 mg/ H O#ERE OFIA 13 22.4% (19/85 f4]) Th -7,
BIRTHERF OFIG D e b Mmoo T w5 81% 3 mg/H T, 37.6% (32/85 #]) Th -7z,
R TOFEE WML 428.6+2297.2 H THo7=, IR THEHRIEZ 169 HLL G 7= 95k
FHOHEIEIX 70.6% (60/85 ) . 337 HLL L& G I #8E OEIAI1E 52.9% (45/85 i) Th -
7~
<>
ZetE ECEKRMEL 2D RITRD b oT,
FNERL  NEIOBAARY b T AREICLE O BRIk 2 R

(5) B - WIERHR
KR L

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



| V. BcT 2EA |

(BFEEARERE)

T 77 A FEEM AR (A KRE  REERICET 238E) . =) 7 7 A FEEf ik
RETRA (Ua RRIE - BEIRIE) . =BV 7 7 A FE R A (G RE - Kh#), =) 7
7 A FEM G A (UG RIIE « ) . =) 7 7 A eI A (R RIE - 4F
PERE) . BV 7 7 A ReEME A EGERE OREREE) . KO B ) 7 7 o FrEfE AGERE (9
OfF 5 ONRAE) . =Y T 7 A FREME AT A CNE - BEAAAS R T LHE) D 8 DDOFFE
ikt FH A R A A T L 7=

(TEY I 7AREEARERE HEXRE : REFEAICETLIHAD) )

A A 1 FARFPEICT Y 7 7 A B 5T DEFICHONT 1EMOBELZTV, EAEETFICE

TR AR R LT,

ST LEARVERRAT S GUEBISK : 3719 Bl A ShPERRNT I GUEBIEL - 3705 f

[ 2R]

< BEAME>

LEARVERRAT R GAER] 3719 BIIC IS5V T 1042 5] 1825 fFOEIWER 3 M Sivie (BITEA - JEYLESS
Bl 28.02% (1042 $1/3719 1)), EARBEHWERIEXT Y7 (202 £, 5.43%) . RHEE (134 {4,
3.60%) . MR (72 . 1.94%). R4k (71 £F. 1.91%). L (46 4, 1.24%). B (43 .
1.16%) ., /"—F V=X A (391, 1.05%) TH V., KBRFOENWEH - EIYEFR SR DL & bl L
THAICRTE L 2 2RI D b o7,

<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,

(TEY 77 A BEFRABERE WERAE : HBRKE))

A D HIY R 2 A0 LI RA RS 2R BICT ) 7 7 A DR, A2 R LT,

SR BARVERNTRI SUEBIRL < 119 Bl AR WERNT SYERIEL - 119 i

[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=,

(ZTEY 77 A BEFERABERE MEXAE : KbhH))

o B [y T 77 A B LA KTED ABRE 2550, (KE, JRILE, ENa%OHB %

BEL, KPFEOTIKICONTHRET LTz,

St SR LAV R GHEGISL : 122 B, AREMIT A SUEFIEK : 122 6

[#55]

<BAEVE>

LARMEFENTRIGHER] 122 BlIZIT 26 5] 55 FOREWER MG Sz (RITER - EYSERBLHR
21.31% (26 /122 1)), FE2RIERIIEGE 3 72 & DistkEE ) Th o, KPEOREIEHRO
HBUI 2o Tz, Zd, KPFICEETZEIER L LT, Z8UE, K U 7 aiffE, mH) sy
7 LIS 1 RO BT,

<HZhME>

A NVESRAT R SAERF] 122 BIICOWT, FRA Y EMAVHIE U7 o SR B E 2 5 LS 3,
R DL EodESR CHIEAREE 2 B &2 FR<) 13 37.50% (45 #1/120 f5l) TH -7,




| V. BcT 2EA |

(TEY 77 M HEERKERAE (MEKFE : R%H))

FRAD HY AMHIOMERRERE ST 228 7 7 A OMHFER IR T 5 ZEM, A4 MR

L7,
o SIE B L RNERENT R SEFIEL © 944 B, B RWEMAT R SUEFIEL : 941
[#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)
HNVEMENT R RAEB] 941 17> 5 ¥ 5570 BPRS MBEIEZ I N T e 2 il Z Ry 7z 939 Blic ks
T, AFIEG-BRLERED BPRS F—# /12 a7 (CEXEAEHERA) 1 63.47115.56, #5-Billatk
8 AMFICI T BB G-BRIAIE) B DAL E1L-23.47116.07 Th o 7=, KA GBIERO BPRS =
TAaTE 17.99+4.92, #5 8 T 10.66+4.58 TH V. BEHBAEK) L5 8 WEF DLl
#IX-7.33E£5.25 THY ., 7 7 AXBN L HBREMEIK T, EEREE, BE, G - 83X KL M|
IDNCBNTH, FEHGEENLHEEG SHE £ TOXRAIZB W TR BA LN,
(BB L)
BIENERENTRIGHER] 941 B D EKEFHER R CTH DG 8 #HH & D W\ TG H LR ik E
FEDHIE STV 2 872 BZOWT, FHEH Y EAIDSHIE U7 i ik DR UGEE 2455 L7 RS R,
EEIGEL EoUERE CHIEARRE 10 BlE2R<) 1 54.99% (474 #1/862 #i) Th -7z,

(TEY 77 M EFERABERE (HEKRFE : FER))

A D B T 7 7 A B HHR T OREIRIE I OV C SRR T O RE O, HERO RE OF

. BHE - HAEROREOFEICOWTGRE L,

SEIEGIEL | FRASIRIE RIS 20 0

GRES

<Zatk>
A AL LTz 20 BIICRWTHIBEICE > 72T 16 i, 4 BITHEICES T, 72, 11T
HEEDH R RATH > 7o, HEICE -T2 15 BIOSMIEOWNRIE, EW5M 9 i, 7 EUIB 4
Bl FREDWLBISL AR 1FITH Tz, HEICEDL R o7 4 BIONFUR, WREE. HIRGTE,
N THPE B OF EAMEIRS 1 BT~ 7=,

<HWME>
AR BT D R INEE L TRy,

(TEV 77 AR EFRARERE (BUBHEES))

A D B FRBPEREE 23610 2 BEIR OB 25 RIC, T8 ) 7 7 A O HER T CORAMEKOHZ)

P2 RERE L7,
K GURE I LRV R GREBIEL - 626 1], A DMERAT I SIEFIEL 621 H
[FE5]
<>

LEARMERENT R GER] 626 BIIZI5\NT 170 451 275 O RIER 23t vz (BIVER - YSE S BUE
B3 27.16% (170 #1/626 f5) ) . ERRWERIZ, 7227 (48 £, 17.67%) . IR K& OHL

(% 18 f, 2.88%) . WiMEEZ (17144, 2.72%) . #1952k (14 . 2.24%) . #15 2K
KOR—F Y = X5 (% 121, 1.92%) | fEREREE L OB (& 7104, 1.12%) . RIRGE K
OIEBEE (45 6 71, 0.96%) . Hh (5F, 0.80%) THY . AR L il LT, A& CTHiIZ
fiE & 72 DEITER D B o 72,
<HM>

(YMRS F—# /LA =27]

YMRS h—# /L2 a7 (CEEEEEERZE) OHERIL, B 5-BiaRe (BRZART) © 26.7£11.7 125,
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<) 13X 71.5% (435 #1/608 fil) Th -7z,

(TEY) 27 A BEFRABERE (52F - 5 OHKEE))

FEOHN | BAARTHARRNARD DRRV D 9+ 5 SOREOBEEHNRIC, =€) 77 1 O

FFERETICB T D2, Aot LT,

St G 5k LARVERRNT I GHEFIEL - 1103 B, AR GUERI%L - 1090 fi

[F55)

<BAEVE>

LA MR BER] 1103 BIIZ3V T 239 6] 330 HEOEIER A ME Sz (BIVEA « RYUEFRIL
JEFIHE 21.67 % (239 $1/1103 1) ) . ERBWEMIZ, 727 (521, 4.71%) . KEH (39
fF. 8.54%) . AHRE (23 . 2.09%) . IR (21 ¢4, 1.90%) . B2 (15 . 1.36%) . &
O (10 . 0.91%) . R (19 1. 0.82%) . #=Ek (8 ., 0.73%) . EATHEL OEIRD (% 6
. 0.54%) . SlligrE, REIREARIE, YAF 32U T, R M OFFHERER T (% 5 1,
0.45%) ToH V., KB L EE LT, AHA CRICHE L 2 2B mIERD b7,

< B>
(MADRS A&t )
MADRS O G HR OB D OZ b CEEEESD) 134 FAGRE Tk L. 12 7 H % Tl3-
20.4+10.4 Th o7, RFREIZIB VDT HAGRREE TOREKRER & FFEE O MADRS &5t O8GE
DERO BT,
(CGI-S)
CGI-S O Hain 602 b (FHEESD) XA MR CHlis L, 12 # H#% Tix-2.1£1.2 T
bolo, BHBMATO CGI-S OEAEERNCEK5-BM#% O CGI-S O EEE 2 st L7ofER, #Fid
TREZEIBED N2,

(TEY 774 BFEFERABRERE CMNRE - BEARARY b3 LJE))
FEDOHM INREIO BB ARY b5 AEICHE D BRI Z T BE AR, 1ER (52iHR) 0Bl
ATV, BUEEIRSE % O FIC 1T B2tk BRWEL R LT,
St SR LEAAVERRNT R BHEGIEL : 510 . A RWEMAT R SUEFIER : 489
[#55]
<BAREVE>
L AVEFRAT R SIER] 510 B3V C 116 FIOEIERANHRE Sz (BITER « EYYE R BUE G R
22.7% (116 /510 1) ) . EZEIER X, IR (48 B, 9.4%) . {KEEM (17 Hl. 3.3%) .
L (76, 1.4%) . BEJTHER OEER (%661, 1.2%) . B (B Hl, 1.0%) THY ., KR
F CTOREKRFER & Rkl Th - 7z,
<HIE>
(ABC-J ®HEMY T 24— )L 2 a7)
BB BIER D) 2 27 CEBE£SD) 1% 19.8+9.5 (896 #il) . Ei&#Hl (LOCF) TiX 18.0
+9.0 Tholz, AAEIZEB T HAMMEICHBEITE D bivieroTz,
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(BUE B 5T R B PRELER)

FUETSV—ILOMERAEREENRE LB ERFTEHRBRAR - ERBICRIFTZEORE )
;ﬁ%ﬁ@ﬁé’] EIUHE, BEPRIFE e OV OBEAE N 20 WEE S RFIE RS 2 8 & LT, AR ORERBICRIZ T
et U, OFE CTAEIME LR OZEMIC O W THRRE LT,

KT WA v | ShaskdFE, FEEHR, B5HE 52 #HE (14F)

PIEA EIWN 41 Jak

BECH AT R GUEFIEL : 101 B CHTEITRIRRE : 43 B, BEIRERE - 58 i)
A IMERRAT R AEBIEL 100 B CHTRRAIRAE © 43 5. BEVBIRRE : 57 #1)
LRVEREAT R GUEGIEL « 111 6 COrglaEaE - 48 . BEIRHAE @ 63 f)

[FE5]

<PERHHC RIE T >

(EZEFHEE B - 22 b

BECEHARAT S SAE ] 101 Bl C, ZEREREMAEEAY 126 mg/dL LA 1278 L7248 13380 b
7ehoto, 110 mg/dL PhEZ7R U gkBaix, & G58E4a %f5m(mm)\%®o%ﬁﬁﬁ%ﬁ
T1H] (2.3%) ROBERIERET 461 (6.9%) Thoiz, E7=. BEFFMEHEA 200 mg/dL UL %
R LTEHERE LR Lo 7, 140 mg/dL DL EZ7R L7-#BRaE 1. BEIRERED 1 Bl 5
N, TNHOEMEIE, WThh —FR b DT, KJOFRGE2EFET, RIGHF TEIE L T
60&%‘W@ﬁmﬁmﬁnﬂmymuiXi%ﬁm%mﬁunmymui%?bkem%ﬁ
G, FERBHR G ZE BIC X 2 ATHEN I S 2R, W oORER & AFNICEE#E T 25 &
B2 B DR w@%n@wk#ﬁéhfw

(RIRBRHEIE E : HbAle, 7'V a7 V7 > ZjER; CPR, 77 4 A% 27 F>, L7F  HOMA-
IR (Homeostasis Model Assessment for Insulin Resistance) . #E&®. AELKOIEH)

BIR AR B O WT IO EHERB I, AR G-Ri0 D& 5% 52 B E TH LN RZITRED b
NP AFB GBI (Z HbAle 2 HEYEME EIROD 5.8% % B 2 7o LR b o T, 2B,
BHBREICBE W T, RELXOCEREESREIHEML, 228K CPR, L7, HOMA-IR Kk}
JEPH DN, 75 4 RR 7 F v OBERD NED LT,

<HE>

(BGstE - BRMEERAEAG R E  (PANSS) )

G REAR D PANSS §Hli REDOFEHE (LOCF) %, T _XCOHEA (&REEEEAH. Bt
RESEEEAH. BEREEEESF, RAERBMRARNEREESH) IRV TAREER LY
KEZ R L, #E5Hp% 52 HORREEEEATHI, 5B D 2041221 CEXE R
Heff2) Wb L,

(CGI-T]

PG RERIROARAF 5-B6% 4 BE O 52 HIZHk T 5 THEEEeE) D EodE=R (LOCF) |
%n%m2um(m@mwﬁb&U5mm<wﬁﬂmﬁnf%ot(Fﬂf&%JuL@&%
# (LOCF) 1X. =121 67.0% (67 #1/100 f5l) KX 78.0% (78 #1/100 %) ) .

<§ P>
EVEREAT S SUER] 111 BlIZBW T, BIWERIIE 93 Biic 255 B b, BITEH BT 83.8%
(%ﬁMHﬁDT%oto%ﬁbtfﬁ WERIX, b ~ve 77 F w8 46th), 7T
(22 1), (REHN (17 1), FHRE (13 1) THh o7z, EELZRERIZ. 5012 5 R0 5,
FEER (8 1F), BMIER Q) o (% 1) ThoT-,
2) RRBEFHELTERFEOABTXIEIERL-FAE - ABROBE
MR L

(1) 204t
AR L
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1. REZPNICEEH SLEMRILLEME
NEAY Rk URASY Ru ®f 377 IR, YTy sarTav D URRE, A7 0P Y
V. VI FT TG, SuxvosiEgE, Tatrkv ), sudroik

HE  BEOH LAY DOLhRE

2. EIEEH
(1) {ERERLL - 1ERAEF

TIES T = I R Dy ZR/RIRE 7T 3= A MEA.

FIRRFL, RBORMIEZSRT 5 &,

RNy Dy BRI T =2 ME

A, 'r b=y 5-HTwa ZHREEY T T=A MEAKR Ot b= 5-HToa TRKT X 2=
A MEA 2 FEFORAITH D, PHEREFIIRHTH D, 26 OIRFEER N RKICB T
HEMAMEICESE L TWVWABLDEEZ NS,

v
)

g

%$H§QW%E/HEEE‘
IWFI=A+ I
@l KT ., _=nnniili )
\
FUST=Zb 7
Ao ||~“\—Ju> g' SEFETEL MEGEELEL
~NY Ry A
BANGSEGOEE METE

K= p)V7I=Zb
FUEISJ=I)

N
- 4

()
RE
~

o
n

VD RBERIZHTEITIETSZIV—ILDOER,T7TI=_AF =¥ )L7IT=X ) EA)

(A) RIXZ=VD2REH7 V5 I=Z bk

RIS e R mE BRI B

JJ.JJJJII»

WREEER

TR B

RINS eI R mE (R T 0

WEEEET

TR TEEE

(B) RIXZVD2ZB/RHHFR7I=A b

RINS A iR mZ BRI

JJ.JJJJII»

WETEER
BRI D FIVEE)

RINSAEB) AR (R TS

{REET

g

R2ITHMHLEN
CREEUR VI FIVEE)

(EFUEYTFIVEE)

w4

MHETHRTS
CREILUR VI IVEE)

—3
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(2) ENERMTDHHABRBIR

O =ZHREBRME (in vitro) ™%

TSI — LR,
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in vitro ZBEWEARR T, M# % e F 23X Do, B F K283 Ds,

thtwo h=r5HTua kOt btwa b= 5-HToa ZHEICKH L TEWEFMEZ R L, & b RS
I D4, B hEE M=V 5-HTec, B hEr b= 5HT:, Ty FRIMEET FLF U2 a KO
EReEAZ Iy Hi ZREICHRIEOBFWEEZ R LIZ, VUVBEIRL AT Y > M1, 7 v hOfgs
AH VY Mg EOVENLE  MaELA A B U > Ms S BRI 28RS - 7=,

- e AE A BT
% & Kk & * Kifif (nmol/L)
ARPEA
Ds t bk R8O Doe AR 0.34%
Ds [ N AN D P 2N 0.8%
Ds = N AN D Y 2N 44%
o h=%
5 - HTia t hto =5 - HTWZ AWK 1.7%
5 - HTaa b htw k=25 - HToaZ A1 3.4%
5 - HTsc b htw k=25 - HToo 2 A1 15%
5- HT; t hto h=5 - HTPZHK 39%
VT RLF U %
a1 Ty NRMEBET KLU v ZRIE 57"
EAZ IR
H: bbb 2% I UCHZFIR 61%
TEFLaY L F
M O RREAR A T Y M A >1,000 I %
M. 7 v bOEA A U Mo AR >1,000 I %
Ms FLE Y NEBL RS Y M BAK >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,



@

| VI Sah3ERIcBE9 %38

RS2 Do BWIRE /3 7 = A MMEH 2050

ML B e N RN /sz’ﬁﬁ@%@%??% == AN AK—PIE (CHO) MRz Hvi-G

EAESGRED D WVITIERBIRIED F32 UDeZ BRI T 22 RAEGREIRY | v b kX3

/D2xéé‘rfzfi%§fﬁCHO1’*Hiﬂ’7 fécAMP%?BF‘J: L7y ROV » MRS R T IR (RATSE
B0 70 F o5 wEREL LR 2B\, TV ET TV —E 82 VDo A

w ﬂbf% YT A=A MELTER L,

i) CHO MIC3H SE/-fi 2 A e b F82 » Do RIS 2 8UFaE (in vitro) 2
RV Do ZBIRICHTHT VT T —vo#iftts, G EHESARETIT RS vz
KIKT T =2 FTh 5 [125]]-7-OH-PIPAT., FHESGWRETIE RRIVERET X FT=2 |
Th D BH]-AEXm &2 O THRE LY,

TIUET T = K32 Do REERG T 2= xbf%éTwyj%&H%_\G%BW
FEABRED KXY De ZRERITHART G EHESAIRRED K33 D AR ﬂbfﬁ
2 EOEBRIMEEZ R LIz, £72. TUET T =D R332 Do 2RI 2 Bifnikl
WIEMHAREDE TH D R/ TR TUE D DI E Do T2,

INGORBERIYD, 7V T — I RV Do BRI L TR T =AML
TERT 5 Z LR ENT,

PHE EHKIHE (nmol/L)
[1;5111]3_A7VI_‘&1){_ SH]- % i A (B) Ki(B)/Ki(A)

T Id=Z

Forrm—iL 95+ 1.5 634 + 151 67

INARVA 17+ 1.0 576 + 192 34
W7 I=A K

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

FNTY R 0.16 +0.01 0.36 = 0.04 2

TIUEFT— 0.34 + 0.02 0.70 = 0.22 2
T A=A B

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 =411 3 HDHNE 4 BIORBROLAIE Mean =S.E. %2, 2 [BORERDEA 1T Mean (range) 2717,
7OHPHAT]RG)F7/xsI:Lm¢/2(Nm:nunvNﬁ’4ﬁk2’7mtn&? T sV
S-(-)-3-PPP : S-()-3-(3-t RE ¥ 7 x=A)-N-n- 72 E/L-ERY

%)

RN Do BART =2 M G EHEHERGRED R332 Do BRI~ G ERE2AIRED
KRRy DA RICR L L0 @Bt 2 =3 2 L6 T D™,
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i) xR e N KX Do ZBIRE T2 cAMP EREEICKT H1EH (in vitro) *

T A A Y URERIZ X D AN cAMP ERARIEY L LT Y ET T — D K832 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 ®EFEIZB W TR KIS (8 25%) 720 TOEMBEITREEE (10
‘mol/lL) £ TEbLANoT-, H—FEFTTIETT Y —iE, RRFRMLZE K282 100
nmol/L ® cAMP #HFEMHNEHN R L CTHEKFRICHETIL, 7V ©77 Y — /LVEIRINRIZ
B ABRKEIGOEERBE L o7, TNOORBEFEELY, 7V T T — T R
Do ZBERICK LTHE 7T T=AME LTERT 2 Z LR ENT,

~—~
(=]

=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 FFSHANLRZL-2-T FF212-CeFax/ )/

(TANLRAY VHIBIC& BAMPEREEIFIZEL LETUETSY—ILOD
RIS UDRZBRTI=X MERET VA2 TR MMEA)

) RASI v Dol ZHFMKIL G ERD &% L THIAN cAMP 42 EI LT, RV DR 7 T=2
MI7AnAa Y VHKIZ XK D cAMP OEREZ D SE5 2 8L TV 5%,
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iii) 7 v b FEAFEEIRO K32 LD BN 57 0T 7 F AT AVER (in vitro) ™

M=~ b OWMREEE R FERARTEMRO KX VD BERICHT 7V ES T — LR R
NRIvoT7I=A MERE, 70T 7 Fr OlEMZRE ([T Liz®,
TYVEFZ V= (10 °~10 °mol/L) 1Z3X10 “mol/L X Y KRN T 10 T 7 F o e
AL, EORKIGIE K82 U &2100% & LizHA, T1% ThoT-, FERIC, K732 2Ds
SZREES T = A M THHS-(-) -3-PPPORKIKIGIZS9% ThoTz, ZIHDFEY DT 1
70 F VEBEMEWER I KR VD BRT v X T=A N THDH M aRY F—Lic L HE
REFEMICEBICHI SN, o2 Enn, 7Y ST — bk FEREFTEMRO KR
VDRI LTCHESY T T = A R ELTEIT S Z LR &EN T2,

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

@ K83 v Dy T T =& MEA

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

TIVETZ =D RN VD FRICRT 57 T=A MEMZ, M2 R e b RN U Ds A
RFEBICHOMAR Z VT, 74223 HKIZ X 2 M NcAMPH RN HIVE ] 2 I/ L
7=

TIVETT Y=tk b RoR82 D BA (hD3 Ser-9-High) # % L7-CHOMAIZB T, 7
AV A3 Y R E DI ANCAMPEREZNERME 7 LT A= N Th b KNI 2 L RERICIRE
RIFANZHIHI L (ECsofE : 99.8 nM., Emaxfi : 38.4%) . K/ UDe BRI LEST =4 b
ERZ R LTz, £72. KX U OECsofilE 1.64 nM, EmaxfEi369.8 % Th o> 7,

) TERAREEMIRO Y v 7 7 F U AN, R TERAR RS AEEMER O IHI LB A1 TR |
ZOMIED KRy DS BEBEM S D L, Ta T F UEEERBEINT D 2 E A BTN D,
R MIIE 2 O 7R R TIEL R3S U OB BN 2 W T2 ORI IS 7 a7 7 F 20N B 3R bR
SNTL D, ZORBRRIZBWT RNV Do FRICHK L TT I=X MEHADR S L2E WX, Vv T7 07 F
N Uiil- i il e P
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120 1
w 1004
He
§§°\° 80 -
E\e"‘\' 60
o I’, Vv SDZ 208-912
Qg 404 @ Aripiprazole
A ~
T 204 A BP897
N B OPC-4392
O T T T T T 1
-11 -10 -9 -8 -7 -6 -5
Bf - mol/L (Gt 3RZE#HA(E)
T—RETANRAY DRIBBEREZH T SHBRACAMP 2% 100 &£ L% TRl T,

(B k F/82 2 DsZEK (hDs Ser-9-High) IR CHO #ifRIZEF57VETSY—IL
RUELZEZD I+ ILR 2 U2k BHREH cAMP Zi5HNH|1EH)

@ tw b= 5 HTW ARG T =2 MEM
TIVETFIY— L0z e ha =25 HTia ZBRICKT AR . ke b= AREHIo k-
DY R O%ESMEE 1 b = ARBWERRIC T 2B [ oW TGt L7 2 A, 7V ET T
—idt e b= 5 HTWSAEICH S 7 T=2 & LTERT S Z LR ENT,

i) CHO Miflc R B S Bz M e h o k=2 5-HTia BRI 21 (in vitro) "

TIETZY—notu b= 5-HTia ZBERICxT 27 T=2 MEAZ, f#fizfle o
k=Y 5-HTiwa Z &% H CHO #ifdz VT GTPy S A 2 I at L=,

TIVET TV — ik bEr b= 5-HTia T/ EZ FBL L 72 CHO MifafiE~o [35S]GTP v S
MOBETIREREHICHENES Sz, £, KEDOBAIEREOEEL 2D G BEAE~D
[35S]GTP v S DEAFEA R (Emax) 82 F=1 10u mol/L MBS EICKT 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 EISV—IL /,"/ﬁ

[ e

60

40

(**S]IGTPySHE& (%)

20

7.
=

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 = 5 HTASARIZICEAR LR L THBY, 7a3=Z Mz L v GTP f#A7%H G & LA Em
THZENFESN TGS,
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i) To b= REHCH T DEROBE (w7 %)
TIVETTY =i, =7 AFMICE W T 30 mgkg (FRO#5) Of&TEr b= #HWY
Thd 5t Rexi Ay N—AFRE Es s HREICHD S8,

iil) MR a b = AEEM RIS T D ER oREE (T )
K7 a T =V TDZ v MW, BRSO 'R = I PERAIIE LV FigkSh
% HAREMRR K BE 2, TV BT T —LoERZBRR Lz,
7V EFT7Y— (0.01~1.0 mg/kg, FIRNEEE) 17 v M OERREREZOE 2 b= E#E
PRAEAR AR D8 KRB 2 - ARSI L7z, s &E (5 mglkg, #RNEZS) 2B\ T,
FI295% L E DRI+ 2MEIER RO bhiz, TV ET TV — LDt o b= k3
KK AMENWEAIL, BIREOE o h=U5-HTia7 > ¥ S=A h THHWAY-100635(Z L ¥
LSz,
INDDOFERNG, 7TV T T — AR D' 7 b = AEEh AR O K OERIR
e IS ET S0 b= U5 HTWS A RIS T I=2 M LTERT 5 Z &R ENT-,

® 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 ZMpILiz A, TIET 7Y —idtn h=r5-HToa ZRIBICT VX T=A b &
LCERT 5 Z LR ENT,

) ko b= LD P AN A~D IV 7 AFRAOIIHENC K D85 (in vitro) * B35
v N FERERER B P11 Mz v, e b=l X 2N ~D B v T A E TR
BELTHFLIZEZA, TIET TV —E, Bu =il L 2N~ Ly A
O|AETZEICTa vy 7 Lz,

I1Cs0fE (nmol/L. f&r#5)

FTIESF— | JRARY R maLl R—jL VA= M=
pel = NI/ g hal ¥ 11
WAV T LR EBE AN 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 5HTaaSZHEKT v Z A=A MEHERT 5 EZ 2605t Rr b= 5-HT: %%
K7 A=A RNTHD 5-A XTIV AFARN) THI NI DERVITENCHT ATV ESZ
VS VOERERRI L 2 A, TIUET T — LT EIR Y EE &l L7z,

EDsofE (mg/kg, #&H0#5)

TIVEST = J 2T Ry Y R—1

B-ARFRLTRAFNIY T H I
5 AR D ATE AN (v U %)

7.0 0.01 2.7

® WA IRIEHEIRICEE S 28T T L COUGEER 01
TVETTY— UL, BBHEIEROEE L EZ 5N TWD T v b S RERRERG 23 L. RZER
DIETHDHEEZLNTWD Ty a7 U7 MUsZH Lz,



D 7 bR (7> b)) 0
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TIVETT Y= (1.5~30mg/kg, OGN, 15 & 30 mgkg D& T, HlERMIZE
Br b2 5 2 & 7p < SRPFERRER S & F BARTF RIS 0> > BT L7z,

sa)L7aovoy
20

15
10

'l**l

10 30

oLEL b
B 3
(2)

7YVETSI—IL PAY=Ra RN ey
E 20
8 g
$ 5 - *
5 i
B olLLL LI LIL o
B 75 15 30 B 0.3 06 1.2
1) (2)
n=>5-6
STEHITLT20E BFE() 5% T I ET7IL—4EBRIEK, Bi(Q2) £EEEK
*P<0.05 **P<0.01 ZFhEhOAEMExBE L O LE (MR Steel #&7E)

(BEOBHRREOSFHRIERGICHY S1ER)

i) 7y har7 U s MIEICHTER (7 k) W
TIVETT7Y =% 80 mgkg (FRAOEE) OM&ET, AERI2 7YV 7 MEHERLT,

R NT A= =B G2 D EAONLE RV a v

—ME, i 7 ) 7 MERZRLEAERICBWCEEL 52 2o Tz,

FUETSY—IL nanRty K=
40F T 40
i
5
w30} 30}
#
= *
= 20t 20} 4o
[
35
Kol ## 10F
i-n ’ll
0 I N N Y Y 0
E® 0 3 10 30 TE® 0 03 06 12
LS ey LY
N=12 =
##P<0.01: BEL LELOLE (HHlt-RE) FA R (mefke)
* P<0.05: #FNFNO0megiE & DEE (Rl Dunnett #5%E)

(HERBMFREDNI TV Y MTEIZHT H1ER)

@D WEVT—FRIEHN (7R, Ty b)) @

T ~DEZMHIIX LT I ST

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,

T TS am Y

FY— lawIv F—
< | WEATEIOMEIER (a) EDsof (mgkg, &O#&5) 0.2 4.3 0.09
7| HE VT —HERIER (b) EDsof (mg/kg, #%NO#%5) 3.5 6.7 0.3
A | KAkt & L7 —#ERIER (bla) 17.5 1.6 3.3
S | WREATEIOMHEIER (a) EDsoff (mgkg, #&O#%5) 5.3 10.1 0.4
v | hE VT —FEEA (b) EDsofE (mgkg, #&A#E) 66.9 9.8 0.7
N MRt 2 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) ™
HEEL7-7 > b FERAEFMENR L0707 7 F U HPIcHd 57 I ET 7 — L7 =%
MERZ, RIS VD ZRIET A=A N THBEIHX VR — LRI LIz ZA, TIES
Z = ViE, Iin vitroiRERIZEBW T T > b FIRIRRTEE KX Dy 2 BEICKH L TH 7T 2= b
ELTER L,
TIVET TS = NEIR—=AT A o NEDT 0T 7 F U BEEZEEERFOIE T SERE0n, 2V
NRE Y= UK 36N ETIET L, 7TIET I — LI TN T I=A N THDHL A XF Y —1 &
DHFH, XR=Z2T A D T8% %~ LT,
Flo, FVARX YR DT 0T 7T UMBIMETERIX, 7V ETZ Y —L (10°mol/L) 2 X
LN,
T VST =L X VD ZREEROIEMAL A LT FRIKFTEED 7 v 7 7 F 2 i I E
MERETHLEEZ NN, FOEMEIIALT A=A RN THLIZ I RF Y —L LD 5L, T
V7TV = EEATEREORN RN 0D 2B KT A= MEHZHT 5 Z L DREB I 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
A=A RNTHDH I EIRENT,

A 100 -

A

™S 804

Ta “

¢ ¥ 601 X

VK401 T X

H\ u ..Q‘ .............. §

”*:glﬂ;'l 0] "OTTUETIV—L

o = O A REY— L

1\ 0 1 1 1 1 1]

Pk 10° 108 107 10©
EW)REE (mol/L)

EMLBFOBUAN SO TOSIFLDR—R5A%E100%E L=, MBI IZELDRED
EYTUEL., HBHITBFETCLEL:, T—2IZ6EIOAIEEDNean+S. E. #RF,
*P<0.01, xtHEE L DHLE (Dunnet's test)

(HEEEL=Z v FTEREDRANSD TSI F Ul 5 & EMOHIHER)

© ;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
bl CTH D GSK-38 DV Vb ZEE L, [FRFICHERRER - Th 5 BDNF FEA L AEITIL
H L7, ERPRBHERETH LI o) F=LE N HICeL B L E 2 Ixholz, 2O &
5. 7Y E77 =ik BDNF sEATLEEZ N L2 GSK-38 O U »EE{b<° Bel-2 A 2R+ 5
LR MR DN AT AR EE R 2 T 2 FTREME D R S A7z,

E) TEAREEMIRO 7 0 Z 7 F AL, R T ERASR RS AREMERRR ORISRl 2% TR Y 20
LD RS U DeZ BENER SN D &, T 0T 7 FUBERMEMT 2 Z ENmb T 5, Rk
BRR T RS O ZBL R 2 N e ORI TS 70 7 7 F o AR EN TS 2, 20
RICBNT IR VD ZERISH LTT F=2 MERRH WL, 7'v T 7 F Ui 2845,
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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 25071 . 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=,

(& SH-SY5Y fifaICH A7 U ETSY—ILRU/NARY K—)L®D BDNF EXEI(Z
x9S 4ER)

7V ETT V= EEFH D OFIPH T 5~ v AMHIKIKT A b OMEEHRERE 2§ 5 ER P
TIVET I =& THEEORT ) OFl (2urI 58 BLVEZ Dy NaxteFr, N7
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 LTN0.06 mg/kg ; iRERBIAAR 30 /oy RIMEIEN G KOS OFl (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



VI

| VII. S#@hieicBid 55 A |

. 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
R AT F 20 BT V€TV —/v 6 mg (FilbE) ZZ2fERFHERE DG LcGE . BRI
BIFCh 0 | KRB ILIE PR TP 55 3~4 W CRom I BE 123 L. R HH o1 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]

% Tmax Cmax t1/2 AUC168hr AUCw
(hr) (ng/mL) (hr) (ng*hr/mL) (ng-hr/mL)
TIVETT = 20 3.6£2.5 | 30.96%+5.39 61.03£19.59 |1,692.9+431.7 | 2,024.1%703.7
OPC-14857 20 [69.6t36.4| 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 D TV BT T Y —L 3 mg (WHHK 0.1% 3 mL X3
HHE 3 mg 158 ZZEMERFHERR AL L2GE . RELIKRIMIE TR T 5-#%K) 3 il Chemfi
WCEE L, SIS ORI 60 BE TH o 72, F 7z, MU AUC168hr S T Cnax D XHEA Hi
EOFEENEDZED 90%F X I, WL b A PRI RIS E SEUE T H 5 log (0.8) ~log (1.25)
OFFANTH L Z EnD, WRENIAEDFOICRETH D 2 LN HER ST,
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B B

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

—3

12

24 36 48

7I2 8I4 9IG 168 1é0 1;32 1;14 156 1é8 (h)
B E®EHE
EETR0.1ng/mL) RiFEOMFREYEEIL., Ong/mLELTEHE

60

(Z7YETSYJ—)L3mg BEIREGROEMEE/NT A —4)

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

HERRAICT VBT Y —/b 3mg (AENAREREE U3 E@sE) 2 22 i8R BLRIRE D5 L7
HERZAL IR (T G144 3 W TR I L, AU 3K 60 BFfI T -7,

B | gy o (o o)
NI 20 | 2.6*=1.0 15.77+3.313 59.21+13.40 762.1+188.2
W bE 20 | 8.5%1.7 15.32+2.521 62.11+14.17 743.1+196.6

Mean=S.D.

EL /N
[N

%
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

MAERTIET TV — Vi EE (ng/mL)

- 1B i G (7% L)

—o— ¥
n=21
TFIgE = BEEE R A

163

144

0 24 48 72 96 IIZO
G5 BRIRE ()
(ZUVETSV—)L3mg BEIHRSHOEMERE/ 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)
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20 q
o TN B ESE (K& D )
—o— Limge
15 " n=20
i I = B (R 22

MAEFRTIET 5 — L% (ng/mL)

(’ T T T T T T T
0 24 48 72 96 120 144 168
PG5 IREH (RFR)
(ZYUETSY—)L3mg BEIZSEOEMEIRE/NS A —2 OFANGEREKDYRE)
@ ﬁ” Tmax Cmax tie AUCI68hr
(hr) (ng/mL) (hr) (ng-hr/mL)
R i 2.70+t1.56 14.14+2.721 60.61*16.28 653.91219.2

k)
L EEE 2.75+1.25 15.11+3.635 62.70£18.91 678.2+238.8

CE¥E = R 75, n=20)
@ fEEERRAICEB T 2 KB &5 R 3 @h e
MR ABF 15 FICT VBT —L 3 mg (HilsE) % 1 0 1M 14 FREKEROHES L, K
AR R O D 3B RE 2 Wit L 7=,
KERORGREOT U 7T — )L R ONEEEREHY OPC-14857 O IMAEFIRE L, {itd 14 [7]
5 ETITIRTEFIRBICEE L, BIEE THOMEREHEINIIA 656 R 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
fuk e e T
45 S0 : e et
th — " < <
b L .
E 40 ——TFYETSI—
2 -0 OPC-14857
THRIEERESEMRT
20k 4RHEBEORE
Mean+S.D. (n=15)
10} { 0 I
0 ¢¢¢++ ______________________
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 &

(REZOBREFOMBPFARRELRE (FUVETSVY—IL) RUEHKBEY (OPC-14857) EMENRE/NS

A—4]
ﬂi/‘\% Tmax Cmax tie AUC24hr
H (hr) (ng/mL) (hr) (ng-hr/mL)
TSI S—u 3.7t1.3 12.00+7.96 — 159.0+95.1
Bh51RH
OPC-14857 18.4+8.6 0.63*0.63 — 8.21+8.2
w5 14 B H TIETT— 4.2+3.4 44.26+29.28 64.59+15.39 678.0+413.0%
OPC-14857 6.2+6.7 10.88+6.42 110.23+64.94 185.7+93.4*
* - FHRIkRREO AUC

—  HHE9, Mean=*S.D.
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(3) i
AR L

(4) B - ftAEDEE
O BFEORED
TUETZY—) 3 mg (FHEEETONC 1% 22 14 BIORERER A S FIZZE GRS 5
ITEH% 30 SICHEROEE L, 7V I — Lot #EiEIc KT TEEOEEL BT LT,
3 mg FEL 1% & BT, Cmax 2 OV AUC16sne [ ZITEBFOEBITI A SN2 05 72, Tmax (ZDOWT
1L, 1% TIEREFIC L DR ORI OBEBIENF BTz,

FE . RAOKRIN TV HE - HEEIUTO LY Th 5,

AR - @%., RAIIET I EZ T Y — e LT1H6~12mg ZBMAAR, 1 H 6~24mg ZHERFARLE L,
1RO 2 BN TROEE T 5, 78, Fim, ERICE D EEEET 223, 1 HEIX 30mg 2827202 &,

PRRMEREEC 31T D EER OB - W, AT I EF IV —L e LT 12~24mg # 1 H 1 [ AHRE5T 5,
ek, BHAAH RN 24mg & L, Fiin, ERICE U EEHEET 55, 1 H &L 30mg @22 &,

500F » 9 oIk BEEEETTORDENBD LNRWEAICRD)  @F., RAKETIEFIY—1 e LT
3mg % 1 H 1 EREAHELGT 5, 7ef, Fim, ERICKVEEEKT 22, HEEXZ1HFEE L T3mg &L, 1
H&1X 16mg #8272\ 2 &,

INEBHFIOBEAANRY T NECHED BRENE  @%, 7TV EFIY = LT 1H Img ZBMEHE, 1 A 1~15
mg ZHEFFAEE L. 1A 1EROEREST 5, el R X 0 EEHET 525, MR 1 &L L THRK 3mg
EL, 1 HEIZ15mg 222 &,

@ WE (T —%) Y
FAKRTERE CORE 2L —a v 7y —<vaAXXT 4 7 AN CHIEIZT )V T — LD
BRI B B2 e o T,
@ MHEIEH
T VYT T VEED A A LD R ISR,
D A RTaF L L DT
RN T, CYP3A4 OILFIEM 2642510 F 727 =1 100mg L7 VBT 7V —1
3mg OPFHIZEY . 7V ET TV =)D Cmax KT AUC IZZHEF 19% M TN 48%H N L7,

i) 7 hatry = oty —4% (o —4%)
fEEERR NIV T, CYP3A4 OFEEAEZAT 57 ha )Y —1200mg L7V T TV —)L
155mg OPFICE D . 7V BT T Y =D Cmax XOVAUC IXZ1Z4 37% TN 63% I L 7=,
i) F= L OfAT—% (s —%)
fEEERR NIV T, CYP2D6 OMHEMEHZHT5F =2 166mg &7V ETZ Y —/L 10 mg
OPFRIZE Y 7UEFF Y —1d AUC 2 107%E L7,

iv) SaxtF o lofifT—45 %
BERERLANIZ RN T, CYP2D6 OEMEMZA 25\ n%tF L 20 mg &7 V77V —/1 3
mg OPFICE Y, 77U ETZ Y —L® Cmax KON AUC IZZ 1 Z 4 39% K% Y 140%E5 0 L 7=,

V) WA BELEOHAT—4% (shs—4)
WA RAE U REIE R EBRFIZIB T, CYP3A4 OFEEHE AT H LA A~vEE
400mg £ 7V 7Y — 30mg OIFHEGIZEY, 7V ET T —/L® Cmax XN AUC 1%
FIFEN 68% KT T3%IK T L7z,

vi) LT gl O T —% (ST — %)
o R TR G KRG R ELRE B W T, A7 el (500~1,500mg/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% 1K T L7z, HEEERANIZIBWT, »v7afig (1,000 mg/H) 7 VST —)L
(30 mg/H) OO XL D37 O BED Cmax &K TN AUC DAL 5% A Td - 72,

vil) UF AL RT—% (Hghhs—x) 79
i 0 TR S A TR B 12510 CL ) 5 A (1,200~1,800 mg/ ) £ 7 Y £FF
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V' —/L (30mg/H) ® 21 HEIBEHICE Y . 7 VU BT Y =)L D Cmax XN AUC IZZNEH 19%
KO 1% LTz, BEEEARANIZIBW T, UF UL (900 mg/H) &7 U ETT Y —/L (30 mg/
H) OPFHICE DY T AD Cnax KON AUC OE{LIT 10%LL FTH -7,
viii) 7€ MU X EOtHT—% (@SN T—%)
PURGPERE EBRRERE IC B W T, 7 R U X2 (100~400mg/H) 7V ET TV — (10~
30 mg/H) ® 14 HRPFHIZE DT F U X2 D Cmax XN AUC DZELIT 10%LL FTH -7z,
ix) B 7 EBRAEOHHAT—% (T —x) ©
EFERAICBWNT, 27880 2mg) 7 VETT YV —L (15mg/H) OfFHIckY, 7V
7T =D Cmax XN AUC OZEARIL 5% A TH Y, 7 T E/NLD Crnax KT AUC DZHE
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 —%) @
NI T, BBOWNEWER 269567 7EF P 40mg &7 VBT 7Y —/L 15mg
OFFFIZEY, TV ETT =D Cmax LN AUC ITZNFN 37% K N 13%D L=,

Xii) THXA MR MLT 7o ULT 7V, FATTS =V EORHT—% (Eshs—x) 5769
Rk A2V T, CYP2D6, CYP3A4 DB THHT XA IR A ML 772 30mg &7V E
77— 30mg OHFHEGIZL DT XA hr X v 7 ORI (R & RE(LIRD IR
et RO ) D2 10% K6 Th > 7o, BEEMAIZIBW T, CYP2CO DEETHL U ILT
7 U230 mg HH5WXCYP2C19 DB CTHLA AT T —120mg &7V ETT7Y—/1 10
mg OOFABEGIZ L 2 EFEFND Cmax L N AUC DAL 10% K TH - 7=,

xiil) MR & OO T —2 (kT —2)
R AR NT, T U BT 7Y —) L 15 mg #6651 Rl OTEMIR 50g % 5T, 7 I 877
— L@ Cmax KX N AUC IEZZENEI 41% K X 51%IE F LTz,

Xiv) TAV A a7 T AEOAT—4% (T —4x) O
R A 23 C CYP2C19 K (X CYP3A4 ORETHH AV # 7 Z A (10mg/H) &7V
v —L (10 mg/H) ORIk 522 %075 A0 Cmax N AUC OZEKiT 8%LL
TThoT,

2. RWEERB/NT A5

(1) FET &

(2)

(3)

(4)

(5)

M EEe L

R AR 23K FEE °E 28

PMER e L

HEEREES Y

Kel (1/hr) : 0.01253£0.00406 (n=20)

SYFTIUR

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

NTERE

EFERAB 1567V B Z Y —)L 3mg (FidsE) 2 1 H 1[0 14 AMNER OGS LZEEO 14
HEHOT U ET S — OV DO5 ML 8.86 (kg) Tho71= Y,



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

(6) it
EEE R L

. B&EH REaL—3v) @

(1) FR A&
EER e L

(2) NS A—2EHERA
ZEER e L

. IRAIR

SE N DORERERR AN B - K OV 7 18 il xt4c, 7V B 7Y —)L 5 mg SERR O 5 KON 2 mg FlRNE
H#OHEBEMIELZT YV ETZ Y — v AUC OERGEN S, 7Y BT T Y —)L 5 mg SEDOHEREEY
FHRHRT 8T% ThoTz, TIET T — OELE»SOWIUTIFIEZETH Y, WINEFHIZBIT D
Rt d 2 WIHIEEED R OEEBITIE L L EZ T RN EEZELHLND 9,

K]

(1) 1%k —RxBEF @B
SEANDEER A B FE2MRICT IV ET T =% 05, 1, 2, 10 X0 30mg OAET1 H 1A 14
ARIERO#S L, SEBRE IR GRTERL 0T YV 77— 14 A BIZ PET A% % >
ZANT, TV ET T Y=V ORGSR OWTHE L ZA, 7 ET T Y —/L0.5mg 75 10
mg OARHHIZBN T, ARIEFNZR R Y De ZRER~DOEERO LR LN, LiR->
T, ME—MBEM A @R T2 B2 6Nd @9,

(2) MK —RaEEREFT @B
WERZ v MIT[MC] - T Y BT Y — v R N G%, IO, B AR OV B O Rek
JEIT, R OB AR NI L MR M 2R L7223, BRI ISR & B Wi & R Lz ™,

(3) Eit~D#BITHE
SMNESCHRIZ IS W T. 7 Y BT Y =Dt MELHFAOBITRRD bl & ORER SN TND 7,

[UC) - 7V BT IV —AERAN T v h AT, 30 SRANICELI O M RED 231675 8D
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 IZFRLEVIE & [RFLEE OIEPEME A R L 25805 ERREE (3 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 B A B 12 F1i2, 20mg O [14C] - 7TV E S TV — VA HERAOKEE LI 245, JRP~DF

Y B FEHOR REPEE R 133 5-1% 648 KR & TIZ 27.2%., FEH A~ ) RIS RESEI R I T £ 5% 720 FFiE
F TIZ 60.2% Th o 7=, RELERIZEFIH 18% Mt X 1v, RHICITMmE S 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

~OMEEREET 2™,

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 ) ITB T A7V TSI —Ln s VT T A%, EEmind (18~645%) XV
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 57V ST —)1 15 mg HERR O GEORYERE T 2 —% % T
BERE D IEH 7o EFE RN 2 %k BRI SRR L 72,

TIVET T =V EHICEDEEEMRANLKNFEEERED V7 7 A (CL/FBW) 13N T
55.98, X o SR - mEFEEERE TETNT 42.99, 52.11, 61.63 ThH o7z,

b
o0

(BERARUHEEBRZEICETSTIVETSIV-ILOEYHE/ NS A —2 DOLHEK]

G

Crmax AUC- tue CL/F/IBW fu

(ng/mL) (ng-hr/mL) (hr) (mL/hr/kg) (%)
f#RE A (n=6) | 64.48+21.11 | 4,147%+1,372 | 90.88+37.02 | 55.98+13.10 | 0.25+0.02
fg % pE* (n=8) | 73.94+25.43 | 5,533+2,214 | 176.13+114.47 | 42.99+13.83 | 0.300.03
gﬁ; hagpE*  (n=8) | 46.58+14.00 | 4,847+2,915 | 159.57+79.78 | 52.11+28.61 | 0.29+0.05
% | & FE* (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 /7¥EIC X 57 L— Ro¥E, BE(T 7 2A), WEE(T 7 2B), &E( 7 A20)
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© BHgREREEE ISR ARy EIE (o7 — &) &
NEANOEEEFERE (VLT F=0 27 )7 7 A<30mL/min) ICBIF57 VU 75 —/L 15mg
O HRIEE [ 515 OB EEIC OV T, IEF B REREA RN & LiET L7,
EEBREERE & EFBHEEOHERAL T 7YV ST —L®D Cnax, &2H 7 V77 A (CL/F)
KO 2 VT 7 A (Clr) D& /3T A — 2 ITHEHIABEZEILA DL o 1o, EGE OPC-14857
D AUCLITEEEFERE TEB Lo 72h, IR PR R I TR~ 2 5 & E R Lz,

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

INT A—H P 95% {5 fE 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 2 iE (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)

HE 1D FREOHHEBEFIT, FRELZ2ELLIEIRBINAHL-OEEICES L TTEN,
2) ARENIOARINTWD M - ARIZLL O LBV TH D,

A IFE - W%, RAIKIZT IV EF T =L LT 1H6~12 mg B HE. 1 H 6~24 mg &
FFAEE L, 1EDUT 2 ENCHT TROKREST 2, 2B, Fln, JERICEVEEHEET 25, 1 A&
X 30 mg #2722 &,

WG 31 D MER O E - @E, RAIIZT I E YT — b LT 12~24mg # 1 A 1 B0
#5945, 7ok, FMAHEIX 24mg & L. Fn, SERICZ O EEHEKT 223, 1 H&EIL 30mg 22
NI L,

908 - 9 OIkEE BEFIRE CHARENRD SR WIEEICRD) @, AT I ET 7Y —
NELT3mg % 1 H 1ERAKET S, ok, Fis, ERICE D EEHEBT 228, HERET1RAE
L T3mg kL., 1 HEIF 1bmg 222\ Z &,

INEHIOBPAASRY R T AEHE D SlNE  @E, 7 I eIy — e LT1H 1lmg #Bs%ARE, 1
H1~15 mg ZHRFHEL L, 1 B 1RO T2, 2B, ERICE D ETHERT 225, HEEET
1HEL L TxAKSmg &L, 1 HEE 15mg #1722 L,

1. 20t
LR L




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

VIII. T2 (EFRLOIEF) ICEHJI SHE

1. ZERRE T DEH
1. 2&
LIBRRET b7 F—Y R BERFEESEZORTICELCLLHIERLEMEANKRT 28T HHD

T, AE®ERETESMEOMEZE - EERITEET S L, IS, BREXEIZOBREESL LLXZDREREF%

ETDEBICIE, ARLOARUNBREEZ LES L4 INIBAOAHRET I L EL, REITHELT

(. MBEOBEENBERE+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 &
LT &, AMEICBWTUIHCICEIER b HE SN TWET, £z, KETHEE S LB O
FEERE (RANTE En20) Tk, FAEOXNG L e - 2 IEER PSR OB 5 BE T8\ T,
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FRIE 81743 5, 9 D9 + 9 DIRFEIKGRIEE 1/467 ] | ZEMED £ 33/1,490 5] (2.21%)  [HEEKFE

HKGRIRE 18/743 B, PUBMERREIZ I8 1T 5 BER O SGEAFRRE 8/192 1], 5 D9 « 9 DIRRBKFERE 7/467

B . RALPESD FE N 17/1,490 1] (1.14%)  [HEA KFIEAGRIE 10/748 1], SRR EIZ 31T 2 Bk

DU ERRIE 1/192 B, 5 29K + 9 DIRHEKGREF 6/467 i1 . 240 1/1,490 1 (0.07%) A I<ifIE &K

IR /743 Bl DO AH] HERHE SN TWET,

AFNIT RUF U v o BAERIERIC L0 BN E 2L 2 3 rREEN H 0 9, MERIREE (0

AR ZE ST A O R B O IR . AR IS REE) I E R B OB E 2 FF o, (Kl E%

AL Lo VR (K, FEBR MR &) . BEESEERS) 12h 2 BFITITEEICHE G LT Za N,

2 TANAEDNERMERERIICNLSDBREFEOHIESE

KBREELZK TS 03H 5,
(fiL)
PUS R AR OB HEE T,
WA RIEAGRRE £ COEWNEERRER, PRI E 231 5 BUER O UG8 O S ReBNARER £ TOEN
RS S ONE BRI RIRRER, 9 2% + 9 DIRRED ZhER B INARE R £ COEWNEKHER, /NEHo AR
A7 N T NEICHE D BRI ORE BN FERE £ TOENERKREBRIZIS O T BIEM & L TR 4/1,490
B (0.27%) [HEE IFRAEAGRIF 4/743 B> A ], RIFSVEIEHRE 1/1,490 1 (0.07%) [HA KFIE AT 1/743
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BloH] s STV ET,

FURB MRS O G-1Z X 2 B RBAEORIEM P II AR T 25, P s S0 g B 2 T R A 2k
LT LT HHRIENRENZ ERHBILTWVET,
TADAFEDOREMIIRERCE DT D & 5 BFICAAN Z B 5T 255 1 TEEBIENE Z 2 BEN0H
DEFTOT, EEICEGLTIEE,

IIMERARSZDHREEEZET HEE. L LLIERRORKE. SE. EHFEDOERKDEIRE

FEETHEE
MmEEEN ERTDZEndH b, [1.1. 1.2, 8.2, 84, 11.1.6 =[]
(figsn)

WA RIEAGRRE £ COEWNEERRER, PRI E 281 5 BUER O UG8 O S REBNARER £ TOEN
BRI SBR  ONE BRI RIERER, 9 2% + 9 DIRRED ZhER B INAFE R £ COEWNERKHER, /NEHo AR
7 N T DIEICHE D BRI O EEIBNKTRRE £ COENERRBRICB VT, BIER & L CRIRBEN
2/1,490 B (0.18%) [FEAKRIVEAFRE 1/743 5], 9 2% - 9 DIRREAGRE 1/467 f5]] 23 HE SvTwn
F9, FBEAREERET b RESNLTOET,

WEPRIE X2 OBEAERE « FHERE, miibE, AR ORE R OERRIN 1263 2 BE I 20T, 5% E
OESHENERMEEZ A D S S a5Ea A& 5T 52 L L, A EOREIERSE OB %+
ATV, EEIZEE L TES,

9.1.4 TEPIREE, REABARR. BB, BiKKEFEDODEE

FliZERRIE AR MARAE S5 O AR ZEARTE NS STV b, [11.1.10 B ]
(figsn)
PR B OB EE T,
PURBAIRIEORRIN T E (BURsrpsEItEoRifi & LT, TR ZE40E) (BT 2B BR) %
B E 2 EWNIZEIT PRI TR S AVZRIEREGNC DWW ORGT S 7o /bR TiZE ke, # ki
FRIESE D MARIERRIE] ORIELE THHT 2720, BHETHGAICER T REBEOMLRE T2 LE L
77
¥, A RKIIEAGERF £ TOENERKRRER, SRR E IC3 1T 5 BER O BEE D ZNEEIB AR £ T
O E N ERR SR K OEERILFERBR, 5 2% - 5 DR O LR ENAFER £ TOENERRRRER, /N
DHEPAANRT N T DEIZHE D G RITENE D N EEBINAGRRF £ COENERKRFRICIHB W T, FBIEHE LCThf
FERRIE M ORI IR IMARSE O 13 0 £E AN, ENKOSMEOTIRE B R HRE TN TIRE ST
WET,

SRERAE. IBHEZCHTHBERDRE. NRHADOBRARRYN LAEIZfED SR>
915 BRTROBEFERUVBRSEXETHESE

JERZ B S ED2BENRD D,
(fi0)
A ISTEAGRR £ TOENIGFRRER, BRI E (231 5 BUEIR O S EOZhREBINAGER £ TOE N
PREER K OE R IR, NEHIO B A T DIEITEE D SN0 0 RE B INA R £ ToENE
IRFBRIZIW T, BITEN & L CHRAEK 3/1,490 5] (0.20%) [HEHFFIEATRRE 2/743 i, 5 2% « 5
OIRFEDAFEIE 1/467 1] | BREIE 2/1,490 B (0.13%)  [FEE ITRIEAGREE 2/743 Bl ] sl X
NTUVWET,
—IRICHARIRIERE TIX, 2 ORERALNDL Z LR D20, ARENCEZRSEBICEENLET
TR, ZOLIRIEREFTDEFICAFEZRG LGS, EREZELLIEIBZEARHY £9, BF
EROBEEEZATH2RERVCEASEEA T 2BE L, EEICEG LTSN,

<529 - SDRE (BFEARTTHILDENEDHONLGZMESIZRS) >
916 BRSEXIIBERELRNBREEFNHSEE. BRSZEODHDHEE
HiaE., BHREHMAH NS Z 5, (5.2, 8.12-8.15. 15.1.3 BHE]

)
5+ O DARIED N REENMIKRR I £ TOEMNEKHERIZ W T, BWEH & L THZRMEX 3/1,490 4
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(0.20%) [FEA RIMIEAGRIRE 2/743 B, 5 DR « 5 DIRREOKFERE 1/467 fil] | HAEE 2/1,490
(0.13%) [HAKIEKER 2/743 BlDO ] N S TVET,

R ARIIERE TIX, 9 ORERLALNDL Z LR D20, ARENCEZSBICEENLET
TR, ZOLIRIEREFETDEFICAFEZREG LGS, EREZELIEIBZARHY £9, HF
BEXTABEEROBTEZ AT 2EBFEROCARREZATHEFITIE., HEICEELTIEI Y,

INTRHNDFZENEEDHSEE
FER B ST 2L 03h D,

(fiFwt)

BRI e b =B IAZRLER (SSRD kUt r = /07 R LT U o BEY AR ER (SNRI)
FOPL ) SAPBLEOEFFH T, R BE IR R R AL sEH 0508001 5
(PR 2145 H 8 AfY) ]

MORERIEED B 5 BE T, P SFIOFEGICL Y, B, BC&M%E Bl o RSk & H
SEDLZLNHDH, HEICKRGELTIZS,

918 EEMMN SV HEREEEEIHES
FHERZ RS E D 2 &0 H D,

(FEwt)

BRI e b= FEYIAZER](SSRD) kO ew k=2 /L7 KLt U D AZL L ER (SNRI)
FOPLO SABLBOEEFEHETY,  JEATTHEE ERR MR xR @ KRS 0508001
(PR 2145 H 8 AfY) ]

EEER R WIMFREZ AT 28E TR, O A OREGIC LY BE, B, BRI E ORIE
WEAMBIELZLBH DD, HEICKELTIEEW,

(2) BHreEERE

RIE STV,

(3) FFifeErESEE

9.3 [THpElEERE
HEErzHELIE28FZNM0NH 5, [11.1.11 B ]

(fi0)
A R AHIEAGRRE £ COEMNERRRER, PHRIERE 1T D BUER O LB OB REBINARER £ TOEN
R AR ERER K ONERRILFRBR, 5 W« 9 DIREEOZhREBINAKGRRE £ COENERKRRER, NEH o B X
AR N T DIEICHE D BRI O EEBIAGEE £ TOEMNBERRBRICE VT, BIEM & L CHFRERE R
10/1,490 5l (0.67%) [HA e AFRIRE 3/748 i, BARMEFEE 23517 2 BRiEtk O UK 78K 3/192 i,
9 OW D OIRREAGERF 3/467 B, /NEHADO B AT N T AREICLE D SIS IEARRRE 1/88 ] | T A
RIXUVERT I ) N7 A7 =27 —BHM (AST(GOTHEN) 26/1,490 ] (1.74%) [#A IFTVEATR
I 1/743 ], BRI RS 36 1T 2 BUiE R O SeB & FRIE 8/192 i, 9 2% - 9 DIREE (BEfFIBE# T+ 7
NEBRO LN WIEEICRD) KGR 22/467 BI] . 77=2 T/ b7 A7 =7 —BH
(ALT(GPT)HEIN) 42/1,490 f5i] (2.82%) [Hea RAHFEKGRRE 1/743 5], PR IZIS T 2 BER O
BB KRRIRE /192 1], © D93+ 9 DIRHE (BEAFIRIE CTH o e 03588 B WSR2 ) 7KF8 IR 33/467
B, NEMO AR N T AREICHE D ZRREMEAGER 1/88 ] MG IhTuwWEd, F/o, KR
BEEFELRESNLTONET,
AHFNIEICHFR TR EZ T E T, FARZRERIF N T AT IT—EBO EARRODLNATND
BIRH D12, HEEOH HBEITIEEREICELS LT EEN,

(4) £TEREXHT 5H
BEEN TV,
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(5) 1Etm

95 iEiF
BEda SATIEHRE L T2 FIREMED & D e VEIZIE, 189 EOFSIENERMEEZ BRI D Ll S b5
ANCORPEET D Z b REBINCHUBHIREN R G SN TV DIEE, BirEICmlEE, FEiR,
PR REE . IRER, A EOIRIR T SRR OBEBUE R CHHASMNBIER DN B b o iz & OWEN B
Bo 728, ABIOEKEBIZCB W THREOHMERH 5,

(fiR73)

FERGAR 2 VR 33 1T 2 TR A BB NCB R EMERBR O B D, 7Y BT T — i s
LI A LRBOONFERATLE, L, B MW TEREY O# 5124 5 M3 ST
WRWe o TERE EOFIRMENfERMER ERD LI SN DGR ICOREETH LI LTI EIN,
Fio, THAEROBETER K OSSN EAER ) (ZBIT 2 5080E. PUBnIte DErE R o BERER & O i
SMESERR ) B O EINWE RPN OK[E T O E (BURBARIEILB O & LT, THrAEV OBERUER &
OMERANBIEIR ) 20B70) ZBEE 272, PUstRERILEoiHE T,

VAT RS R R 2 X R R A SERZEH 0322 55 1 5 (CEk 23 43 A 22 HAT) ]

(6) #=FLim

9.6 Il
B EOFEER O REBEOFRMEELZBIE L, FALOMG UIIF L2 HREdT 252 &, & N THHA
HAOBITRRD N TINDS TV,

(fiFsn)

AECERIZBWT, B FTHHTIZT I T I = n3BITT5 (AT oT7 V7o) — LEE LR
IKILIEF 7 ) 7T ) — VIBEDK 20%) Z & NG SN TVWET,

[Cl- 7TV TSI — AT T v bR O G5%, 30 0 LINIZHH F~D S RED W3 i@ ed H i
TWEF, (VL5 Q)EFT~ADFBTHE] 0L ITZRITEI N,

b M ~DOEENRRRTZD, 1BFEEOFRER OB REOGRRMEEEE L, RALOMKE LT 1E 2K

FLTLEEN,
(7 MR

9.7 /MR

HRERFE. WBHEFEFIZE(TIRERDBE. 52K+ D O0KE BIFABETTHILIERNRD S
NIEWMEEICRS) >

9.7.1 /NEEZ%IR E U ARREBRII SR L TR,

(fiRL)
RHARERE, HAeR, 2R, ShIE X NEE2d5 s L-ENERRBRIIER ST 53, /NEIcs
THEEMIIHETL L TV ER A,

IPMREIDOBEBRARARY bS5 LEIZHE S SREEME>
972 (KHAEMRER, FrAER., AT 6 ERMOMEEzNRE LALLMt EHmE L L2
PREBR IS L TV 7w,

(fiFt)
IRHAERER, AR, UL 6 MARMOS R 2 R L LZENRRKRRIIER SN TR 63, Z4a
PEIIHESZ L TV ER A,

(8) &t

98 EHhE
BEOREZBE LN OEEICKREGT 5L, —RICEEEREMET LTS, [16.6.3 & ]

(f)

AFNIRE S BIFCRE SN D20, —MRITEBEEOK T L TS &nE TEAF D2 U7 T AN
KT 2REME DY 9, SlE TIIDENORG ML, BE OB L LR o EEITRS
LTLZSNy,
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7. HHE%ER

10. HHE{EA
AFENL, T & U THAHIESE CYP3A4 KO CYP2D6 TRt &5, [16.4 ]

(1) HREZLZDER

101 BHAZES (BFRALGWI &)

FHEHN 4 BRIRIEIR - HEE G 1A BEFy - fabRk -+
TRV 7 RVF U COEREMERSE, M| 7 FLF U 7 Rur U oAEEE o
(TF 74 7F—ORRBRE, | ERTEZEZTRBEARH D, BEZBEOFNEAITH Y  AHN D o %5
XX e BHEIRIC 3 1 D IR R EEWERIC K0 B S A ERITAER A
b L < ITBEMEMZE T 25 BEAL & 720 (MJERE TIEAMERE LD
HakR<)

RAI v
[2.3%0/]
(fign)

KAIET RLF U rOfHE. 777 4 7% —OKEIRRK., SUTE BRI T 2 =EMPE S L
SUMBERBHIAEN T 256 2R & #EF TR a0,

AENET R U v anZBEERERZAE L TWATD, TRV va, BZREFEAITH D
TRUVF U EHALIESES. 7 RvT U oo B 2R RRIIERMENL & 720 | iERE F/EH 23
MSND RSN H D £,

AR ET RLUF U OEYHEERIZOWTHRF LT —X1XdH 0 5 A,

(2) AR L ZFTDOER
102 EREE (BERICEERT S &)

A4 PR E LR « HEE 7 1k KR« fEkiN 1
7 KUY CEEWERIA] | MERTEEZTBENH D, 7 RLUFYET KLY R
VR A T KLY Ma, BZBEEROFPEHITHY . A

B o ZARIERERIC LD B3
BRRIAER S EAL & 720 (e
BETERP RSN BN H
60

(fiL)

AFNET RLF U v a1t ZBEBRERERZE L TWAHeD, 7 RLF U o, BEZEERIEAITH D
T RUFUESHLIZSEE. 7 Ry T U O B AEERRRERSMEALE 720 | MR FEM 23
MINDBENRDHY T, K ET FLF U U EHEWEREEAIOICH Tz > TUTEE L T

éb\O
KA % HRPRAEAR - 85Tk BFP + fbRIk -
FRA e 1 A HREREEIHIE 238 2 O T, B | & b IS HIARRIEIE 2 A9 %,
PR —VERTHER, RIS | o EERT D 2 L
(FiF)

AFNT AR INEIER 28 L T D720, AR IGIE & OO L 0 A /e 23
WM XN D AREERH Y 9, HxOREOERICEE L, LEISL THESZZZELTLES

v,
AH & SPARAEBEA O SR I IC S WD TRE L7 — 4 135 ) £ A,
S 5 AR« HEE i B+ SRR T
W A WAEICHIEMEN 2 T 5 = & 8b 50| & bICRIEIEN 2 HT 5.
TR AR CHEICEET S 2L,
(fi#L)

AFNET RLF U v e BEEWER 26 L T 572 GESMR I E A & Z 3 Atk d v £,
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BEIEAI L OF L7258 ER FEMZSEMR S D rIRetEn & 0 £97, 4« O FEF DERICEE L.
VEJS CTRBEFEZBE L TIZE0,
AH & BEER OB AER IOV TR LT —21EH 0 A,

PSR HRAEAR - HEYE T 1A PR - fERIK T
FaY  AMEHEAETL2E | ) AHEERIEL 20550 | Ebichi=a ) AEHERT 5,
#l T, BEIIREEEICEF T L,

(fi#50)

KEND AT ) v (M1, Ma. Ms) ZREIERERIZIEF 12/ S (IC50< 1,000 nmol/L) H DD,
oV AERZRET AL OA LIZGE. ia U SAERAREE S, PRIRIES ., (BRL, 18,
FNEECEOBERN I LT K R D ATREMER H D 77,

WA R AEAKGRIRE £ COENERIRRER, BHRPERE 2317 2 BUE R O tE O 2hae B IIKGRREE C
O ENERA R K OEERIEFERER, 5 2% « 9 DIREEDZhEEBNNAKGERE E C O [E N IR BU5RER
INEIOBAA RS N T BEICE D G O SNREIB IR £ T OENERRRERIC BV T, BT
2 U ANERIZE S AR O & D BIEA & L CHEIRREE 10/1,490 61 (0.67%)  [HE & RIHIEARE
R 7/743 1, BUARMEREE 2351 2 BEEIR O B ARRIE 1/192 6, 5 ¥ 5 DARIEKGREE 2/467
Bl . {EFL 69/1,490 # (4.63%) [HeA KFRAEAZRRE 35/743 B, MAPEREEFIZI51T D BEdk D
S EKGRI 8/192 5, 5 DR + O DURRE/KGRI 26/467 B1] | A8 54/1,490 5] (3.62%) [#&
RFVEA TR 30/743 7, BUARMEREEZ 31T 2 BUEIR O UGEKGREE 3/192 i, 5 ¥ - 5 DIRAEK
PRI 21/467 B] BEESINTOET, Hx OBEFOERICEE L, LEICG L TBESEEEE L

TLIEENY,
AR EHF =) AR E AT 2EAE OFEWHEERICOWTHRE LT —2 135 0 8 A,
K4 % HRPREAR - B 5Tk B&FP + fBRI -
RS2 ARBYEE RARIAEBMER 2SS T 28200 d | AFNT R8I 2B EERER %2
LR RSB HDT, BEBERESLREEACEK | AT 5,
5452&,
(fif)

AANT R U2 BRERE 28 LT 272, RSB S L2 Ga. R 1R
EEM2NEE SND AREEDRS H Y 97, fHx ORFDOERICHE L, LHBEIS U TRES 25
LTLEEN,

AAHNE RS AFENHE & OFWHAEIZ OV TR LT —213dh 0 8 A,

KA % HRPREAR - B 5Tk B&FP + fBRI -
7= (EiH) FREICHARAR I E A 2R S 5 2 | & bIHma i ER 269 2,
LD D,

(fesit)
AN A E R 2 AT LT BT, 7L & OPEIC £ 0 . AR A 255
W EALD AR B 0 5, A IR OB IS LT 2,

PP BEARAE IR - 1B 1A R - falRE1
CYP2D6 ML EERHZFH T 2 | ABOIEANERTI2BENLHLD | KAH O EERHFFHEE CTH 5
A T, AANEWET DR EBET L2 &, | CYP2D6% L ET 5 7= OAHA| o M

=V, RuxbF o HsER FRT A BENRH D,
[16.7.1. 16.7.2& ]
(figsn)
AFNORFHEL, T & U THEHEEEP4505 +FECYP3A4 KL ONCYP2D6IZ L 5 L ZE 2 BTV ET,
CYP2D6MHEERAZH T 52X = NueftvT 5% L KA EZ A L7256 REIOMRFHHBELE X,
AR O M YRR A RIETAREM R E . SNETOT, RHICHZ-> TUIEBE L T IEE,

F=Uv
- REFERAICE W T, CYP2D6 OHEFEHEZATLHF =2 166 mge 7 IV ES TV — L
10 mgDPEHIC LY, 77U ETS Y —LDAUCIE 107%HMmL 7=,

NaxkF
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- EEERK NI W, CYP2D6 OHEEAZAT56 20X EF L 20 mge 7 VBT T Y —
N3mghPFHICEY, 7TIETT Y —1dOCmaxk FAUCIEZZ N F 1 39% K Y 140%H

mL7 ™
A 44 5 PR ELR « i 7 1k HEFr - fERRIK 1
CYP3AAMLEERZAT 5 | AROIEANEBRII2BTNNHL20 | KH O T ERHEELETH D
A T, AR EWET DR EEETDH2 L, | CYP3A4%FLET 2 72O A O il
A TarS—n, IT FEEN ERTI28FZ0085 5,
V2u~A %
[16.7.3% 1]

(fi#EsL)

AFIOMHIL, & U THAHEEEP4505) +FCYP3A4 ) )CYP2D6IZ L D L E 2 b T\ kT,
CYPBAAMHEFEEM BT HA4 hTaFy—n, o7V ra~vA vy, Tarr7—BHES (Vb

FENEE) | RY 3 = L RFIE O LTS AR ORI EE S, AHFI o h ez

WEZRFITAREENREZEZONETOT, FHICHZ> TUIEBE LTI EE,

A ~NFaFrs—
- HEEERRAICEBW T, CYP3AADMFEMERZ AT 54 b7 2)> —1100mge: 7 U 77 ' —/L3 mg
OPFICE Y, 7V ET TV =L DCrmax L CAUCIEZ N EH19% M U48% N L 727

o, EARARTTRLUTORELEONRTEY £,

rhad = (BOANXENRKR)

- EFERRAICEB W T, CYPBAADOBAFEEMRZ AT 57 =) —/1200 mgs 7V BT Z Y —)L15
mgDOHFHICE Y, 7Y ET TV D Craxk CAUCITZENZEH3T% L 63 % L 7=,

S|4 4 BRPAHEIR - HEE )7k W - fabRIA T
JIF AR 3 (R 1 CYPBAY) | AFIOIEAGS T 2B ZNB B 5, AR OEENHBERTH D
FHEVER & % 3KA CYP3A4 D EAZ X 0 AHK| O i
AT REY, )Ty BEME TS 5820055,
vV
[16.7.5% ]

(fiFERL)

AFIOMEHHE, T & LT CEIEEP450) +FECYP3A4 ) "CYP2D6IZ L 5 L E 2 5Tk T,
JFAGHEE R (FFICCYP3A4) FEEMZHBT IR EBE U FEE LKA ZH LIzGE. AKAl0

REEDMEHE S, AANO M PREICREL T T ARENE L ONETO T, JFHICH--> T

HEELTLLEE N,

TR

o A RIE I A RTRRIE R E RS B W T, CYP3AADFEEHZFE T 5 00 3~wE e
400 mget 7T VT TZ =30 mgDOFHES LY, T ETT V=1 D Cmak CAUCIE#
NEN68% K MT3%IE T L7=" ,

. BlfEA

11. B¥ERA
WORWERNH oD ERNH DD T, BEEZHHITITV, BENERD SN HEICE&REGEET
T 257 WU MEEITH 2 by

(1) EXAGEIER & MEARER

1.1 EXGEER

1111 BHAEESE (0.1%)
MEEDHRER . TREE OfLTRII, W NIREE, SR, MEOEE), BITENEELL, TNI0E O IX
TN BN HEEIE, HEHIE L, KGH, KoaEoeg B L & Iy 72 0E %
1195 2 &0 AIERIERFITIL, HMEROEICIMIE CK O EARA LD Z ENEL, £, 2
T U REE ) BB TARLND Z ERD D, B, mENEHE L., EikkEE, e
R, TEERENL, BKIER, SVEBFEE~EBITL, LT DI ENH D,




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

(fiAH)

B e JSRE AR £ C O [E N ERARRRER , SR R 5 31T 2 B IR O o o 2hag B INAFRKE £ T
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BEREIIPURB IR IRIC L D IREIC, FEL (38°CLLE) | Eilkksss, SERANRIER Aok, #RER) |
HARRER (81T, SR, MERE . K 22T HEEHTT, 2 O, FUEHRED
BEH B H AR 6 2 WRIDINICHIE L (A | 1 7 H 2z 2380 GERAY) 1L 5%LL T &
DL FBIFFEIX 0.07~1.4%, FELTFEIL 10~20% EOHELH Y T3, BOHELE LTX, Wik
BMARENDH Y 9, FIEHEFE. PUSHRED RS 0 Do A/ MERHIC L Vi Z 5 & & TnEd
N, RIEARATT,

FIERHOIBRENEE TTOT, BEPIZERO X ) RERAEIH L EHE. IREBICXk-> Tk, &
Hamik L, @ik, JiAEwE. ¥ ha b MU oK (BREHMEESD) OG5
WiEZIT->TLIZS, £, 2HOBHRBHEBRA (FFRAREOH 555) OIEH K33 AFH)
HRHNWOND Z ERHY 3, FURSIHREDO B GOV T, [BIE L THh 6 HoE ORI
AR, ARTMIZED ZIERHENGHEHT 22 ENEE LN EZEX LN TVET,

1112 BREECAXRAOT (0.1%)
EHREICLY ., DASEOREEESN S SDONDZ ENHDDT, ZOL I RIERNL S
NS AITEE TP E2ZE T2 L, B, BETERBIERNEHG T2 85D,

(fiA3)

B e JCRE AR £ C O[E N ERARRRER, SR [ 5 31T 2 B IR O &8 O Zhag B AR £ T
[EI N B R B K ONE B3R RIERER . 5 D% « 9 DIRAED SRR B KGRI £ COENERRRER, /L
DOHAAANRY N T LREICHE D SRS NE O e B INARRR £ COENBRRRERICB W, BIEHE L
TEFMEY A 2T —7D8 1/1,490 il (0.07%) [DRURBRMEREEIC 3517 2 Mo IR O SGE 7GR 1/192 B0
Bl HEINTWET, 72, AEORKRRBRICI VO TIE 20/5,592 1] (0.36%) HA ST\ ET,
BRMEC AR OT I, PURBMHREOEMBZR G 42210 T2 BEITH bbb Rl 7o A E 8
DOFFRT, BE, A, &, 5, U, e Bl LET,

FEAERFH IR . B A DO EUFE & S, FRICIEPUB MR SR O E 7D ULIKEEZICHEBIL . 20
—EBIXFE R T,

FIERSFF & LCIE, K32 Do ZFIRO RGN 7 W 23t WV 72 fE . RN o De BRI O 1
OILENEZ VRIETHEEZLNTWET, R RETLE LA OREEYE BB
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KL Y A [ 2 | (0.18)
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13. BERE

13.1 fE4K
HME O B RERER B OV R B A 1238V T e 1,260 mg F TR A SUIAR KA Sk S5
HENTZRANCRB W TR, MR, @+ B, SR, EHEOIERAHBE SN TWD, Elokm
195 mg F TR L=/ T, — Mo ERkis &, AR ORER S REL L 72,

13.2 {0 E
EHEROFIEZEGIIHEHTH L, MIRSITITAEHTRWEEZOND, 7R, MAIIRK O TRtk
BEXONLLEEIITORBILHEET L2 L, [16.7.6 ]
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R G o8
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SOEMERR, BRFR O, KL OEREELICET L, RO DL L T D et b BE L T2
SV, o, NEIROFEIRZAGANICE=Z — L, BEPEET L E THoRBIEEZIT> T ZEN,

<HE>

1% M ik 0 ABILIFY @& E L2854 iEER O BB ENFFCT U BT ) — L ORI Z 3|4
LZOIZAHNE L7z, 15mgD 7 U BTV — )LVHERE O 5 1 BFEfE%IZ 50gDIEME
RKERETHLETIETT ) — L DOFEAUCK RCmax?s 50% A L 7.

MEENT © 7V 7T — LiBER G ORI T 5 MIEENT O BT A ®iT v, 7
T UNMEEAICEEICHES TS Z Enn, MEEITRERGOFFIZITEN T
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Fo. SEFORITOHEHNBAE U HEITERERA LTI a0,
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1431 AR EHERAT 220, b LIF1BEORAEEZ AL, B E L XLV 2 —AEIRET, 2
TG 150mL) < HWICHR LU CTHEMT 2L, 2B, FREIERD X ELNEMAT D 2
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1432 53l fhiE, 1 EENEID TH D, BHEMZITREZHSLNITRIT 5 Z &,
1433 /NEDOFD @72 WA ET 5 Z &,
(fiR73)
RN ORI, BERRZEDOFE~, fFEEZT-> T LI,
CAEOFERAH LW TS0,
NROFORPZVANIHERE LT EEN,
T U 77 A1#1%, =Y 77 A NAIK0.1% & OFFRAN TR SN DI L OELAEELEDOFEMIZ OV
TiX TXI. 2. ZDOMOEEER] OEHE ISR TZ3 0,

12. ZOHDFE

(1) BEERERAICE D < 1R

15.1 BEERE AIZE D < 1E#R

<GhEeE>

15.1.1 AFNZ X 2 IR HIRIK AR O 28RN HE ST D,

(fiR73)

BRI RS B OV IR 212 T ARAIE % OJR KRB O Z28RIED A S TVE T,

PURSMR SR, REEIR, M8 REER S, a2 RO0BREFEZELSELI NIl MmbhTw
T, B L BRNEWE B b0k, fEE=E 7 v v 7 (Adams-Stokes JEMERE), QTc AL JEfE
BE, HIIZFNDEIT L2854 TdP (Torsade de pointes) T,

IAETIE, FUBHREOLFEMEDIED—> L LT QTe EEN LIZULITHRY EiFbnd X oicin EL
7oo QTe ZIER I ELHE Y L L TL, FUMIREELSMNC b=V a4 T IR, ZBRiH> D
A, ZV A= FERHNLNTWET, L72N-o2T, ZHUHOEMOGFHICHEE L T ZI0,

15.1.2 A4 ETIHE SN 7B FEICBE U 72 iEeiiedk GRIRANV6E - 20 2R T2 Al axisg s
L7z 17 OERERRBRICB N T, AREZELIEERPUEHR IR GIET 7 7 B R B GRE & i LT,
LN 1.6~1.7T[EFEN-> T2 L OWMEND D, FHRITEEL ThH o722, DlER (DAL, Z29R5E
) TGUE (MRS KD ENE -T2, B, AFID 3Bk (F938 . F¥F 82.4
% 5 56~99 %) TIX. ECKROMMIMERE (M2, —@MEME MREIEE) OFRBERNT TR
R L TE o T, £2, SMETOEEFE IO T, ERGUR SR & JEE R 5 3K L [
FRIZEC RO LRICEAGT 5 L 0BERH D,

(fi0)

EA, WM, GEAEE I BEE U 72 R IR O TR IZ 3 L CARANIAERGE STV EHR A,

Kl A i 5 3R R (FDA) X, FR0E (B U 7= s i ik ORGRAMVNEE - 0 2 BT S Mg 2 x5 &

L7 4 DOIEERPEHHRET IV ET IV =V AT P 7 2F T UARY RHZONT

D 17 OEFRFRBRORAI D 3 5k A G T0) ORAE 2 fMidr U, SRR GHIE T 7 B AR GRE & g LT

N 1L6~1LTERNPoTo L OFRREH/E LIz, ZORREZ S LIZ, FDA 132005 44 A 11 HAHCKEIC

B D ETOIRERPUEMREOBEEEE 126 L, 2 Ofaltt & OGRAEICBIE U 72 R iEik 2 A9

% @R It A LIS T H D 2 & 2 (Boxed Warning) IZRt# 5 L 9 Bk L& Lz,

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

IEER PSR Z B 5 SN TV 5 @l OB ANE BT 1B 2ITEEE 23R E L2772 R%R 17
KB (B OB 10 8) 2T L-fER, 77 v Raib S BE I, B2 #E Sz k
FOFHT IV AT BREBLZE 1.6~1.7T{ETHDH I LB Lz, )7 10 MO EERERICB W T, 7
TERBEOHRTCENBLE 26% ThHho7oDITxt L, EALZELG INTBEORCRITBLE 4.5%Th
iz, FERITHEA Tho 7o)y, REMICTLIE R (DA, Z9R5E%) SJUTEYYE (k%) 2L 558
TNEno7-,
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HME T ORREVE B U7 ER 2 AT 2@ E 2R L L7 Ve 7T Yy — D7 T R
BB (T & 2 3Bk, BEM&E 1 BICkW T, 78R a2 R EINZEBEICHX 777
VR SNICEBE TN T, ECREKOMNEAEFRROEIRO LAENRBOONE L, EE
MERBR T, 7V V77 Y =5 BE IO TMMLAE A EFFRICE U CHREHAIICA B2 A0
BmARBOLNE LT,

T, KEREMERKMF (FDA) 1E, 20084F 6 A 16 HAF T, FBAHUEIZBSE L 72 Bk KR
AE « ZhIR) 2 AT 2 Sl A T B A 0 OFE RS ERI GRS A IR & S R H TR e R &
FARICHE N EHTHZ 2 RERLE L, ZO/MRE S &I1Z, FDA ITERHURE AR I L OFEE R T
R ORGEIER 125 L, 2005 FEOIEERGUREMHIROXHIE & RIFRIC, 2 OfEltt & O HEIS B
L 7o iRk &2 B9 2 |l B 1 T 2 HITEISH Th 2 Z L 2835 T2 Lo IcERLEL
7=

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

FDAIL, FRAVEBRLEDREHIR 2 A 5 mlnBE ~OEM | IFEMOFUSHRIEDOM T, & bt
CURZ EREBEST L2 EEBIT D,

20054F4 H | FDAIZEFRGEFE (T3 L, ABEEBE O RGHHIR 2 A 3 5 m v BB ~ O FFE L HUR 5 3K
OFERIZED ., ECY AN ERT 22 2% Lz, FDAIZZ O@MALIRE, ERGUR R IE § 58
YR LR E 5553375 ZEERBRTHEMERO LV E 2 —E{THoTE 1,

PURAIR IR, FRAVEBE O AR OTEREIK & U TR I LTV,

%%kﬁéhﬁ&@r 2 O >

BT, ERPURSHIREOM B ICB T 2T Y A7 Z2RE L. 2 SDOBIERE PN BRI NI
89, 90)

FDA L INHD 2 ODMIEEOFIEIZRADN B D12 EHGUFAHIR I IEE TGRSR 3 & g L T
Y Xﬁ?ﬁ\k%b\ fmmd HZ &ITTE f&b‘k%i“@z‘éo L7 L FDA X, Zhb 2 5 &7
JTRTOHT E“?‘/X Zlba—45Z LI FREVE B DO RE IR & A T 2 i R~ E B U E
AL U725 #Fﬁ?ﬁ”#*ﬁﬁ?r%@%é\k Hﬁ% WHTY RAIZBERATHZEERLTWD EHIET L
. Atk ﬁ“’\’C @#F@f;ﬁ@ﬁﬁj{iO} la Boxed Warning and the Warnings section] 2, #&
SEBE DSt 2 F 3 H a0 U X7 ERICET AW ERREH T 5,

<308 - SORE (BEARTHALHRISROSNABMGEISRS) >

15.1.3 MBS CHEME S ALK ) SRS ORFIRBE AT 5 BE LG L Lz, BEROH ) A0k
1175 R AR O MRS RITH 1T, 24 BDLFOMETIX, AR RO
DY AT WG SHELGBETT T L RBEL B L CED -T2, 7238, 25 WL EOBHICKIT 5 H
BREBSAZRERORIOY A7 O EFITRD LT, 65 Ll FICB W TITZED Y 27 B8l L
729, [5.2, 8.12-8.15, 9.1.6 Z#]

(fiFt)
BRI e b= FIR Y ARBLER] (SSRD KOk w b=/ L7 RLF U U HIR Y ARLEH] (SNRI)
SFOPLO SABLBOEEFEHETY,  [JEATBE ERR R AR 5 (PR 19 45 10 A 31
AAE) ]

KERNERS R (FDA) 1. SSRI &8 SNRI 25201z THLOHT 5 SFI. RO b a4
KO OHMEEFEORMIER L AT L2BE LG L LE 7 7 2 A5 REEARRBR OB 21TV F u‘_o
ZTOFER, TR ERESNTEE L HEL T, 24 ML TORE TP SFl 25 Shi-BETH
FHEESCHBRERORBEY A7 NEL 2D ENRBEnE Lz,

D OREHERICESEZ | 2007 45 A, FDA I KETIRE STV DP9 DEIOU SCEIZ 18~24
OBE KT HEEMRMEZ LT 2L 0 REITWE L, 2B, 25 U LOBEICE T 58E Y A
7O EFITROHGNT, 65k LICEWTIHRIDO Y AT TT 52 EARBENTNET,
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(2) FFERPRAEBRICE DB

15.2 JEERERERAICE D < 1%k

1521 FothfEH (U A, v ) OBAFHEREBRICEBWT, RS (M~ 2 3mg/kg/HLUL L,
7w N 10 mg/kg/H) ROVFEEEE (M~ 7 X 3mg/kg/HLAE) OFEFED EHBHE ST
Wh, ZNHDEBIIT~wETIImMF e 7 7F oo EHEE#ELEZALE LTELL< @b TWY
5. T v O AFEMRERIC mf 60 mg/kg/H (AR ERARHELEH & 100 f5I2FY) OO
R CRIE BB OF AL O R PG ST D,

(fiL)

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) KOV FHRAKMEE; (M~ 7 A 3mg/kg/HLL |) ORAEMED EHAHEINTWET, 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
BHONTZHMME N TFTERIROIEEF ML, B S TOMEZFEELZRTHLOTIERWEELONE L,

Fo. Ty FORAJEHERBRIZEBW T, 60mg/kg/H (@ ERARHELEH & D 100 f5I12/0Y) OO #5-1E
TRIBREEEOREMED ERENRE S TWET, Ef%iﬁf@iﬁi?)ff??—wﬁw

FEI\CHE M EE 2 76 L, T OMREMEROR E U CHITE B FEE A ke L= 2 Lok D ik
mﬁﬁMT%ék%z%MELto7)&77/—wiLmﬂ$%ré¢\@ﬁ%é#@%mwggm
72 o7z 40mglkg/ B BE DM} O 60mg/kg/ H O HEDIRFEE (AUC) X, ZhE i mERRHERE & T
» % 30mg/ HEHRFDOIEEE R (AUC) IZX LT, M THEHLIVIX 10 GEN-TcZ b, TIES T
V= )VORERME R . EEEAOTMREMEIZEWEEZONE LT,

15.22 YV ORER O HEGRBRICIB W TIHO 9 NotiE ek, Bab, BA) 25 4 8 ~52 @R O
25 mg/kg/ H UL LD T, IR FRRE 0 JFHE A AR BEAR KT F. 23 39 1 filFkER © 50 mg/kg/ H
U EOHEBTEHRE SN TV, ILEIXT UV © 75— LR OEE DR B 2 VB h CYafi g
EHMZDOBEL RV LD BN, v, Zhofimor MEHHIZB T RE (1
HH 15 mg/H#& 5, %@%GHWSOmyHﬁ@%D&Qﬁ)i#w%ﬁ$ BT DHIRED 5.6%
IFThY, £z, MEH AN T DIEMED 5.4%LL T TH -T2,

(fi0)
AR 3 1T o D& G- mERBROFE R A FTEH L TOET,
v T2 R B G- REBR TR 5 WO L & OFFRE A ERRAT R (FIRRIE P 040, /NERARE N
DPASPHMEEAEE) BDROENTWET, ZOFRIEITIET 7Y —LORERLEIZLY, #iat
THHTIVET I —LoREMOREE FREBRA RS E) Ot H~OFRtREn L., ZOREN
B COEME B2 T2 T2 DITHT I L7 R, BB LB b E LT,
L2rL, FRUCART L OIS, & MEFHIZE T 2 8EMEOR G RREE L, PR, F72, B b
RE T COWRIRIEICH AMEN -T2 2 EMB T VBT TV — Lk e MOhkEEFRAEEAREE TRE5 L TH,
RO GRS 2 FTREMEME < L B MM T O & ORTRS A RERRT A 2S5 B4 2 fa R
BnweEZzonFE Lz,
- b MEHFIZI T B EEAEMEORAIRRE O RME (1H B15mg/H 5. = 0#6 H[#30mg/ H KK AERE M
B 5-85) XY OVIRH IR T D i/IME (1B 25~T75mglkg/ H % 39l 4% 5:-0F) 5.6%LLF T LT,
- b MEFHHIZB T 2 #EEOR A EREORKXE (10 H15mg/H# 5. = D#%6 H [H30mg/ H K&/ 1
B 5f) X e MR CONEEMEE 05.4% LT T LT,
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IX. JEEREREERICRE 9 SIRE

1. ZEIEHER

(1) EEZNEEEAER
VI = EEBICET HIER ] OHSMR

(2) REMZEEAER
TVET T = O fEEIRER A~ 7 A(ICR). 7 v b (Wistar, Sprague-Dawley), E/LE v h
(Hartley), 7% *(New Zealand White), 2 X O X & T, HARMRER, B HEMRE R KON
i, PR AR M OB BR 2R . HEER REICKITTRBICOWTHRGE LTe, 7V B 7 Y — LITRRINIC
PO BIVIZAERIEL AR o Tz,

O —fATENCXRTT BIEH
<~ AZBWT, 1mgkg A EOR DG TERIMEOIL T, 10 mg/kg DL EORE 05 Tl G D
KT, L Z L7y — 100 mglkg & 0% 5 T3, KREBORE | IR N RSN\ EI
-,

@ HARE R IR B /EH
~ 7 AZEWNT, 0.3 mg/kg UL EORE OG- CHBEEEOMH], 1 mg/kg L OO G Tl
EBOIH], 3 mg/kg LLEDORKRAOFKETA~F VL X — VHEIREFR] DIER.. 10 mg/kg UL Bk
A5 CERIER 2" Lz, £7-. 30 mg/kg UL LR OEEH- T 7 TV — ViR ERE % 100
mg/kg HAKLGTA MY % =— (X FHERILE AR L 72, 50 mg/kg L EOR AL T~ 7 2 DI
Z. 100 mg/kg UL EORKROHETT v NOKBEZK T S0, SMEHEEET « NESSEEMIaD v -
7 2 HEER(GABA) R EFIZx LT 10 mol/L D THif| L7,
o BRI 25 LT 3 mg/kg FRIRNEE G- CEAKEIR OIR U 2 BIRIEIREE 2 5B L, MEIRTEEE
JAHNZRE LT 0.3 mglkg PLEOERNRA G- T RER ] K QNS R RENR I D Jsirb | BRI K OV Bl
MOEMERZ R L, 3 mg/kg SR G- T HREHERR A K OV RIS X 2 Bk TEmE S 2 xf
L CHfER 2=~ LT,
~ U AZEBWT, 10 mgkg UL EORR A E 5 THmEIEN 2R Lz,

@ BHEMRR K ORI 5 1ER
X T DA SEARREAIBLN L B BRI OISR LT, 0.1 mg/kg LA LIRS THIHIEMN 2R~ L
7=,
FEHKRKEARICEBNTH 2 L7 FLF U AEAQ0 "mol/L LA E), fisHEGIc B W TH T F L=y
EHBX 10 mol/L LA E), fik A% I UAEHI0 *mol/L UL E) R Ui/ N U w7 AEA (10 *mol/L
PLE), fHIEHTREFEICBNTH 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
T 0.1 mgrkg LA EOFEARN PR G- CHINER 2 . KERENR Mk &%k LTI 0.01 mg/kg BL LD
RN 5 CHEMMER 27~ L7z, DB L CiE 0.03 mg/kg LA EOFARNE 5T T KO8 E &
0.1 mg/kg BL EOEIRNE LT QT BIFROEE DIERIEM 2 RTINS -7, F/o, LmfrEh
HE K OV A O AR BV B AL B2 BV Tl 0.03 KT 0.3 me/kg $RPIEE G- CTRAMEZERE . B
PEZETIER B OGP ZEAREAE R, DT O IS K OB MRl R O BLAEE R . RRY & Pt
ORI VER Z R L2283 melkg BRI G CIXREMEZE R O 28 e ifiE FEEAE .
BNAIE R O3 M@ s D IER N 7 B Tz,

MR EA X OBIEA Tl 100 u g LA LTt MR ER . 300 1 g b EHINIEH %
7~ L7z, HEK-293 filalZ 3515 2 HERG &EifiZxt L CHfil{EA 27~ L, ICsoffi% 0.263 1 mol/L T
HoT,
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® HbZRRIx T H1EH
30 mg/kg LA EDORR OG- T, ~ U ADMLETWEREITK L CRREZRMEERZ R LN, 7> b
OB ER), PHEE) N ONE RS WK L TiE. 3 mgke FRIRNELE) £ TREZMTES otz

(3) TOMOEBHER
AR L

. B

(1) BEHxGHEMEHR ™
SDRT v FROI =7 A PR 2 FEBBSEELZ L FIOR LT,

Y P O &G i RA G-
54k i3 953 mg/kg >2 mg/kg

7 i3 705 mg/kg >2 mglkg

\ >92,000 mg/k >1 mg/k
=g ZEEE eS8
i3 >2,000 mg/kg >1 mg/kg

(2) REEGSHHR
OR8N

MEED SD 527 » k& vy, 438 (0. 60, 100 mg/kg/ H . 4 ABEIEMERG : 100 mg/kg/H)
13 MM (0, 2. 6. 20 mg/kg/H ., 4 HEMETEMEMF : 20 mg/kg/H) | 26 8 (0, 10, 30, 60
mg/kg/ A, 13 HMEIEMEMRE - 60mg/kg/A) K52 8 (0, 1. 3. 10 mg/kg/A) DOAEREA
P 5 m R A FE ke L7z,
EHERICB W TR, AREOMK T, IR FEIE N GO EE TEE BRI N, 7
M2 b e LT, mAEREZ BRE LTl o@iFMiaoE#E, IR L ORI REICE
T DERAEROERM ORER RO IENEO bz, Zofiz, 7IEF 7Y =37y
NOMEFR 707 7 FUREZEBSEL 2 ENPERINTEY, ZHICEELZZ{bE LT,
THRAF B OZEN, OO A, INROBEEIA, BEOIMROZENE . R OZEESH EH
B FARE L TRD LN, HREAKOEMEZIR . R LIBT3~ TREIC L v iERR
VN DB L 7,
MEEEME L 13 A A% 53R CIIMED 6 mg/kg/ B, MEAS 2 mg/kg/ B, 52 M A # 5-3008k TIIMEDS 3
mg/kg/H. MEA 1 mg/kg/ B & Il X7z,

@ $h#EZ v » W

MERED S A SD 27 v b (4% 21 H) v, 60 HRE (0. 10, 20, 40 mg/kg/H) OKERN
P G a R ER A SN L 72,

T v b E AW ERERBR T LN S FFE L, AKOIEHAEN H D ITmiE 7 o
FIOFUREO LR EN LN EHEBEICBWTED b, KEKEE TORKIIERSD 50
IERITEE O INL, ARIEOIKIIEM 200 L7 PR ~ DB 370 b B iR s il H
OB 2T A IR LT EZEZ DI KREIC LY 2 S OFTRIZIES L=, 20 X 40 mg/kg/
H CIIMERBADBRE 72 B IE 3 A DL T2 03, AEFEITEN O BEEF LA Hiv7e o 72, 40 mglkg/ A Tl
MRE (RIREERERS) AR IR C O XA BREEBE OB BN D3ME C A DAL A, APt E 2 Rie 9
DIREAAR BT A D e o T2,

@ HhFEA X W
MEREDShHT B — 7 VR (Atk 8~9 ) % v, 6 » HRE (0, 3. 10, 30 mg/kg/H) DIERR
M 4% G- e % 52 L 7=,
AIOIBNEA 2 U7z PR R~ B L U CRFER GREMEIK T, Rk, BIT5H) &
OMREBINEOHD N EARICBWTALNERN, BHRERITWTR LA TH Y, (REHMN
BORDIIKRIEIC I 0 [EE Lz, F2, #HERNCER T RS HERFEZNE I LT, W
PR ORI & AT GBI U728V RIZ A bR o T, & 5T, MRATEN2A0REA



(3)

(4)
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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>,

@ Hh=rAH%nP
WD B =7 A4 P& VT, 138 (0, 0.5, 1. 5. 25 mg/kg/ A | 4 FREIEMERET : 25 mg/kg/
H) . 39@R (0. 25, 50, 75 mg/kg/H) K O'52 M (0. 0.5, 5. 25 mg/kg/H) DOKERD
e R A S L7z,
5 mg/kg/ H LA EOBHRETIX, HEWEOES, IFEMMEK T, Rk, V&L 70— W TR HE
O b, HERNICIEE (RR~EG) 23 25 mg/keg/ LA ETRO Sz, ZOkiEFicix
TV T T OKBLARE OB NS 7V 7 v USRI S, 2 b RE O
REAFRIR BE X VIR T T O In vitro EIREIZIE LS H VTR L RECTh o2, —H,. B b
\Z30mg/H Z 5 LB 2 o R OB IR X, B MEHH CTOBEMED 5.4% TH Y |
INHo/RGEW R e MEFET T L, REZ T 5 AletEi RV Ll < v, BT
B DVIE G TR D b biE, REIZI D W IR IEERW LEEIL 72,
MEFEME X 13 ARG RERTIL 1 mg/kg/ B, 52 BMBG-RERCTIX 0.5 mglkg/ B & HWr S,

BEinE R Y

#EE % AV 72 DNA 15735k © DNA HIEHBMEITRO S, ME 2 A 7218 R4 BB it
TEVH L OGRS TR FERFBRMEITRD bl oz, ~ 7 A U o8 EH 3k L5178Y Mifukk %
AW F 2 Vv — Bl nEE G A R T, RENEE O IR S il a2 B Bk
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,

AR 1% 5 (50~200 mg/kg) L7z ICR R~ 7 2 DF# 2 H W 7o/ MZRBRIZEB W T, 100 LT
200 mg/kg B C/MEHE DHENMN I HIVTZ D3, ~ 7 A DOIKIR % #ERE U 72l F S04~ TIT - 7B I/ N
ABRTIT 200 mg/kg ([ZBWTH/NEHEE OBINTA bR -T2, LTed-> T, ST/ MEHEE
OEENMIMOFUEFFHE T HLHE STV D % iR OMEEAICER L REK TIcL 5
Yt R BEDN RN & 5 2 Btz HERRO#E S (125~500 mg/kg) L7z F344 RIlEZ » h OwIE:
FAFHIA Z IV C, in vivo-in vitro FFREH] DNA &5k (UDS) #HIE L7223, DNA HE{EH M1
WO BITRNS T,

AR ER ©

IREEE G2 X 5 104 W AJFERER 2 ICR R~ » 2 (0, 1, 3. 10, 30 mg/kg/H) KT F344
FRMEREZ ~ & (0. 1. 3, 10mg/kg/H) Z MW, & IR Q512 X 5 104 BRI A SRR 2
SD %M~ ~ b (0, 10, 20, 40, 60 mg/kg/H) %AW CTHEE L7,

IREEHE 5B O i, thoBURMRIE L FRE % 1P e 7 7 FUREOEBICRINT S
L E 2 BN D IR AE RO M~ 7 2D 3mg/kg/ HLL LKL YT v b @ 10 mglkg/ BRI, 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 LD L, ZOMRMEMESOR & U CRIBSEAENE O H N AN E W RkGE L7720, ki fE
BORENEM LD EEZ SNT-,

JEEFE AL SR DM NMIN I B AV T2 0> > 7o 40mglkg/ H RO ME K Y 60 mg/kg/ H BEO I DOgEZ & (AUC) 1%,
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) )

o Ei'a 5. 2  (mgkg/H)

0 10 20 40 60
R B D R IE 5/1102 1/55 3/55 4/55 6/55
B8 O e 0/110 0/55 0/55 2/55 6/55*
B8 O [ K O 5/110 1/55 3/55 4/55P 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
@O SEhRT R ORI 5308 (Z v 1)

SD %27 v h&EHAWV, M 0, 2, 6, 20 mg/kg/ A #5928k & | HEIZ DA 0, 20, 40, 60 mg/kg/
A5 28B4 505 Lo, HETIE 60 mg/kg/H, HETIX 20 mg/kg/ B % TOH & TR/ IEREIC
WEIIRONR oI, METIET 07 7 F UHEINGERT 5 & & 2 553 IHFRIEH OIE R 2
2 mg/kg/ H £ TR OV, BEAE L S RATIE C R OB 28928 6 mg/kg/ H L F12, 22F H B4t
£ 20 mg/kg/ HIZ R B L7, REMICEETERD O /L 617z 20 mg/kg/ B T3 AAARE O 23
Rz, WHEMEEX, BN 60 mg/ke/H ., MEDOAERN 2 mg/kg/ B A, JR 2% 6 mgrkg/
HEEZEZ b,

@ MV E R B 53R

SD %7 v &MV, EIREIC 0. 3. 10, 30 mg/kg/ H 25 L=, KB EEINME K& O
BAFEWD O R G710 mg/kg/ B UL L CAZMEO R O R ORIED L 541, 30 mg/kg/ H THE:
IR OBEIEE, RIMAREOIKR T, B LBE, KAL) SRR TR, RO/ NERio H
B, A% OKREHMIHIN AL SN, BEEElX, B2 10 mgkg, HAY El14733 3mgkg L& 25
ni,

New Zealand White 7 ¥ & H\ | iEIREIC 0. 10, 30. 100 mg/kg/H 2% 5. L7-, B#m T
1% 10 mg/kg/ H LA b THEEEE O A3, 100 mg/kg/ H THRER TR OFREN R 5., BT 30
mg/kg/ H LL_ETHRLAED T, 100 mg/kg/ B THKEZIL T OB, BHAR L WESEme (3
RIEAERNT BT B) OHEOEMNN R Sz, RIROEEMERIL 10 mg/kg/ B & 2 bl

@ JEEM K O KGR (7 > )
SD %7 v F&EHW AR &K O LB 0, 3, 10, 30 mg/kg/ A % $¢5- L 7=, REEI Tld 30 mg/kg/
A CIRE RGN, AR | ERMIE OB EIER K OPER A2 R Hh, AR TIEFE
HCTAEZLOAFRLOEREDR TR R N, EHEERIINEOLEE (i, WE%) KUH
AR E Y 10 mgkg/H EEZ BT,

(6) RRrRIA MR
A LR

(7) ZDihaiEsEHs >
O FrlEPEER
Hartley ;2 E/LE Y b Z AW EGMT 7 4 75— ISR M OZ SR ET 7 4 7%
= RRRBRIZ B W THURPEIZER O HivZe o 7z,

© fmEtER
4 FERRER O S (0, 10, 30, 60mg/kg/H) L=k SD 27 » k% H T Plaque-forming
cel 7Ty EA BEMLIZL ZAH, WTHOREGEICENTS T MRUKAFEED P SUS I R8T
ORI,

@ M ER (in vitro)
g~ 7 ARRHESFAIO 2 VT, 1.77~56.2 1 g/mL O & T (UVA : 5 Jlem?2) O RE % K
FERR B DOAFIY AL (MK ZEICOEEEA RS LIZE 2 A, JEEITED bk
nol-,

—100—
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@ RAFTERBR
SD 27 v b ROT B 7P AW T F IRIR AT R ER O AIRN A 2 H LBt G5B, 70 7%
NEHWTEBIRNE CREGERBREZER LT-E 2 A, FIREEELOSEIESROWITNEERD B
Rinoiz,

—101—
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X. EENERICAY 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—EMSONFEIZLVHERTHZ L)
By - 7T IVET T — BE

2. AERE

Tt 7744 1lmg * 3mg * # 6mg * € 12mg : 36 f4 H
Tt U774 OD & 3mg + OD £ 6mg + OD £ 12mg - OD &£ 24mg : 36 & A
T 77 A8 1% : 36 & A
v 77 A NHIK0.1% :36 & H (478 3mL, 6mL, 12mL)

: 248 H (48 1mL)

3. AENRETORE
iR RAF

4. MIRWLEDEFE
TEY J7 A% Img - 3mg - 6mg - 12mg
20, MYHKWLEDEE
20.1 PTP cld&fnid, 7V I v e —BREMZILEIR - Szl TRFET 2 2 &,
20.2 77 AF v 7 hvadEiE, EHOBEX ¥ > 72 Lo 0fEd b &,

IE'Y 774 0D%E 3mg - 6mg - 12mg - 24mg
20, MYFEWEDZE
WiRtE 2 /427207 VA —0HEOFEERET DL &,

IEYI7ARAKO. 1%
20. RMYFNEDEE
Syl BEMRITEDE L TREFT D 2 L,

V. 6. HEDFEEFHTICEITHIREN) OHESM,

5. BEMITEM
BAEMERLTA R HY
<TFVDOLBY : HY

— 5 - EEhE

—HER s ) 7 7 A B KRBT 300mg - 400mg., T BV 7 7 A Hife K& A 300mg v
Y -400mg >V ¥

R % . ~aXY K=, JAXY R EYTITIVERE, YTV, Julra~vd iR

B, A5y, JoF TV 7w AE, oo EHEBE, Tarrw) L.

=i/ A P -

Il T

7. EREEERR
20024E 7 H 17T H (AX T ailzB) AREAREAH)

—102—
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8. BERTARFABRVEARES. BEMALERFFAR. IETHBFAB

i, 38 B e AR R SRAM FE UL i 7eBathR
R FEAH " EAH AR
TV 77 A5 1mg 201649 A 28 [ | 22800AMX o010 10 118 1 | 2016 45 11 A 29
00691000
TEUV 77 A5 3mg 2006 45 1 j 23 | 21800AMZ | onnc e n1 | | 20064 6 A 8
10013000
V77 A5 6mg 2006 4 1 A 23 | | 21800AMZ o0 e 6 B 15 0 | 200742 6 A 27 H
10014000
T BV 77 A5 12mg 21900AMX
200744 A2 B | o0t | 201244 417 | 201245 A 11 A
TEY 77 A ODEEBmg | 901941 [ 18 | 22400AMX | oh 0 ey 5170 | 20124 5 A 11
00030000
TEY 77 A OD§E6mg | 901941 f 18 p| 22400AMX | oh 10y 5170 | 201245 A 11 A
00031000
TEY 77 A OD§E12mg | 901941 f 18 | 22400AMX | oh 10y 5170 | 201245 A 11 A
00032000
TV 774 OD§E24mg | 901241 A 18 H %ﬁg%ﬁ? 201244 H 17 H | 2012465 A 11 A
TEY T 1% 2006451 H 23 [ | 2L800AMZ 1 onncie s m 1/ | 200646 4 8 H
10012000
U7 7 ANMIK0.1% | 200941 H 6 H %%ﬁﬁgi 200943 A 23 A | 20094 4 A 10 A

0. MEEREMBEM, MERVAREEENEOEABRUTONE

PR P

(21T D BEIR D
900+ 5 OIREE (BEAHBIR THa R RS5O DR WG EIZIRD)
INREIOBAARZ &7 DIECHE D Sl

10. BEERR. FAMBERLAREABRUVZOAR

< e

FE ] ROV DU
FEAERALEAN 201843 H 29 H
FHERAARONE  EIRML, ERERED
HE 3 A DNOAETONTIIZHIEY L,

L)
<O - 9 oREE BEAARIR TR0 bR WG RICIRD) >

HEAMEREAFREAR 201849 H 27 H
HEEEREONRE | EIEML, ERERED
HE 3 BADPBAETOWVTILD

HiaL)
<UNEBHOHPAARLY N T DEICEE D Bl >

HHEEMBEAFREAH 202149 4 22 H
HEAERONE | EIRN, ERESIESEO
HE 3 BADPDBANAETOWVT LD

L)

(=i
[S[=R=0N

=i
[a[=N=AN

=N
S[ER=0N

Atk

—103—

R L7,

K
M L7,

201241 H 18 H

201346 H 14 H

2016 9 H 28 H

2B AEMEROUE] >

(%hE -

(%hE -

BRIE N OV e DR (S BE 3 D IAHE SR 14 5485 2
(Bhfe - B K OHE - 8

AN R OV P DR B (T B3 D IEHEER 14 56 2
R OHIE - I A

OZ M OMREICEE T 51585 14 55 2
K OV - HEIZE
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BEEHM

| X, ‘B FEICET 55 |

B R

AR P [ 2
2B 5 B
IRNOLE:

5o - 5 O
(BEAF 1A T+ 5
RANRATRD B
RVEEICRS)

NEH o B P
NI T LIE
P D Sl

Tt 7 7 A lmg

2016 /£ 9 H 28 H

~

201746 H 13 H

=tV 771§ 3mg - 6 mg

2006 41 H 23 H~
20161 H 22 A

T Y 77 A5 12mg

TR
(200744 H 2 H~
2016 4£ 1 H 22 H)

TV 77 A 1%

2006 41 H 23 H~
20161 H 22 A

eV 77 A NHK0.1%

TR
(200941 H 6 H~
2016 4£ 1 H 22 H)

=t Y 771 OD % 3mg *
6 mg * 12 mg

=t 774 OD # 24 mg

P A 1]
(201241 H 18 H~
2016 4E 1 H 22 H)

W& I IE
DI

2013 4£6 J 14 H

~

201746 H 13 H

201649 J] 28 H

~

202049 H 27 H

12. REHMGIRICET 5 1FH

AANE, B (HDWIFHE)

MRS T 2 HIFRIZE D BTV 0,

13. HiEI—F
JEAE T B . o1 s
Wi S AL e Mo (o |7 T
= — R
T 77 A5 1mg 1179045F8028 | 1179045F8028 125146301 622514601
Tt 77 A5 3mg 1179045F1023 | 1179045F1023 117086301 620003479
TV 7715 6mg 1179045F2020 | 1179045F2020 117087001 620003480
TEY 77 A5 12mg 1179045F3026 | 1179045F3026 117764001 620004945
TEU 774 OD#§E3mg | 1179045F4022 | 1179045F4022 121352201 622135201
TEY 774 OD§E6mg | 1179045F5029 | 1179045F5029 121353901 622135301
Tt Y774 OD#§E12mg | 1179045F6025 | 1179045F6025 121354601 622135401
T U 774 OD§#24mg | 1179045F7021 | 1179045F7021 121355301 622135501
IEU 774 1% 1179045B1021 | 1179045B1021 117088701 620003478
TV 77 A WA 0.1% | 117904581021 | 117904551021 118235401 620009105

14, REREHLOERE

BN ANA
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KI# . &8 | Tablets : 2, 5, 10, 15, 20, 30 mg

ZhEE - 23 | ABILIFY (aripiprazole) 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 formulation; 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 in-
volving 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 medica-
tions 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 pa-
tients 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 admin-
istered in 5 mg increments. The 30 mg/day dose was not shown to be more efficacious 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 address switching patients with schizo-
phrenia 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 appro-
priate for others. In all cases, the period of overlapping antipsychotic administration should be min-
imized.

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. Dosage ad-
justments of up to 5 mg/day should occur gradually, at intervals of no less than one week. Patients
should be periodically reassessed to determine the continued need for maintenance treatment.

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

Tourette’s Disorder
Pediatric Patients (6 to 18 years)
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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 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 one 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 increased
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 one week.

Patients should be periodically reassessed to determine the continued need for maintenance treat-
ment.

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 inducers
(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 con- | Administer a quarter of usual dose
comitant strong CYP3A4 inhibitors (e.g., itra-
conazole, clarithromycin)

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

2022 4 11 H 30 H

(BRMISE T B EERAR)

Tablets : 5, 10, 15, 30 mg Orodispersible tablets : 10, 15, 30 mg Oral Solution : 1 mg/mL

o
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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
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 Bipo-
lar I Disorder in adolescents aged 13 years and older.

Posology
Adults

Schizophrenia: the recommended starting dose for ABILIFY is 10 mg/day or 15 mg/day with a mainte-
nance 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 adminis-
tered on a once-a-day schedule without regard to meals as monotherapy or combination therapy. 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
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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. 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. 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 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 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 monitoring. Younger patients are at increased risk of experi-
encing 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 ado-
lescents 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 patients
with severe hepatic impairment, the data available are insufficient to establish recommendations. 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 sensitiv-
ity 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 aripipra-
zole 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.

HET A
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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 symp-
toms following delivery. Overall available data from published epidemiologic
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 schizophre-
nia, bipolar I disorder, or major depressive disorder, and with exposure to anti-
psychotics, 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 abnormalities, and
diaphragmatic hernia. Oral and intravenous aripiprazole administration 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, stillbirths, 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 clinically
recognized pregnancies is 2 to 4% and 15 to 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 disorder,
including increased risk of relapse, hospitalization, and suicide. Schizophrenia
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 dur-
ing pregnancy were more likely to experience a relapse of major depression than
women who continued antidepressants. Consider the risk of untreated depres-
sion 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 varied
in severity. Monitor neonates for extrapyramidal and/or withdrawal symptoms,
and manage symptoms appropriately. Some neonates recovered within hours or
days without specific treatment; others required prolonged hospitalization.

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 aripipra-
zole.

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.

PATIENT COUNSELING INFORMATION
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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 feed-
ing disorder) in a neonate. Advise patients that there is a pregnancy registry
that monitors pregnancy outcomes in women exposed to ABILIFY during preg-
nancy.

A=A NTF 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 dioestrus
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/m?2) 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 organ-
ogenesis. At 30 mg/kg, treatment was associated with slightly prolonged gesta-
tion, 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 in-
creased incidences of hepatodiaphragmatic nodules and diaphragmatic hernia
at 30 mg/kg (the other doses were not examined for these findings). (A low inci-
dence 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 impaired
reproductive performance (decreased fertility rate, corpora lutea, implants, and
live foetuses, and increased post-implantation loss, likely mediated through ef-
fects 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?) 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 skeletal
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 wean-
ing. At 30 mg/kg, maternal toxicity, slightly prolonged gestation, an increase 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 (including
Abilify) during the third trimester of pregnancy are at risk of experiencing ex-
trapyramidal neurological disturbances and/or withdrawal symptoms following
delivery. There have been post-market reports of agitation, hypertonia, hypoto-
nia, tremor, somnolence, respiratory distress, and feeding disorder in these ne-
onates. These complications have varied in severity; while in some cases symp-
toms 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
intend to become pregnant.
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Category C

Drugs which, owing to their pharmacological effects, have caused or may be sus-
pected of causing, harmful effects on the human fetus or neonate without caus-
ing 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.

KR DTS
(2022 4 4 H)

Pregnancy

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

Newborn infants exposed to antipsychotics (including aripiprazole) during the
third trimester of pregnancy are at risk of adverse reactions including extrapy-
ramidal and/or withdrawal symptoms that may vary in severity and duration
following delivery. There have been reports of agitation, hypertonia, hypoto-
nia, tremor, somnolence, respiratory distress, or feeding disorder. Conse-
quently, 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.

AN
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8.4 Pediatric Use

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 pa-
tients, 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 parameters 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 parameters 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 system-
atically evaluated. However, such efficacy and lack of pharmacokinetic interac-
tion between aripiprazole and lithium or valproate can be extrapolated from
adult data, along with comparisons of aripiprazole pharmacokinetic parameters
in adult and pediatric patients.
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Irritability Associated with Autistic Disorder

Safety and effectiveness in pediatric patients demonstrating irritability associ-
ated 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, flex-
ibly dosed (aripiprazole 2 to 15 mg/day) phase in which patients were stabilized
(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 consecutive
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 Dis-
order were established in one 8-week (aged 7 to 17 years) and one 10-week trial
(aged 6 to 18 years) 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 ma-
turity (80 days old). At 40 mg/kg/day, mortality, decreased activity, splayed
hind limbs, hunched posture, ataxia, tremors and other CNS signs were ob-
served 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 (hyper-
plasia and increased secretion), and female reproductive organs (vaginal muci-
fication, endometrial atrophy, decrease in ovarian corpora lutea) were ob-
served. The changes in female reproductive organs were considered secondary
to the increase 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 maxi-
mum 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 ju-
venile rats were also observed in adult rats from previously conducted studies.
Aripiprazole in juvenile dogs (2 months old) caused CNS clinical signs of trem-
ors, hypoactivity, ataxia, recumbency and limited use of hind limbs when ad-
ministered 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.

KRN D S
(2022 4 4 A)

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 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 recom-
mended 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. 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
should be the minimum necessary for symptom control and must not exceed 12
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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 reaction including EPS related events,
somnolence, fatigue and weight gain. Doses higher than 10 mg/day should there-
fore only be used in exceptional cases and with close clinical monitoring.
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 Tourette’s 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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