IEY 7748 1mg
IEY774%3mg
IE!Y 7748 6mg
IEY 7748 12 mg
IE!) 774 OD#%E3mg
IE!) 774 OD%E6mg
IE!) 774 OD%E12mg
IEYT7748 1%
ITEYI774RNAKO0.1%

=BT 2 FH

ARERICEBE SN -FERICFRIEFNRUVRNREIC
DOWTHOERIFIRZFREKRAESHIZHY FI,
SREGOBEEFRAICHRAT SUNDOEF B Y
[CABEMZFIRAIT DA ELEIETEFREA,

REHRERA=H




IEY 7748 1mg
IEY 7748 3mg
IEY 7748 6mg
IEY 7745 12 mg
IE!) 774 OD%E3mg
IEY 774 ODfE6mg
IEY 774 OD#E 12 mg
ITEYI77148 1%
IEYT77A4HNAHK0.1%
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1.5 EREXIIHEEROEBERUVHEDORER
151 ERXEERORE
1511  [FL&HIZ

TUET T, KBRS G - B LI 3E e MR TchH Y, R v
Dy SRR 7 = A MERZ B 2 BRI E LTWD, I, Br h=r 5-HTja &
K7 A=A MEH, 1 b= S-HToa ZHKT v & =2 MEH, KOK/8I 2 Dy ZFEE
o7 A=A MEHZ R SIERTH S,

AATEEAH L LTk, 1R & 0 BB B AA S 41, 2006 4 1 ICHEA KIHIE O BEE T
EKRERAFL, FFE6 HELY =Y 77 A6 3mg, [FFE6mg LONEB 1% RTZINTWD, &
D, =Y 7 7 A §E 12 mg, [7] OD & 3 mg, [7] OD % 6 mg, [7] OD #Z 12 mg & OV OD & 24 mg,
[FIPN R 0.1% b [FIZhAE TIRFE ST\ 5, H 7z, SBIIREE & L CMMRIEREE 233 1) 2 Bk ok
BN 20124E 1 HIZ, 900 « 9 DIRFED 2013 42 6 AIZARB STV D, HIZ, 201545 HIZkF
eV KGR TE BRI AN B SSTHIE DZIRE - R THIES LTV 5,

SEEINZNEE & LTHEET S UNESIO B2 kT 2EICrE S SRl iconTi, 20
X0 KRENC TRERBAZE DS BAAA S AL, KIETIX 2000 4F 11 12T A BAMERE S LE 5 B M : Tritability
associated with autistic disorder] DZIHE « ZFEDZ/NEEE (6~17 %) Tk L THEB I N TN 5D,

Lfe, MR (6~17 #%) OBEMEA LS BEAMEEBE 2% B AR THEM L 7z ERRBR T,
TVET T K DHEIME R R RIS s, UNEIOBAHAART N T A
FEVZRE D BRIE | (2 D 2IREA BN % 7= 0 O RUYE AR S & GREIE — 54 H KGR 3, MU
B 7 7 A §E 1 mg ORGERTEAKRPFHEZITO DO TH D,

1.5.1.2 BHEEEE/BEARY FSLERVFDEE

B PRSI EEED 1 D& L TESIT O TE Y, S ARSI T 2 Ei kS,
aAIa=f—a COENREE, 1TH) - Bk - JEEORE S 7 KAER TR R 22 Bk TR
SHBR, B0 3 OOTREERN 3 BAMICHND & ShARRTHS, £z, Zhborh
BHERITNZ T, WBHERSHEGATA EOBEME, FFEATE), M7 Skkx 22 TEhREE 2 It
BES 2 Z ENHBILTND, 2D TH RN S EEOBEEMEITEE D 20%REIZALND LD
WENRDH Y, BERAROZOFKICERRBEL - 0THEbH S

KRHFED T OIREROZWHEAEIZ TR ERE I IE P2 OB W A  FRE O - Fiih~
= = 7 /L [Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision
(DSM-IV-TR) ] ~Ci, AT 10,000 ATk LT 2~20 AT V>, EAEE OFAL 23 5
HRETIE, HATOEEKIL 21,000 A &#EShTnd?

B PAMEREE O R IRIIFFE TR O T IR IR 2 R B A 22 STEIRIIAAAE LS, B
BYECHR U ER R Th RS2 UER Z R E L2 PUSti BRI A S TR Y, %
ETiX B PAMERE I E S B MEIC kT U CORERGUEMRE CTH L U AXY R, TIES TV —
VIR, 2006 4E, 2009 AR EN TS, HARTIE 1982 FEITERPUBEHIRIR TH D v
FY R HPEREO REITENCH L TRRINEZ OO, EE Y RIIHEIMEIER, QT LR/
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EZL ORWERMN BB T Z 05, WMNEBFICH L THEHT S ) 2 TReEtoMEE 42 TE
D, ERFURBIRRIC R BAEO @ O E R R O R OMIS RGN E T, ©
DEIREET, AATSH 2016 (RICIEETUGHHIETH D U AU Koy UNEBO A~
KT DIEIZEE D BHE ] O%hEE - R THER SNz, U AU Ry & U< FEEBHURB R IR
ThHARPESEZ BT 2 8T, EEFICBO TITEE ORI U T X v )7 AR
DHREIZR D EE X BbID,

2%, HPMERFE T DSM-IV-TR TIIRNMAERERE D TLAT TV —0D 1 D& SH TV,
2013 42D DSM-5 ~DBETIZ K Y, R EREFED 5 DO a7 20— (BFAERESE, vy
M, NEMIRREENEREE, 7RV T —EE R ORE AR O ISR EREE) 09, Ly b
EEZRS 4 2OHT TV =N 7T A =2 b T2ROEAARY 7 AMEICEEHRZ bR,
HUZRE R I NBAH BSOS IS 38 1F 2 B 7e i O TH) » BHLBR - ISBORRE S 7z KB R TR TH
7k D 2 SICEE Sz,

DSM-IV-TR ZWiZ 31T D/ IR, 7 A ~L 7 — R & OV E ASHE O TR 6 2 0
X H PAMERREE & FkE, BEMENREDO LD Z L0, DSM-5 O HAANRY N7 AEICHE D BEN
WX T D FEMRE L L THIUREMRENRLE L Z 2 b d,

1.5.2 BEROERE

1521  ®ERUVFRKABROBEREDZR
AHFED =D OB L OHERABRIC I T 2 BFORMEEZ K 1.5-1 1277
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OB OE M4

# B H H

ik M OVRBR 07 14
MBI 2R | REMERR
s RS AR

sEma | wee | mEgs |72
Wi | R EiERR [ S

C] . @Encsmle-tg [ #acEmL-2i =l s
1.5-1 FEOZEER (REXRUIEERKIRER)
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5



(1) REIET B3R
(a) HIERE

T 77 A$E L mg 13, BKROTE Y 7 7 A fE & [ URARGHC L0 RSN SERITH Y,
BUAIE O RPN 2 F5 724 3 7= I IR L 7= SR D AR 03 A A BT 1, <C ) U iR %
EHLCTWD

(b) RERARFIR UBIAZEA & DAEYFHRFE

BBRHRAID 1 mg, 3 mg, 6 mg KON 12 mg §E & OBEKFRELA O 3 mg, 6 mg KT8 12 mg S8
EMFRCRSETHD 2 EPRFESM TN D, BBRARA | mg §E — Tl TE A 1 mg 2/ &
OBEAGREUFA] 3 mg §2 — MR T E WA | mg 52O PRGN 2 RFET 5 720, TR 24 4 2
H 29 AATSEASRAR 0229 2 10 5 [HEFEHE L DLW FHRIEMERR T A K7 4 U Fo—Hk
EEIZOWT ] IZHEV, VA RIS % 0 L 7=,

TRBRFIBUA 1 mg $E % OSHTIR FE 84540 1| mg 8 & OAEMFRIRSMIC OV TIE, TN ER
DI ST E DAL RENRBR T A B 5 A ) (CHEV A RIS PERBR 2 520 L 7= /528,
WHIIEM RS TH D L an (WHIOLALEE KT R .

BEKFRILH 3 mg $E K OV T A1 1 mg 88 & OB FRSMEIC OV T, TR RA
% % 11 [E TR D LW RO RS PERRBR T A BT A 2 ) 6T H R SRR % 0 L 7= 5 22,
WAL RS TH 5 L A & (WAl oM A% e .

TRBRAEAIO 12 mg $21F, MEROBRANA LR URIAZERLTEY, [HENER
%1% O ETRA O L FHIRIEMRER T A K74 2] 1IZ8WT, 3 mg #EL T 6 mg §E & O
gaokua [Jocve, 1 mgsE L om sk PAECRY S5, F70, BUKRRHIO 12 mg
ooz, OO CHY, TR0 ERRA ORI O A
%%mm%&%%ﬁ4ﬁi4yjmxwf sz sAvE | koS 5,

FKFRBUH 12 mg 52K OVABRBA] 12 mg 8t & DEMEIRSIEIC VLTI, T 0 ERR
ﬁ@%ﬁ%ﬁ@é%%%ﬂ EVERBR T A R T A 2 ) ICREVIR IR SRR 2 F L 7R R, W
@ﬂ@i%?%mﬁ%f%étﬁ@éﬂk(%ﬂ®%ﬁ%ﬁmﬁmlmﬁ)o

(c) HFOREM

T Y 77 A8 1 mg ORZEERBRO O LEIRGRERIC OV TITEE T Th 528, EHIRG
BR (25°C/60% RH, 24 & H) K OVNLERER (40°C/75%RH, 6 & H) ICBW B ICHEL 5
Z5ZFRO LT, BIRCTRHFZETH D Z ENHEE SN,

(2) FERER

[ BAPERE S 5 BB PE D2 ) % B 2 188 6072 R R B R I3, ST ey 2 B v,
%ﬁ%%ﬁiéﬁ%kLfﬁt&ﬂﬁi%ﬁbfw&wo

RIRBOSE B, 22 MK PR I OV PSR BRI B L T, BEAKGR 0% 1 AlIBRFERFIC
FEHE NI CERB LR L TR Y, T OB AR 348 O AR R GERF ISR L BN RS S BAE S
TS ZEND, FiicelBidsit L e,
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(3) EMBEHER

FERFIR TN RBIZ B LTI, BAGRORE O AIBAFE IR IS M ST CRB R L TR Y, £ ok
REITAR A ADKGE A GERFCIR I LB RN E D EFE SN TND 2 &0, HiicealBridE M L <
l,\fcﬁl/\o

(4) =R

NRZBEHE LTHEEAIT O ICHTZ Y, FFERLZ MR S L CTHhEEY (T v F RV X)
AW K mE R ER A I L7, B (B G akir, R &G EERER, &R
aMERRER, 28 AUJRMRRER, ARER A EMRER, R, FURMERER, o, &
PEFELOBEFIZ B3 2 30, (KRS, SLdraBR k O IC 1T 2 A -, K
WG HEERER, BEEERR) 1%, BUKROR ORI O REERHCEM L T\ 5, B OF O HREER
21, A X & AW B ERBRII I LT 0y, BRI EAI O REERHC A X2 W -5
PERER (REF AN EA) 2% L, Z ORBREBAEITARBFERICR L L2 BN RS & H A
ST 5,

1522 ERKREARDORAFEDIERE
KHFED 720 ORER K OV RBRICB T 2B OREE K 1.52 1R T,
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EN L] 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016
® % W H
lak s mERS | 1T | 4k EoEnmERR
b | 77 ernm —m e pam e : —°
A mmam = ] . m
B O 77 RN EERRR (T4 ) L —
RRMRB || s e mE R AR (HER ) [ ——
P s et i 4 IV AR o AR f—
SUES 9 : —Je |
O sman O ssas el 3 EEFS)

X 1.5-2 FREDORER (FRRER)
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1.5.2.2.1 B T DERREER

AACIRERPRMRIE TH 5 EF P RN E MRS O RFEITHIZ X Iod L TR ENR TV D
A, NREBECOREMOMBE AR Z TS0, HER #%wr%# BISACHEA ST D
D INBLK TIETE @#ﬁ%ﬁ%@iﬁ@ﬁﬁﬁﬁﬂwiﬂfwé

ZIT, TIET IV = 1VORARICET L, HEAMEREEIZM S BEEOMEEMEZ BN E L,
BEIRBATE & BAA L=, BPRABR OB SE ST b, @jﬁ&&AE%miﬁwm%éwﬁ(uT
WO L ownBiy (EELHETRREs TR 20ESE I 2o,
o\ T FoE 257,

- HE<HEN < E O

I | O - <
I ERRIEAR,

- - <, I N - .
_&U_ODIIT“ 775y =10 ogn b,
O PEREre  [ETEVARE 0 Y| PEaew B |
-,I._,it_’a”:_
N B J39 2 &4 I
- ]

- HEEOEE--. <, 777 1ol g E - L, IR |
Bl oy, -3, lcolEE
[ bl pNYS RSe[| 2 [HEECEARN

INLOMEEREA, TR BoEERAR (031002 RURmRE (031 f003)
7 [EN TN L7z,

(1) ToteRaB-zumHE 031]JJoo2) (01246 5228~201546 A 25 B)

B PAMERES: & 2W SAATEIRESE (DA L <, WM, BEITR, IThos0ERITHR) &
HTH/NREE (6~17m%) ZRGUTT I ET T Y —)L%& 1~15 mg/H T 8 MR 1B L7
DA O 2 % et Lz,

AWERT G2 (FAS) R OVZEMEMITHRIL, 7V BT T — R 47 6l, 77 B REE 45 f
DO NI THoT=,

NR—=RAT A 2O ABC-] LB FALRERAaTIX, 7V ET T — /L 269+1.0 CEHE + 12

s LITFREER) , 778 ARR#E261+1.0 ThHot-, TEIFHHEE TH 5 ABC-J FUENME TR
JERA a7 D% 8D N—AF A4 Ui OB EX, TIVT 7Y — A -114+13, 7
TEREETS5+14 THY, TIVET TV —ARETIET 7 BRI TREFPIICH B R 8GE
DD BT (p=0.044)

BEFRIITVET TV —LEE 83.0% (39/47 f5]) , 7" F AR 73.3% (33/45 i) ITHBLL T,
TIVET T AR TRABIGRE P TAEFER BEEIAN % LT, o7 T ERHEL

1.5 EJFUESE RO K OB %E D
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DRHAFNECH 2MHBULTH 2B D) X, BUR, BABGE, Fo, EE, BEKTHo 7,
LIEAEERTILEALDPBRETHY, mELAEERIIROONRP-Te, TIET TV —b
HCTHERATFRLAOREPIEIZE S TEAFFERORIIIRD bR T,

2) E#as 031]JJoos) o12F8 A 20 B~20] £ B [ BB A THEGED)

7 e Rx R o EEmAR (031 J002) oETHERNG, TUEFT Y= 1~15 mg/H
B RMRE LB OREN R OFEIMEEZ e Uz, 7eds, &5 % = 35 5 R i 7 KGR T —
MAFEAREETE LTS ehnaiEch 0w P s —2%20 0 v A
7L, WO RER LT,

B INERRAT % G2 B OV P REHT XTSI 85 Bl T o 7,

N2 T A 2O ABC-J LBV T REA 271X 17.7+10.0 CE¥E + MR, LU FEER)
ThV, EEHSMEIZI135+99 FTIERTL, TOBAaTIILEL THE LT,

AEFELIT 91.8% (78/85 i) I[ZHBLL T, EIEENEmMN-TAEFS FBBEIED 10%2L
LEobo) ZEEEESR, IR, RESN, A 7=, RN, BBRTHoT, BELEA
FRGUTIT & A EPRE X ITEE T, B HROERICHE - TREEIAO® L 25 HEFEFRIT
ihnoi, BEERAFFLRIL 1% (8/85 1) IR LA, FIEM Lk Shizoiser (1
Bl) OHRThHoTz, HEESRAFFRORBHEHIC—EOMEIIRD HiLieh o7z,

1.5.2.2.2 B T DERRREER

(1) ERERBAFDRERE
WA TOT ) EF T — 0 [ BRSO/ N BF TG SRR R EBR— 5% 1.52-1 TR LT,

£ 1.5.2-1 PN N

RpEs | R4 | mrapEs | RBg | ABwm

o LA AR

CN138-178 | HEAMERE O 7 7 R xR EHEMR 5.3.5.1-02 HEAYEREE | 2006.6~2008.4
B GEN;E)

CN138-179 | HPAMEEE O 7 7 R xR EHE MR 5.3.5.1-03 HEAMEREE | 2006.6~2008.6
AR ([ E H &)

CN138-180 H PAPERRE oD = 1R 5.3.5.2-02 HEAMERESE | 2006.9~2009.6

VAR

CN138-603 B PAME R O R W RpR L IV 5.3.5.1-04 HEAMERESE | 2011.3~2012.6

—EEmRAR
Fi R S PR S
CN138-014 |  framEospBiEsts | 5332010 | raE | 2ol

WA TOT VT Ty — o THAMERECHE S BN (25T 2 ERBEFE 1L, 2006 4F XV
KIE TRA%h S vz,

KET, 2006 05 2008 12, /IR (6~17 7%) OBUEMEZ LS BRAMEREEEEZ R E L
T, 77RO EEHRAR (CN138-178, CNI138-179) %3 L7z, TOME, 77 kRIZ

1.5 R X133 R Rk K OBRTE DRtk
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KT 57 VT TV OFIMERRRES 1L, ZEMERHER Sz, £72, 2006 4225 2009 4F
1277 BRI E SRR (CN138-178, CN138-179) D58 T 6l O G &2 x5 & L CREH
AER (CN138-180) ZFEfE L7z, b 3 REBRAJFE CRBHRFFHBIKT — 2 Ry r—r L L,
2009 4F 11 BIZKET TH ARSI S BENME) o6e - 2R TRRBEZIUG L7z,

BT, SKRET 2011 425 2012 4212, HPAMEREEICH S BEERT ) v 77 Y — L& EIC X
VERELTNEBREEZ ML L LT, TV ET TV — L OB TIHICKT 220 B4 mET 5 B
FRRIEEIVA —E 5B (CN138-603) % i L 7=,

Rp, NEBHF E RS LR IEERER & LT, kET 20 s 20 i, 1Tk
D/INRBFICTIET T =V E2RERE L & ORYEIE LR 2 K8 e
(CN138-014) #%Efig L T\ 5,

(2) BOERREEROMER T

WA OEKGEHFEICH W7 7 Al ZH et (CN138-178, CN138-179) & & HI5AER
(CN138-180) TixHPEAMEREOZMIZIX DSM-IV-TR BNHWHILTE Y, ARG EICH
W TR 77— VXA HFE O T2 ORER LR TH D 2 L BN ORIKRT — X IIARHFE DS
BILTEDEE R, BHHERRRIESIVAE _EERHAE (CN138-603) & DSM-IV-TR TH Btk
EE B SN EBE LG E LTSI LTI T & L,

T/, NRBREFEERGE L RpEmERER & L, TAREORYIMERAE (CN138-014) %
ZEDT DRI LTz,

153 TFTUETSVY—ILOHERUVESMNE
1531 TFUYUETSVY—-ILDHEFEINLIHE

B BAPERE S O SRR E STV, MO ESRIEICH S & ST\ b, 72k
THTBREEITIE, W< O OMREEWENES L TW5D L oRENDH Y, BEMEOITEE
I RS MR RO SR STV AY, BRR O BB L, BL RSl E Rk
L7 HUR RSNG4 Ch 2 2 E VB S NTER Y, 7V ¥ T TV — L OfERIEH & BN
T AENIETE B,

KETIE, DR (6~17 #%) OBBEMZMES AAMEERE 2GR L7 I e Rl B
RRER 2 B CTT U BT T Y — L ORI & L EMERHER S, 2009 FICEARINTWS, i
B THATIE, 2011 FIC BA/NELEESS, AANDRE RS, BA/NIRESD
3 4 LV R RO LB AR EGREE - ISR AR B MR o S B M )
DEIRE N S, 2012 4EICITEAEBE L 0 BEEE okt 2 BRI AN IE AU ST
Do

T YT T I T OEBEH ML D N E COBKRRO T — 2 05, hoIEEREE
R L IRT, T Foo ERKERN, B - JEERBNCT 2 BB S LT b
DREINTWD, Fz, /MNETIHEQOL ~DEEN KT L INL\EFFEZR - LIc< <, QT4
EOU A7 BHEWRNZ EARSATHS 21 b0 2hs, REBRICHD/NEEE
THENRTNEEE T 1 7 7 A VBN 355 S S, RARICIOD T H/RNLO B MRS

1.5 BJFOTF RO OB O &
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(2 D BRI D A ZRIGHREIC D L BEZA BN D,
1532 TFYETIV—ILORBREE

ARHFE D T2 O F i L7z [EWNRER L 2 E & LR O S, LT ORI O HITE
PRINTND,

(1) BFMEFICASEERICH L TENLGRESTHS

7T RAR _EmERAR (03102 T, EEMERESE L2 STBIEE (A Le<,
WM, BEATR, LN OOEGITHA) 26T 5/MNUEE (6~175%) I, 7IET TV —
N1~15mg/H (BittHE 1mg/H) 2 1 B 1B MR O&G Lz, ZOMEE, FHEIHMEEE T
5 ABC-] LB T RNEA T O#HS 8 HONR—ZA T A b DOERELET, TIES
TV =T T BRI AERERICAERSEGE L R L (p=0.044) , TIET T —LOHE)
PERRGE ST, BIRWIREEE B C1E, BEMEZFHET 5 CGI, CGIS, KIGETT IV ETZ
V= UET T BRI AREE R R L, FEHMIEE ORERE IR T L O TH o7,

WA T, HPAMERSE &R S TEIRE (AL, BB, BETS, XEIhbol
TR AT LH/NREE (6~17 %) x4 e L7 78RR _EERRBRO 2 35
(CN138-178, CN138-179) 2B\, FEFHEHEHE Th 5 ABC BUEM: FLRE A 27 O 5%
8D N—2F A NS DB ET, TUET TV — LT T BRI eI H E 7R
deEZ R L, [ENEER L FROFER TH -T2,

(2) RHAREICHLTLANGERTHD

Ewn 031Jfood) ©ix, I eRm o mEHmEBR (031]Jfo02) 5otk T
ABC-J UM TR RER a7 (3 G%8BECTRT L, D% A TIFTLEL THR L, £7,
BATHIO > B 7 7 8RB HEHERABRTOT V77 Y =V RIGHITIE, 77 Al _EE
BB Cok#E L7z ABC-] BIBME T RER 271k, EFRBRICBIT L% LG A2EE T
ZELTHREL, 7V 77— VOREMITIE DB MENRHERE ST,

(3) MRBHICHLTREMDEVWEXKITHS

77 e Rx i EE w031 002 ToBEEEORBRAE, TV T TV AR
FIRREEL THRECRE REWVIRL, TV ETS I Y — A TRELEAEERITIEEAEN
BRETHY, BERAEEZLGREOONRoT, FT VT T — A TIIEERAESES
OB HRIEICE ST AEREZORBBUIRO b o7,

Emas (031 J003) TRELAAEEEGTIZLACHBETTEETHY, BREHHO
ERICHEWRRBAENEL RO EERIIR T, EERALEZEERAEERRIIZLAEN
RBRE L OB AR E SN, EELRAEFZORBFHIC—EOMEMAITFED biRnoT,

PURSARIRSE OB G-I R ICE BN L E R RN R G FEFLORREE LT 7 v R xR &
BERABRTCIET VT T B T TR CRIRE Ch oo, £, BHEBRTIZT 7R
SR ZHERARBROT ) BT — VR E R U CRBEIG 2 R < T D #EARSNE R A E R
72, BRMEZAFIRIT LRV AXFR T ORBG 0ol /NNETIHEY QOL ~D L)

1.5 BJFOTF RO OB O &
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RN éﬂ’béj;ﬁ WZOWT, 77 8RB —EHERRBRTIIT VT 7Y —AEBHII T TR
BEL i U CREEFHBIEA HE RS OBBE G R RE N o 720, EREEITRE X IXPEEDOHRT, T
/\““C@%EZE%%ZJY/’E.‘E%%#LMT“%?:O F7z, RHRBR T HEEEIIREIHEEDOLT, 14l%
B%%?‘N‘T@%BZ%%ZN“%%%H%T% 72 EEY R THESIND QT EE~D U A 7 [k &
THROLNehoTo, FEREL L O FTRLOWE - IRER#H~ORE S W4 @ UG
%ﬂiﬁﬁ)of?_o
TN EnD, 7YY — T NREFICRT ARAMEIC KX eI <, REE
FEO/NRBEIZH L THHENOTWIRA L HER S 5,

EXY, 7TVET Ty = 3BERZ D B FAERES O/NEBE I L TEDDNSLETH
v, REREIZEBWTOLZETHMNREATHL Z EiRaniz, LER>TEAANL, BHATO
INRIDBAARZ b T DIEICHE D GRIEPEDOIGRITH T IR A2 R T 5 b D TH 2,

Mo
Tb VY 77 A8 1 mg, [FHE3mg, [FIHE6mg, [FIEE 12 mg
Tt U 771 OD# 3mg, [FIHE6mg, [FFHE 12mg
TEV 77 A 1%
U7 7AW 0.1%
FET DR « R
LA RAIE, MBS C 1) D BEROUGE, 5 2 « 9 DIREE BEFRIE T Ho 2Rk
BRSO HNIRWGAICIRD) , DNERBOBEPAANY § T DECLE D 5T
(THED - AR OAGRHFENE)

51 A SRR

Lord C, Bailey A. HPAIE A2 KT AREE (Autism Spectrum Disorders) . In: Rutter M, Taylor E,

. R HiE, EA FH EGER EK/J\ MR ES R REFFRMES. .

B A ENE 2007, p.739-69. (&GS 5.4-01)

S {& ViE - FAENIRS R BB T35 1T D aripiprazole DA RMNE & 24k, B PRORS L.
2014 ; 17 : 1035-55.  (&HE S 5.4-02)

PO :EB KB, Yk {24 K. DSM-IV-TR KSR BOBI - it~ =2 7 /L FiaThi.
%5{ CERER 2004, p.82-7.  (EEHES 5.4-04)

! BB REEEREHEBES. ok 23 £BE A (BHEMR) . 2011, ERTBIERIER
i\% ; p40.  (BERES 5.4-05)

S sk AT, ABEORMNRE. NLRHERR. 2008 ; 61(12) 1 659 (REHE S 5.4-06)

© MR BT BARY T AEEBEASY N T ARE. In: ME BE, MR BT, .

DSM-5 Z @i/ fif< 1. HLEE ; 2014. p.68-74. (EEFEE 5.4-11)

Ruhela RK, Prakash A, Medhi B. An urgent need for experimental animal model of autism in drug
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2002/7/17
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2003/12/12

2009/11/23
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20, 30 mg
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A 1B 1E
B AG/HESE & 10-15 mg
e & 15 mg

HFOE 1A 1A
BH A & 2 mg
HESEF & 10 mg
e & 30 mg

B b

A1 H1E
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i i 30 mg
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A :1H1E
BA%EH & 2-5 mg
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2PN AR R SE
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A ;1 H 1A
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A 1B 1A
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AR T H 1M
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x9N E
I 2 o> 4l B
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A 1 H 1A
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A 15 mg
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NR 1T HME
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= & 20 mg/ H
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ABILIFY OHELERIAA K OVHAE A &EIE 10 X 15 mg/ B T, BFEOERICEERS 1 H 1
MR 5, ABILIFY [XEEAI#GHFIC 10~30 mg/ H O H &P CRHEAITHTT S,
BN THDZENRENTZDR, ZhEORMBRIZEIT 2 RIEHAED 10 XX 15 mg/H & #
ZHHEN 10 XX 15 mgHE D L FEHTHD Z LidmESnienoiz, EFIREICET
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Too T DHIT, M@Jéfﬁﬁﬁﬁbtowmgam 10mg/H XV bHHTHLZ &
IR ENR o T2,
Amun’ﬁ,ﬁ%@%ﬁmﬁ%@<%5ﬂ%f%éo%%ﬁ&@%%@%%%#ék
W, BEEZTEHICHTMT 2 2 &,

thDIFERRENCDYIYEZ

L OFURE AT D ABILIFY (2] V2 5 & UMM OFUFHTEE & OF -~ & s
KAERE ZFET DI DRI Lo 7T — 2 1372, —EORERERE T
3, ZERNFETOYREMHRELZEDICHPIETNETHY, L OBETIIRLAICHIET D
KoY TH Db L, £ TO/BE THRMHIEK G ER 5 8M 2 KBTS
e,

Wik I RpEE

B =Y — FEONEAME= B Y — FOSMEIRE

BN ERNEE ISR T A HELERAMAH &Y, BAPEIETIZ 1 B 18 15 mg THH, VT
U A F VT B BEOMBFEETIE, 1 B 1\ 10~15mg THh b, ABILIFY I%, BFO
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HET D,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use ABILIFY safely and
effectively. See full prescribing information for ABILIFY.

ABILIFY® (aripiprazole) Tablets

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets

ABILIFY® (aripiprazole) Oral Solution

ABILIFY® (aripiprazole) Injection FOR INTRAMUSCULAR USE ONLY

Initial U.S. Approval: 2002

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS and SUICIDAL THOUGHTS AND BEHAVIORS WITH ANTIDEPRESSANT DRUGS

See full prescribing information for complete boxed warning.

o Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
at an increased risk of death. ABILIFY is not approved for the treatment of patients with
dementia-related psychosis. (5.1)

e Increased risk of suicidal thinking and behavior in children, adolescents, and young
adults taking antidepressants. Monitor for worsening and emergence of suicidal
thoughts and behaviors. (5.3)

INDICATIONS AND USAGE
ABILIFY is an atypical antipsychotic. The oral formulations are indicated for:
e Schizophrenia (14.1)
e Acute Treatment of Manic and Mixed Episodes associated with Bipolar | (14.2)
e Adjunctive Treatment of Major Depressive Disorder (14.3)
e |rritability Associated with Autistic Disorder (14.4)
e Treatment of Tourette’s disorder (14.5)
The injection is indicated for:
e Agitation associated with schizophrenia or bipolar mania (14.6)
DOSAGE AND ADMINISTRATION

Initial Recommended | Maximum
Dose Dose Dose
Schizophrenia — adults (2.1) 10-15 mg/day | 10-15 mg/day | 30 mg/day
Schizophrenia — adolescents (2.1) 2 mg/day 10 mg/day | 30 mg/day
Bipolar mania — adults: monotherapy (2.2) 15 mg/day 15mg/day | 30 mg/day
Bipolar mania — adults: adjunct to lithium or .
valproate (2.2) 10-15mg/day | 15 mg/day | 30 mg/day
Bipolar mania — pediatric patients:
monotherapy or as an adjunct to lithium or 2 mg/day 10 mg/day | 30 mg/day
valproate (2.2)
Major Depressive Disorder — Adults adjunct to : :
antidepressants (2.3 2-5mg/day | 5-10 mg/day | 15 mg/day
Irritability associated with autistic
disorder — pediatric patients (2.4) 2 mofday 5-10 mgiday | 15 mo/day
Tourette’s disorder — Patients <50 kg 2 mg/day 5mg/day | 10 mg/day
(2.9) Patients 50 kg 2 mg/day 10 mg/day | 20 mg/day
Agitation associated with schizophrenia or bipolar {9.75 mg/1.3 mL 30 mg/day
mania — adults (2.6) injected IM injected IM

e Oral formulations: Administer once daily without regard to meals (2)
e M injection: Wait at least 2 hours between doses. Maximum daily dose 30 mg (2.5)
e Known CYP2D6 poor metabolizers: Half of the usual dose (2.7)

DOSAGE FORMS AND STRENGTHS

e Tardive Dyskinesia: Discontinue if clinically appropriate (5.5)

e Metabolic Changes: Atypical antipsychotic drugs have been associated with metabolic
changes that include hyperglycemia/diabetes mellitus, dyslipidemia, and body weight
gain (5.6)

0 Hyperglycemia/Diabetes Mellitus: Monitor glucose regularly in patients with and at
risk for diabetes (5.6)

o Dyslipidemia: Undesirable alterations in lipid levels have been observed in patients
treated with atypical antipsychotics (5.6)

o Weight Gain: Weight gain has been observed with atypical antipsychotic use. Monitor
weight (5.6)

o (Orthostatic Hypotension: Monitor heart rate and blood pressure and warn patients with
known cardiovascular or cerebrovascular disease, and risk of dehydration or syncope
(6.7)

e [eukopenia, Neutropenia, and Agranulocytosis: have been reported with antipsychotics
including ABILIFY. Patients with a history of a clinically significant low white blood cell
count (WBC) or a drug-induced leukopenia/neutropenia should have their complete
blood count (CBC) monitored frequently during the first few months of therapy and
discontinuation of ABILIFY should be considered at the first sign of a clinically significant
decline in WBC in the absence of other causative factors (5.8)

e Seizures/Convulsions: Use cautiously in patients with a history of seizures or with
conditions that lower the seizure threshold (5.9)

e Potential for Cognitive and Motor Impairment: Use caution when operating machinery
(5.10)

e Suicide: The possibility of a suicide attempt is inherent in schizophrenia and bipolar
disorder. Closely supervise high-risk patients (5.12)

ADVERSE REACTIONS:

Commonly observed adverse reactions (incidence >5% and at least twice that for

placebo) were (6.1):

e Adult patients with schizophrenia: akathisia

e Pediatric patients (13 to 17 years) with schizophrenia: extrapyramidal disorder,
somnolence, and tremor

e Adult patients (monotherapy) with bipolar mania: akathisia, sedation, restlessness,
tremor, and extrapyramidal disorder

e Adult patients (adjunctive therapy with lithium or valproate) with bipolar mania:
akathisia, insomnia, and extrapyramidal disorder

e Pediatric patients (10 to 17 years) with bipolar mania: somnolence, extrapyramidal
disorder, fatigue, nausea, akathisia, blurred vision, salivary hypersecretion, and
dizziness

e Adult patients with major depressive disorder (adjunctive treatment to antidepressant
therapy): akathisia, restlessness, insomnia, constipation, fatigue, and blurred vision

e Pediatric patients (6 to 17 years) with autistic disorder: sedation, fatigue, vomiting,
somnolence, tremor, pyrexia, drooling, decreased appetite, salivary hypersecretion,
extrapyramidal disorder, and lethargy

e Pediatric patients (6 to 18 years) with Tourette’s disorder: sedation, somnolence,
nausea, headache, nasopharyngitis, fatigue, increased appetite

e Adult patients with agitation associated with schizophrenia or bipolar mania: nausea
To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers Squibb at
1-800-721-5072 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS:

Dosage adjustment due to drug interactions (7.1):

Factors

Known CYP2D6 Poor
Metabolizers

Known CYP2D6 Poor Metabolizers
and strong CYP3A4 inhibitors
Strong CYP2D6 or CYP3A4
inhibitors

Dosage Adjustments for ABILIFY
Administer half of usual dose

Administer a quarter of usual dose

Administer half of usual dose

e Tablets: 2 mg, 5 mg, 10 mg, 15 mg, 20 mg, and 30 mg (3)
e Orally Disintegrating Tablets: 10 mg and 15 mg (3)
e Qral Solution: 1 mg/mL (3)

e |Injection: 9.75 mg/1.3 mL single-dose vial (3)
CONTRAINDICATIONS
Known hypersensitivity to ABILIFY (4)

WARNINGS AND PRECAUTIONS

e (Cerebrovascular Adverse Reactions in Elderly Patients with Dementia-Related
Psychosis: Related Psychosis: Increased incidence of cerebrovascular adverse reactions
(e.g., stroke, transient ischemic attack, including fatalities) (5.2)

o Neuroleptic Malignant Syndrome: Manage with immediate discontinuation and close
monitoring (5.4)

Strong CYP2D6 and CYP3A4
inhibitors
Strong CYP3A4 inducers

Administer a quarter of usual dose

Double usual dose over 1 to 2 weeks

------------------- USE IN SPECIFIC POPULATIONS

e Pregnancy: May cause extrapyramidal and/or withdrawal symptoms in neonates with
third trimester exposure (8.1)

®  Nursing Mothers: Discontinue drug or nursing, taking into consideration importance of
drug to the mother (8.3)
See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.
Revised: 01/2016
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ABILIFY® (aripiprazole)
FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS and SUICIDAL THOUGHTS AND BEHAVIORS
WITH ANTIDEPRESSANT DRUGS

Elderly patients with dementia-related psychosis treated with antipsychotic
drugs are at an increased risk of death. ABILIFY is not approved for the treatment
of patients with dementia-related psychosis [see WARNINGS AND PRECAUTIONS
(5.1)].

Antidepressants increased the risk of suicidal thoughts and behavior in children,
adolescents, and young adults in short-term studies. These studies did not show
an increase in the risk of suicidal thoughts and behavior with antidepressant use
in patients over age 24; there was a reduction in risk with antidepressant use in
patients aged 65 and older [see WARNINGS AND PRECAUTIONS (5.3)].

In patients of all ages who are started on antidepressant therapy, monitor closely
for worsening, and for emergence of suicidal thoughts and behaviors. Advise
families and caregivers of the need for close observation and communication
with the prescriber [see WARNINGS AND PRECAUTIONS (5.3)].

1 INDICATIONS AND USAGE

ABILIFY Oral Tablets, Orally-Disintegrating Tablets, and Oral Solution are indicated for the
treatment of:

e Schizophrenia [see CLINICAL STUDIES (14.1)]

o Acute Treatment of Manic and Mixed Episodes associated with Bipolar | Disorder
[see CLINICAL STUDIES (14.2)]

. Adjunctive Treatment of Major Depressive Disorder [see CLINICAL STUDIES (14.3)]
o Irritability Associated with Autistic Disorder [see CLINICAL STUDIES (14.4)]
o Treatment of Tourette’s Disorder [see CLINICAL STUDIES (14.5)]

ABILIFY® (aripiprazole)

ABILIFY Injection is indicated for the treatment of:

e Agitation associated with schizophrenia or bipolar mania [see CLINICAL STUDIES
(14.6)]

2 DOSAGE AND ADMINISTRATION

2.1 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 [see CLINICAL STUDIES (14.1)].

Maintenance Treatment: Maintenance of efficacy in schizophrenia was demonstrated in
a trial involving patients with schizophrenia who had been symptomatically stable on
other antipsychotic medications for periods of 3 months or longer. These patients were
discontinued from those medications and randomized to either ABILIFY 15 mg/day or
placebo, and observed for relapse [see CLINICAL STUDIES (14.1)]. Patients should be
periodically reassessed to determine the continued need for maintenance treatment.

Adolescents

The recommended target dose of ABILIFY is 10 mg/day. Aripiprazole was studied in
adolescent patients 13 to 17 years of age with schizophrenia at daily doses of 10 mg and
30 mg. The starting daily dose of the tablet formulation in these patients was 2 mg, which
was titrated to 5 mg after 2 days and to the target dose of 10 mg after 2 additional days.
Subsequent dose increases should be administered in 5 mg increments. The 30 mg/day
dose was not shown to be more efficacious than the 10 mg/day dose. ABILIFY can be
administered without regard to meals [see CLINICAL STUDIES (14.1)]. Patients should be
periodically reassessed to determine the need for maintenance treatment.
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Switching from Other Antipsychotics

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

2.2 Bipolar | 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 [see CLINICAL
STUDIES (14.2)].

2.3  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 adjustments of up to 5 mg/day should occur gradually, at intervals
of no less than 1 week [see CLINICAL STUDIES (14.3)]. Patients should be periodically
reassessed to determine the continued need for maintenance treatment.

2.4 Irritability Associated with Autistic Disorder
Pediatric Patients (6 to 17 years)

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

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

25 Tourette’s Disorder
Pediatric Patients (6 to 18 years)
The recommended dosage range for Tourette’s Disorder is 5 to 20 mg/day.

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

For patients weighing 50 kg or more, dosing should be initiated at 2 mg/day for 2 days,
and then increased to 5 mg/day for 5 days, with a target dose of 10 mg/day on day 8.
The dose can be 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 1 week. [see CLINICAL STUDIES (14.5)].

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

2.6  Agitation Associated with Schizophrenia or Bipolar Mania
(Intramuscular Injection)

Adults

The recommended dose in these patients is 9.75 mg. The recommended dosage range
is 5.25 to 15 mg. No additional benefit was demonstrated for 15 mg compared to 9.75 mg.
A lower dose of 5.25 mg may be considered when clinical factors warrant. If agitation
warranting a second dose persists following the initial dose, cumulative doses up to a total
of 30 mg/day may be given. However, the efficacy of repeated doses of ABILIFY injection
in agitated patients has not been systematically evaluated in controlled clinical trials. The
safety of total daily doses greater than 30 mg or injections given more frequently than
every 2 hours have not been adequately evaluated in clinical trials [see CLINICAL STUDIES
(14. 6)].

If ongoing ABILIFY therapy is clinically indicated, oral ABILIFY in a range of 10 to 30 mg/day
should replace ABILIFY injection as soon as possible [see DOSAGE AND ADMINISTRATION
(2.1and 2.2)].

Administration of ABILIFY Injection

To administer ABILIFY Injection, draw up the required volume of solution into the syringe
as shown in Table 1. Discard any unused portion.

Table 1:  ABILIFY Injection Dosing Recommendations

Single-Dose Required Volume of Solution
5.25 mg 0.7 mL
9.75 mg 1.3 mL
15 mg 2mL

ABILIFY Injection is intended for intramuscular use only. Do not administer intravenously or
subcutaneously. Inject slowly, deep into the muscle mass.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

2.7 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
Known CYP2D6 Poor Metabolizers

Known CYP2D6 Poor Metabolizers taking
concomitant strong CYP3A4 inhibitors
(e.g., itraconazole, clarithromycin)

Dosage Adjustments for ABILIFY
Administer half of usual dose

Administer a quarter of usual dose

Strong CYP2D6 (e.qg., quinidine, fluoxetine,
paroxetine) or CYP3A4 inhibitors (e.g.,
itraconazole, clarithromycin)

Strong CYP2D6 and CYP3A4 inhibitors

Strong CYP3A4 inducers (e.g.,
carbamazepine, rifampin)

Administer half of usual dose

Administer a quarter of usual dose

Double usual dose over 1 to 2
weeks

When adjunctive ABILIFY is administered to patients with major depressive disorder,
ABILIFY should be administered without dosage adjustment as specified in DOSAGE AND
ADMINISTRATION (2.3).

2.8 Dosing of Oral Solution

The oral solution can be substituted for tablets on a mg-per-mg basis up to the 25 mg dose
level. Patients receiving 30 mg tablets should receive 25 mg of the solution [see CLINICAL
PHARMACOLOGY (12.3)].

2.9 Dosing of Orally Disintegrating Tablets

The dosing for ABILIFY Orally Disintegrating Tablets is the same as for the oral tablets
[see DOSAGE AND ADMINISTRATION (2.1, 2.2, 2.3, and 2.4)].

3 DOSAGE FORMS AND STRENGTHS

ABILIFY® (aripiprazole) Tablets are available as described in Table 3.

Table 3:  ABILIFY Tablet Presentations

Tablet Strength Tablet Color/Shape Tablet Markings
2mg green/modified rectangle “A-006" and “2”
5mg blue/modified rectangle “A-007” and “5”
10 mg pink/modified rectangle “A-008” and “10”
15mg yellow/round “A-009” and “15”
20 mg white/round “A-010” and “20”
30 mg pink/round “A-011” and “30”

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are available as described
in Table 4.

Table 4:  ABILIFY DISCMELT Orally Disintegrating Tablet Presentations
Tablet Strength Tablet Color/Shape Tablet Markings
10 mg pink (with scattered specks) “A” and “640”
round “10”
15mg yellow (with scattered specks) “A” and “641”
round “15”

ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is a clear, colorless to light-yellow solution,
supplied in child-resistant bottles along with a calibrated oral dosing cup.

ABILIFY® (aripiprazole) Injection for Intramuscular Use is a clear, colorless solution available
as a ready-to-use, 9.75 mg/1.3 mL (7.5 mg/mL) solution in clear, Type 1 glass vials.
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4 CONTRAINDICATIONS

ABILIFY is contraindicated in patients with a history of a hypersensitivity reaction to
aripiprazole. Reactions have ranged from pruritus/urticaria to anaphylaxis [see ADVERSE
REACTIONS (6.2)].

5 WARNINGS AND PRECAUTIONS
5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Increased Mortality

Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. ABILIFY (aripiprazole) is not approved for the
treatment of patients with dementia-related psychosis [see BOXED WARNING].
Safety Experience in Elderly Patients with Psychosis Associated with Alzheimer’s
Disease

In three, 10-week, placebo-controlled studies of ABILIFY in elderly patients with psychosis
associated with Alzheimer’s disease (n=938; mean age: 82.4 years; range: 56-99 years),
the adverse reactions that were reported at an incidence of >3% and ABILIFY incidence
at least twice that for placebo were lethargy [placebo 2%, ABILIFY 5%)], somnolence
(including sedation) [placebo 3%, ABILIFY 8%], and incontinence (primarily, urinary
incontinence) [placebo 1%, ABILIFY 5%)], excessive salivation [placebo 0%, ABILIFY 4%],
and lightheadedness [placebo 1%, ABILIFY 4%)].

The safety and efficacy of ABILIFY in the treatment of patients with psychosis associated
with dementia have not been established. If the prescriber elects to treat such patients with
ABILIFY, assess for the emergence of difficulty swallowing or excessive somnolence, which
could predispose to accidental injury or aspiration [see BOXED WARNING].

5.2  Cerebrovascular Adverse Events, Including Stroke

In placebo-controlled clinical studies (two flexible dose and one fixed dose study) of
dementia-related psychosis, there was an increased incidence of cerebrovascular adverse
events (e.g., stroke, transient ischemic attack), including fatalities, in ABILIFY-treated
patients (mean age: 84 years; range: 78-88 years). In the fixed-dose study, there was a
statistically significant dose response relationship for cerebrovascular adverse events in
patients treated with ABILIFY. ABILIFY is not approved for the treatment of patients with
dementia-related psychosis [see BOXED WARNING].

5.3  Suicidal Thoughts and Behaviors in Children, Adolescents, and Young Adults

Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior
(suicidality) or unusual changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission occurs. Suicide is a
known risk of depression and certain other psychiatric disorders, and these disorders
themselves are the strongest predictors of suicide. There has been a long-standing
concern, however, that antidepressants may have a role in inducing worsening of
depression and the emergence of suicidality in certain patients during the early phases
of treatment. Pooled analyses of short-term, placebo-controlled trials of antidepressant
drugs (SSRIs and others) showed that these drugs increase the risk of suicidal thinking
and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with
MDD and other psychiatric disorders. Short-term studies did not show an increase in the
risk of suicidality with antidepressants compared to placebo in adults beyond age 24; there
was a reduction with antidepressants compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
Obsessive Compulsive Disorder (OCD), or other psychiatric disorders included a total of
24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses
of placebo-controlled trials in adults with MDD or other psychiatric disorders included a
total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs in
over 77,000 patients. There was considerable variation in risk of suicidality among drugs,
but a tendency toward an increase in the younger patients for almost all drugs studied.
There were differences in absolute risk of suicidality across the different indications,
with the highest incidence in MDD. The risk differences (drug vs. placebo), however,
were relatively stable within age strata and across indications. These risk differences
(drug-placebo difference in the number of cases of suicidality per 1000 patients treated)
are provided in Table 5.

Table 5:

Age Range Drug-Placebo Difference in Number of Cases
of Suicidality per 1000 Patients Treated
Increases Gompared to Placebo

<18 14 additional cases

18-24 5 additional cases
Decreases Compared to Placebo

25-64 1 fewer case

>65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials,
but the number was not sufficient to reach any conclusion about drug effect on suicide.

It is unknown whether the suicidality risk extends to longer-term use, ie, beyond several
months. However, there is substantial evidence from placebo-controlled maintenance
trials in adults with depression that the use of antidepressants can delay the recurrence
of depression.

All patients being treated with antidepressants for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and
unusual changes in behavior, especially during the initial few months of a course of
drug therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania,
have been reported in adult and pediatric patients being treated with antidepressants
for MDD as well as for other indications, both psychiatric and nonpsychiatric. Although
a causal link between the emergence of such symptoms and either the worsening of
depression and/or the emergence of suicidal impulses has not been established, there is
concern that such symptoms may represent precursors to emerging suicidality.
Consideration should be given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently worse, or who
are experiencing emergent suicidality or symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were
not part of the patient’s presenting symptoms.

Families and caregivers of patients being treated with antidepressants for major
depressive disorder or other indications, both psychiatric and nonpsychiatric,
should be alerted about the need to monitor patients for the emergence of agitation,
irritability, unusual changes in behavior, and the other symptoms described above,
as well as the emergence of suicidality, and to report such symptoms immediately to
healthcare providers. Such monitoring should include daily observation by families
and caregivers. Prescriptions for ABILIFY should be written for the smallest quantity
of tablets consistent with good patient management, in order to reduce the risk of
overdose.

Screening Patients for Bipolar Disorder: A major depressive episode may be the
initial presentation of bipolar disorder. It is generally believed (though not established in
controlled trials) that treating such an episode with an antidepressant alone may increase
the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar
disorder. Whether any of the symptoms described above represent such a conversion
is unknown. However, prior to initiating treatment with an antidepressant, patients with
depressive symptoms should be adequately screened to determine if they are at risk for
bipolar disorder; such screening should include a detailed psychiatric history, including a
family history of suicide, bipolar disorder, and depression.

It should be noted that ABILIFY is not approved for use in treating depression in the
pediatric population.

5.4  Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) may occur with administration of antipsychotic drugs, including ABILIFY.
Rare cases of NMS occurred during ABILIFY treatment in the worldwide clinical database.
Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status,
and evidence of autonomic instability (irregular pulse or blood pressure, tachycardia,
diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, it is important to exclude cases where the clinical presentation includes both
serious medical iliness (e.g., pneumonia, systemic infection) and untreated or inadequately
treated extrapyramidal signs and symptoms (EPS). Other important considerations in the
differential diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and
primary central nervous system pathology.

The management of NMS should include: 1) immediate discontinuation of antipsychotic
drugs and other drugs not essential to concurrent therapy; 2) intensive symptomatic
treatment and medical monitoring; and 3) treatment of any concomitant serious medical
problems for which specific treatments are available. There is no general agreement about
specific pharmacological treatment regimens for uncomplicated NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential
reintroduction of drug therapy should be carefully considered. The patient should be
carefully monitored, since recurrences of NMS have been reported.

5.5 Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome
appears to be highest among the elderly, especially elderly women, it is impossible to rely
upon prevalence estimates to predict, at the inception of antipsychotic treatment, which
patients are likely to develop the syndrome. Whether antipsychotic drug products differ in
their potential to cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible
are believed to increase as the duration of treatment and the total cumulative dose of
antipsychotic drugs administered to the patient increase. However, the syndrome can
develop, although much less commonly, after relatively brief treatment periods at low
doses.

There is no known treatment for established cases of tardive dyskinesia, although the
syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn.
Antipsychotic treatment, itself, however, may suppress (or partially suppress) the signs
and symptoms of the syndrome and, thereby, may possibly mask the underlying process.
The effect that symptomatic suppression has upon the long-term course of the syndrome
is unknown.
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Given these considerations, ABILIFY should be prescribed in a manner that is most
likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment
should generally be reserved for patients who suffer from a chronic illness that (1) is
known to respond to antipsychotic drugs and (2) for whom alternative, equally effective,
but potentially less harmful treatments are not available or appropriate. In patients who
do require chronic treatment, the smallest dose and the shortest duration of treatment
producing a satisfactory clinical response should be sought. The need for continued
treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on ABILIFY, drug
discontinuation should be considered. However, some patients may require treatment with
ABILIFY despite the presence of the syndrome.

5.6  Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that include
hyperglycemia/diabetes mellitus, dyslipidemia, and body weight gain. While all drugs in
the class have been shown to produce some metabolic changes, each drug has its own
specific risk profile.

Hyperglycemia/Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical antipsychotics. There have
been reports of hyperglycemia in patients treated with ABILIFY [see ADVERSE REACTIONS
(6.1, 6.2)]. Assessment of the relationship between atypical antipsychotic use and glucose
abnormalities is complicated by the possibility of an increased background risk of diabetes
mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus
in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epidemiological studies suggest an increased risk of hyperglycemia-related
adverse reactions in patients treated with the atypical antipsychotics. Because ABILIFY
was not marketed at the time these studies were performed, it is not known if ABILIFY
is associated with this increased risk. Precise risk estimates for hyperglycemia-related
adverse reactions in patients treated with atypical antipsychotics are not
available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics should be monitored regularly for worsening of glucose control. Patients
with risk factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are
starting treatment with atypical antipsychotics should undergo fasting blood glucose
testing at the beginning of treatment and periodically during treatment. Any patient
treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia
including polydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms
of hyperglycemia during treatment with atypical antipsychotics should undergo fasting
blood glucose testing. In some cases, hyperglycemia has resolved when the atypical
antipsychotic was discontinued; however, some patients required continuation of
anti-diabetic treatment despite discontinuation of the suspect drug.

Adults

In an analysis of 13 placebo-controlled monotherapy trials in adults, primarily with
schizophrenia or bipolar disorder, the mean change in fasting glucose in ABILIFY-treated
patients (+4.4 mg/dL; median exposure 25 days; N=1057) was not significantly different
than in placebo-treated patients (+2.5 mg/dL; median exposure 22 days; N=799). Table 6
shows the proportion of ABILIFY-treated patients with normal and borderline fasting
glucose at baseline (median exposure 25 days) that had treatment-emergent high fasting
glucose measurements compared to placebo-treated patients (median exposure 22 days).

Table 6: Changes in Fasting Glucose From Placebo-Controlled Monotherapy Trials in
Adult Patients

Category Change (at least once)

from Baseline Treatment Arm n/N %
Normal to High ABILIFY 31/822 38
Fasting (<100 mg/dL to 2126 mg/dL) Placebo 22/605 36
Glucose Borderline to High ABILIFY 31/176 176
(>100 mg/dL and <126 mg/dL
to >126 mg/dL) Placebo 131142 9.2

At 24 weeks, the mean change in fasting glucose in ABILIFY-treated patients was not
significantly different than in placebo-treated patients [+2.2 mg/dL (n=42) and +9.6 mg/dL
(n=28), respectively].

The mean change in fasting glucose in adjunctive ABILIFY-treated patients with major
depressive disorder (+0.7 mg/dL; median exposure 42 days; N=241) was not significantly
different than in placebo-treated patients (+0.8 mg/dL; median exposure 42 days; N=246).
Table 7 shows the proportion of adult patients with changes in fasting glucose levels from
two placebo-controlled, adjunctive trials (median exposure 42 days) in patients with major
depressive disorder.

Table7:  Changes in Fasting Glucose From Placebo-Controlled Adjunctive Trials in Adult
Patients with Major Depressive Disorder
Category Change (at least once)
from Baseline Treatment Arm n/N %
Normal to High ABILIFY 2/201 1.0
Fasting (<100 mg/dL to 2126 mg/dL) Placebo 2/204 1.0
Glucose Borderline to High ABILIFY 4/34 11.8
(>100 mg/dL and <126 mg/dL
Placebo 3/37 8.1

to >126 mg/dL)

Pediatric Patients and Adolescents

In an analysis of two placebo-controlled trials in adolescents with schizophrenia
(13 to 17 years) and pediatric patients with bipolar disorder (10 to 17 years), the mean
change in fasting glucose in ABILIFY-treated patients (+4.8 mg/dL; with a median exposure
of 43 days; N=259) was not significantly different than in placebo-treated patients
(+1.7 mg/dL; with a median exposure of 42 days; N=123).

In an analysis of two placebo-controlled trials in pediatric and adolescent patients with
irritability associated with autistic disorder (6 to 17 years) with median exposure of 56 days,
the mean change in fasting glucose in ABILIFY-treated patients (0.2 mg/dL; N=83) was
not significantly different than in placebo-treated patients (~0.6 mg/dL; N=33).

In an analysis of two placebo-controlled trials in pediatric and adolescent patients with
Tourette’s disorder (6 to 18 years) with median exposure of 57 days, the mean change
in fasting glucose in ABILIFY-treated patients (0.79 mg/dL; N=90) was not significantly
different than in placebo-treated patients (—1.66 mg/dL; N=58).

Table 8 shows the proportion of patients with changes in fasting glucose levels from
the pooled adolescent schizophrenia and pediatric bipolar patients (median exposure of
42-43 days), from two placebo-controlled trials in pediatric patients (6 to 17 years) with
irritability associated with autistic disorder (median exposure of 56 days), and from the
two placebo-controlled trials in pediatric patients (6 to 18 year) with Tourette’s Disorder
(median exposure 57 days).

Table 8: Changes in Fasting Glucose From Placebo-Controlled Trials in Pediatric and
Adolescent Patients
Category Change
(at least once) from
Baseline Indication Treatment Arm n/N %
Pooled Schizophrenia and ABILIFY 2/236 0.8
Fasting Glucose Bipolar Disorder Placebo 2110 18
Normal to High Iiritability Associated with ABILIFY 0/73 0
(<100 mg/dL Autistic Disorder Placebo 0/32 0
o1z me Tourette’s Disorder ABILIFY 3/88 3.4
Placebo 1/58 1.7
Pooled Schizophrenia and ABILIFY 1/22 45
Fasting Glucose Bipolar Disorder Placebo 0/12 0
fiﬂrggrﬂg‘g/é‘i Hgh " ritabilty Associated with ABILIFY 09 0
and <126 mg/dL Autistic Disorder Placebo 0/1 0
to 126 mg/dL) . ABILIFY 011 0
Tourette’s Disorder Placebo va 0

At 12 weeks in the pooled adolescent schizophrenia and pediatric bipolar disorder trials,
the mean change in fasting glucose in ABILIFY-treated patients was not significantly
different than in placebo-treated patients [+2.4 mg/dL (n=81) and +0.1 mg/dL (n=15),
respectively].

Dyslipidemia

Undesirable alterations in lipids have been observed in patients treated with atypical
antipsychotics.

There were no significant differences between ABILIFY- and placebo-treated patients in the
proportion with changes from normal to clinically significant levels for fasting/nonfasting
total cholesterol, fasting triglycerides, fasting LDLs, and fasting/nonfasting HDLs. Analyses
of patients with at least 12 or 24 weeks of exposure were limited by small numbers of
patients.

Adults

Table 9 shows the proportion of adult patients, primarily from pooled schizophrenia and
bipolar disorder monotherapy placebo-controlled trials, with changes in total cholesterol
(pooled from 17 trials; median exposure 21 to 25 days), fasting triglycerides (pooled from
eight trials; median exposure 42 days), fasting LDL cholesterol (pooled from eight trials;
median exposure 39 to 45 days, except for placebo-treated patients with baseline normal
fasting LDL measurements, who had median treatment exposure of 24 days) and HDL
cholesterol (pooled from nine trials; median exposure 40 to 42 days).
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Table9:  Changes in Blood Lipid Parameters From Placebo-Controlled Monotherapy Trials
in Adults
Treatment Arm n/N %

Total Cholesterol

Normal to High ABILIFY 34/1357 2.5
(<200 mg/dL to >240 mg/dL) Placebo 27/973 2.8
Fasting Triglycerides ABILIFY 40/539 74
Normal to High

(<150 mg/dL to >200 mgy/dL) Placebo 307431 7.0
Fasting LDL Cholesterol ABILIFY 2/332 0.6
Normal to High

(<100 mg/dL to >160 mg/dL) Placebo 21268 0.7
HDL Cholesterol ABILIFY 121/1066 11.4
Normal to Low

(>40 mg/dL to <40 mg/dL) Placebo 99/794 125

In monotherapy trials in adults, the proportion of patients at 12 weeks and 24 weeks with
changes from Normal to High in total cholesterol (fasting/nonfasting), fasting triglycerides,
and fasting LDL cholesterol were similar between ABILIFY- and placebo-treated patients:
at 12 weeks, Total Cholesterol (fasting/nonfasting), 1/71 (1.4%) vs. 3/74 (4.1%); Fasting
Triglycerides, 8/62 (12.9%) vs. 5/37 (13.5%); Fasting LDL Cholesterol, 0/34 (0%) vs. 1/25
(4.0%), respectively; and at 24 weeks, Total Cholesterol (fasting/nonfasting), 1/42 (2.4%)
vs. 3/37 (8.1%); Fasting Triglycerides, 5/34 (14.7%) vs. 5/20 (25%); Fasting LDL
Cholesterol, 0/22 (0%) vs. 1/18 (5.6%), respectively.

Table 12 shows the proportion of patients with changes in total cholesterol
(fasting/nonfasting) and fasting triglycerides (median exposure 56 days) and HDL
cholesterol (median exposure 55 to 56 days) from two placebo-controlled trials in pediatric
patients (6 to 17 years) with irritability associated with autistic disorder.

Table 12:  Changes in Blood Lipid Parameters From Placebo-Controlled Trials in Pediatric
Patients with Autistic Disorder

Treatment Arm n/N %
Total Cholesterol ABILIFY 1/95 11
Normal to High
(<170 mg/dL to >200 mg/dL) Placebo 0/34 0
Fasting Triglycerides ABILIFY 0/75 0
Normal to High
(<150 mg/dL to >200 mg/dL) Placebo 0/30 0
HDL Cholesterol ABILIFY 9/107 8.4
Normal to Low
(>40 mg/dL to <40 mg/dL) Placebo 5/49 10.2

Table 13 shows the proportion of patients with changes in total cholesterol (fasting/
nonfasting) and fasting triglycerides (median exposure 57 days) and HDL cholesterol
(median exposure 57 days) from two placebo-controlled trials in pediatric patients (6 to
18 years) with Tourette’s Disorder.

Table 13:  Changes in Blood Lipid Parameters From Placebo-Controlled Trials in Pediatric

Patients with Tourette’s Disorder

Table 10 shows the proportion of patients with changes in total cholesterol (fasting/ o
nonfasting), fasting triglycerides, fasting LDL cholesterol, and HDL cholesterol from two Total Cholesterol Treatment Arm N %
placebo-controlled adjunctive trials in adult patients with major depressive disorder Normal to High ABILIFY 1/85 1.2
(median exposure 42 days). (<170 mg/dL to >200 mg/dL) Placebo 0/46 0
Table 10:  Changes .in Bloo_d Lipiq Parameter.s Frqm Placebo-Controlled Adjunctive Trials in Fasting Triglycerides ABILIFY 5/94 53
Adult Patients with Major Depressive Disorder Normal to High
Treatment Arm N % (<150 mg/dL to >200 mg/dL) Placebo 2/55 36
Total Cholesterol HDL Cholesterol ABILIFY 4/108 3.7
Normal to High ABILIFY 3139 22 Normal to Low
(<200 mg/dL to >240 mg/dL) Placebo 71135 52 (>40 mg/dL to <40 mg/dL) Placebo 2/67 3.0
I;l?)sr,rtri]g?tzrﬁlgi;gr/]cerides ABILIFY 14/145 9.7 Weight Gain
(<150 mg/dL to >200 mg/dL) Placebo 6/147 41 Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of
Fasting LDL Cholesterol ABILIFY 0154 0 weight is recommended.
Normal to High Adults
(<100 mg/dL to >160 mo/dL) Placebo ors 0 . o
HDL Cholesterol In an analysis of 13 placebo-controlled monotherapy trials, primarily from pooled
Normal ?oel_sosvm ABILIFY 17/318 5.3 schizophrenia and bipolar disorder, with a median exposure of 21 to 25 days, the mean
(240 m/dlL o <40 m/dL) Placeho 10/286 35 change in body weight in ABILIFY-treated patients was +0.3 kg (N=1673) compared to

Pediatric Patients and Adolescents

Table 11 shows the proportion of adolescents with schizophrenia (13 to 17 years) and
pediatric patients with bipolar disorder (10 to 17 years) with changes in total cholesterol
and HDL cholesterol (pooled from two placebo-controlled trials; median exposure 42 to
43 days) and fasting triglycerides (pooled from two placebo-controlled trials; median
exposure 42 to 44 days).

—0.1 kg (N=1100) in placebo-controlled patients. At 24 weeks, the mean change from
baseline in body weight in ABILIFY-treated patients was —1.5 kg (n=73) compared to
—0.2 kg (n=46) in placebo-treated patients.

In the trials adding ABILIFY to antidepressants, patients first received 8 weeks of
antidepressant treatment followed by 6 weeks of adjunctive ABILIFY or placebo in addition
to their ongoing antidepressant treatment. The mean change in body weight in patients
receiving adjunctive ABILIFY was +1.7 kg (N=347) compared to +0.4 kg (N=330) in
patients receiving adjunctive placebo.

Table 11:  Changes in Blood Lipid Parameters From Placebo-Controlled Monotherapy Trialsin  120!€ 14 shows the percentage of adult patients with weight gain 7% of body weight by
Pediatric and Adolescent Patients in Schizophrenia and Bipolar Disorder indication.
9 Table 14:  Percentage of Patients From Placebo-Controlled Trials in Adult Patients with

Total Cholesterol Treatment Arm N % Weight Gain >7% of Body Weight
Normal to High ABILIFY 3/220 14 Treatment Patients
(<170 mg/dL to >200 mg/dL) Placebo 0/116 0 Indication Arm N n (%)
Fasting Triglycerides ABILIFY 7187 37 Schizophrenia? ABILIFY 852 69(8.1)
Normal to High Weight gain >7% Placebo 379 12(32)
(<150 mg/dL to >200 mg/dL) Placebo 4/85 47 of body weight Bipolar Manic® ABILIFY 719 16 (2.2)
HDL Cholesterol ABILIFY 27/236 114 Placebo 598 1627)
Normal to Low Major Depressive Disorder ABILIFY 347 18(5.2)
(240 mg/dL to <40 mg/dL) Placebo 221109 202 (Adjunctive Therapy)° Placebo 330 2(0.6)

In monotherapy trials of adolescents with schizophrenia and pediatric patients with bipolar
disorder, the proportion of patients at 12 weeks and 24 weeks with changes from Normal
to High in total cholesterol (fasting/nonfasting), fasting triglycerides, and fasting LDL
cholesterol were similar between ABILIFY- and placebo-treated patients: at 12 weeks,
Total Cholesterol (fasting/nonfasting), 0/57 (0%) vs. 0/15 (0%); Fasting Triglycerides, 2/72
(2.8%) vs. 1/14 (7.1%), respectively; and at 24 weeks, Total Cholesterol (fasting/
nonfasting), 0/36 (0%) vs. 0/12 (0%); Fasting Triglycerides, 1/47 (2.1%) vs. 1/10 (10.0%),
respectively.

@ 4-6 weeks duration. ® 3 weeks duration. ¢ 6 weeks duration.

Pediatric Patients and Adolescents

In an analysis of two placebo-controlled trials in adolescents with schizophrenia (13 to
17 years) and pediatric patients with bipolar disorder (10 to 17 years) with median exposure
of 42 to 43 days, the mean change in body weight in ABILIFY-treated patients was +1.6 kg
(N=381) compared to +0.3 kg (N=187) in placebo-treated patients. At 24 weeks, the mean
change from baseline in body weight in ABILIFY-treated patients was +5.8 kg (n=62)
compared to +1.4 kg (n=13) in placebo-treated patients.
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In two short-term, placebo-controlled trials in patients (6 to 17 years) with irritability
associated with autistic disorder with median exposure of 56 days, the mean change in
body weight in ABILIFY-treated patients was +1.6 kg (n=209) compared to +0.4 kg (n=98)
in placebo-treated patients.

In two short-term, placebo-controlled trials in patients (6 to 18 years) with Tourette’s
Disorder with median exposure of 57 days, the mean change in body weight in
ABILIFY-treated patients was +1.5 kg (n=105) compared to +0.4 kg (n=66) in
placebo-treated patients.

Table 15 shows the percentage of pediatric and adolescent patients with weight gain >7%
of body weight by indication.

Table 15: Percentage of Patients From Placebo-Controlled Monotherapy Trials in
Pediatric and Adolescent Patients with Weight Gain 27% of Body Weight

Treatment Patients
Indication Arm N n (%)
Pooled Schizophrenia and ABILIFY 381 20(5.2)
. ) Bipolar Mania? Placebo 187 3(1.6)
g‘.’,fg: g;‘g} Irritability Associated with ABILIFY 209 55(26.3)
weight Autistic Disorder® Placebo 98 7(7.1)
Tourette’s Disorder* ABILIFY 105 21(200)
Placebo 66 5 (7.6)

2 4-6 weeks duration.  ° 8 weeks duration. °©8-10 weeks duration.

In an open-label trial that enrolled patients from the two placebo-controlled trials of
adolescents with schizophrenia (13 to 17 years) and pediatric patients with bipolar
disorder (10 to 17 years), 73.2% of patients (238/325) completed 26 weeks of therapy
with ABILIFY. After 26 weeks, 32.8% of patients gained >7% of their body weight, not
adjusted for normal growth. To adjust for normal growth, z-scores were derived (measured
in standard deviations [SD]), which normalize for the natural growth of pediatric patients
and adolescents by comparisons to age- and gender-matched population standards. A
z-score change <0.5 SD is considered not clinically significant. After 26 weeks, the mean
change in z-score was 0.09 SD.

In an open-label trial that enrolled patients from two short-term, placebo-controlled trials,
patients (6 to 17 years) with irritability associated with autistic disorder, as well as de novo
patients, 60.3% (199/330) completed one year of therapy with ABILIFY. The mean change
in weight z-score was 0.26 SDs for patients receiving >9 months of treatment.

When treating pediatric patients for any indication, weight gain should be monitored and
assessed against that expected for normal growth.

5.7  Orthostatic Hypotension

ABILIFY may cause orthostatic hypotension, perhaps due to its a,-adrenergic receptor
antagonism. The incidence of orthostatic hypotension-associated events from short-term,
placebo-controlled trials of adult patients on oral ABILIFY (n=2467) included (ABILIFY
incidence, placebo incidence) orthostatic hypotension (1%, 0.3%), postural dizziness
(0.5%, 0.3%), and syncope (0.5%, 0.4%); of pediatric patients 6 to 18 years of age
(n=732) on oral ABILIFY included orthostatic hypotension (0.5%, 0%), postural dizziness
(0.4%, 0 %), and syncope (0.2%, 0%); and of patients on ABILIFY Injection (n=501)
included orthostatic hypotension (0.6%, 0%), postural dizziness (0.2%, 0.5%), and
syncope (0.4%, 0%). [see ADVERSE REACTIONS (6.1)]

The incidence of a significant orthostatic change in blood pressure (defined as a decrease
in systolic blood pressure >20 mmHg accompanied by an increase in heart rate >25 bpm
when comparing standing to supine values) for ABILIFY was not meaningfully different
from placebo (ABILIFY incidence, placebo incidence): in adult oral ABILIFY-treated patients
(4%, 2%), in pediatric oral ABILIFY-treated patients aged 6 to 18 years (0.4%, 1%), or in
ABILIFY injection-treated patients (3%, 2%).

ABILIFY should be used with caution in patients with known cardiovascular disease
(history of myocardial infarction or ischemic heart disease, heart failure or conduction
abnormalities), cerebrovascular disease, or conditions which would predispose patients to
hypotension (dehydration, hypovolemia, and treatment with antihypertensive medications)
[see DRUG INTERACTIONS (7.1)].

If parenteral benzodiazepine therapy is deemed necessary in addition to ABILIFY injection
treatment, patients should be monitored for excessive sedation and for orthostatic
hypotension [see DRUG INTERACTIONS (7.1)].

5.8 Leukopenia, Neutropenia, and Agranulocytosis

In clinical trials and/or postmarketing experience, events of leukopenia and neutropenia
have been reported temporally related to antipsychotic agents, including ABILIFY.
Agranulocytosis has also been reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell
count (WBC)/absolute neutrophil count (ANC) and history of drug-induced leukopenia/
neutropenia. In patients with a history of a clinically significant low WBC/ANC or
drug-induced leukopenia/neutropenia, perform a complete blood count (CBC) frequently
during the first few months of therapy. In such patients, consider discontinuation of
ABILIFY at the first sign of a clinically significant decline in WBC in the absence of other
causative factors.

Monitor patients with clinically significant neutropenia for fever or other symptoms or signs
of infection and treat promptly if such symptoms or signs occur. Discontinue ABILIFY in
patients with severe neutropenia (absolute neutrophil count <1000/mm3) and follow their
WBC counts until recovery.

5.9  Seizures/Convulsions

In short-term, placebo-controlled trials, patients with a history of seizures excluded
seizures/convulsions occurred in 0.1% (3/2467) of undiagnosed adult patients treated with
oral ABILIFY, in 0.1% (1/732) of pediatric patients (6 to 18 years), and in 0.2% (1/501) of
adult ABILIFY injection-treated patients.

As with other antipsychotic drugs, ABILIFY should be used cautiously in patients with a
history of seizures or with conditions that lower the seizure threshold. Conditions that lower
the seizure threshold may be more prevalent in a population of 65 years or older.

5.10 Potential for Cognitive and Motor Impairment

ABILIFY, like other antipsychotics, may have the potential to impair judgment, thinking, or
motor skills. For example, in short-term, placebo-controlled trials, somnolence (including
sedation) was reported as follows (ABILIFY incidence, placebo incidence): in adult patients
(n=2467) treated with oral ABILIFY (11%, 6%), in pediatric patients ages 6 to 17 (n=611)
(24%, 6%), and in adult patients (n=501) on ABILIFY Injection (9%, 6%). Somnolence
(including sedation) led to discontinuation in 0.3% (8/2467) of adult patients and 3%
(20/732) of pediatric patients (6 to 18 years) on oral ABILIFY in short-term, placebo-
controlled trials, but did not lead to discontinuation of any adult patients on ABILIFY
Injection.

Despite the relatively modest increased incidence of these events compared to placebo,
patients should be cautioned about operating hazardous machinery, including automobiles,
until they are reasonably certain that therapy with ABILIFY does not affect them adversely.
5.11 Body Temperature Regulation

Disruption of the body’s ability to reduce core body temperature has been attributed to
antipsychotic agents. Appropriate care is advised when prescribing ABILIFY for patients
who will be experiencing conditions which may contribute to an elevation in core
body temperature, (e.g., exercising strenuously, exposure to extreme heat, receiving
concomitant medication with anticholinergic activity, or being subject to dehydration) [see
ADVERSE REACTIONS (6.2)].

5.12 Suicide

The possibility of a suicide attempt is inherent in psychotic illnesses, bipolar disorder, and
major depressive disorder, and close supervision of high-risk patients should accompany
drug therapy. Prescriptions for ABILIFY should be written for the smallest quantity
consistent with good patient management in order to reduce the risk of overdose [see
ADVERSE REACTIONS (6.1, 6.2)].

5.13 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use,
including ABILIFY. Aspiration pneumonia is a common cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer’s dementia. ABILIFY and other
antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia
[see WARNINGS AND PRECAUTIONS (5.1) and ADVERSE REACTIONS (6.2)].

6 ADVERSE REACTIONS

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

The following adverse reactions are discussed in more detail in other sections of the
labeling:

e Increased Mortality in Elderly Patients with Dementia-Related Psychosis [see BOXED
WARNING and WARNINGS AND PRECAUTIONS (5.1)]

e (Cerebrovascular Adverse Events, Including Stroke [see WARNINGS AND PRECAUTIONS
(5.2)]

e Suicidal Thoughts and Behaviors in Children, Adolescents, and Young Adults [see
BOXED WARNING and WARNINGS AND PRECAUTIONS (5.3)]

e Neuroleptic Malignant Syndrome (NMS) [see WARNINGS AND PRECAUTIONS (5.4)]
o Tardive Dyskinesia [see WARNINGS AND PRECAUTIONS (5.5)]

e Metabolic Changes [see WARNINGS AND PRECAUTIONS (5.6)]

e QOrthostatic Hypotension [see WARNINGS AND PRECAUTIONS (5.7)]

e Leukopenia, Neutropenia, and Agranulocytosis [see WARNINGS AND PRECAUTIONS
(5.8)]

e Seizures/Convulsions [see WARNINGS AND PRECAUTIONS (5.9)]

e Potential for Cognitive and Motor Impairment [see WARNINGS AND PRECAUTIONS
(5.10)]

e Body Temperature Regulation [see WARNINGS AND PRECAUTIONS (5.11)]
e Suicide [see WARNINGS AND PRECAUTIONS (5.12)]
e Dysphagia [see WARNINGS AND PRECAUTIONS (5.13)]
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The most common adverse reactions in adult patients in clinical trials (>10%) were nausea,
vomiting, constipation, headache, dizziness, akathisia, anxiety, insomnia, and restlessness.

The most common adverse reactions in the pediatric clinical trials (>10%) were
somnolence, headache, vomiting, extrapyramidal disorder, fatigue, increased appetite,
insomnia, nausea, nasopharyngitis, and weight increased.

ABILIFY has been evaluated for safety in 13,543 adult patients who participated in
multiple-dose, clinical trials in schizophrenia, bipolar disorder, major depressive disorder,
Dementia of the Alzheimer’s type, Parkinson’s disease, and alcoholism, and who had
approximately 7619 patient-years of exposure to oral ABILIFY and 749 patients with
exposure to ABILIFY injection. A total of 3390 patients were treated with oral ABILIFY for at
least 180 days and 1933 patients treated with oral ABILIFY had at least 1 year of exposure.

ABILIFY has been evaluated for safety in 1,686 patients (6 to 18 years) who participated in
multiple-dose, clinical trials in schizophrenia, bipolar mania, autistic disorder, or Tourette’s
disorder and who had approximately 1,342 patient-years of exposure to oral ABILIFY. A
total of 959 pediatric patients were treated with oral ABILIFY for at least 180 days and
556 pediatric patients treated with oral ABILIFY had at least 1 year of exposure.

The conditions and duration of treatment with ABILIFY (monotherapy and adjunctive therapy
with antidepressants or mood stabilizers) included (in overlapping categories) double-blind,
comparative and noncomparative open-label studies, inpatient and outpatient studies,
fixed- and flexible-dose studies, and short- and longer-term exposure.

6.1  Clinical Trials Experience
Adult Patients with Schizophrenia

The following findings are based on a pool of five placebo-controlled trials (four 4-week and
one 6-week) in which oral ABILIFY was administered in doses ranging from 2 to 30 mg/day.

Commonly Observed Adverse Reactions

The only commonly observed adverse reaction associated with the use of ABILIFY in
patients with schizophrenia (incidence of 5% or greater and ABILIFY incidence at least
twice that for placebo) was akathisia (ABILIFY 8%; placebo 4%).

Adult Patients with Bipolar Mania
Monotherapy

The following findings are based on a pool of 3-week, placebo-controlled, bipolar mania
trials in which oral ABILIFY was administered at doses of 15 or 30 mg/day.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of ABILIFY in patients with
bipolar mania (incidence of 5% or greater and ABILIFY incidence at least twice that for
placebo) are shown in Table 16.

Table 16: Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled
Trials of Adult Patients with Bipolar Mania Treated with Oral ABILIFY

Monotherapy
Percentage of Patients Reporting Reaction

ABILIFY Placebo
Preferred Term (n=917) (n=753)
Akathisia 13 4
Sedation 8 3
Restlessness 6 3
Tremor 6 3
Extrapyramidal Disorder 5 2

Less Common Adverse Reactions in Adults

Table 17 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks in schizophrenia and up to
3 weeks in bipolar mania), including only those reactions that occurred in 2% or more of
patients treated with ABILIFY (doses >2 mg/day) and for which the incidence in patients
treated with ABILIFY was greater than the incidence in patients treated with placebo in the
combined dataset.

Table 17: Adverse Reactions in Short-Term, Placebo-Controlled Trials in Adult
Patients Treated with Oral ABILIFY

Percentage of Patients Reporting Reaction®

System Organ Class ABILIFY Placebo
Preferred Term (n=1843) (n=1166)
Eye Disorders
Blurred Vision 3 1
Gastrointestinal Disorders
Nausea 15 11
Constipation 11 7
Vomiting 11 6
Dyspepsia 9 7
Dry Mouth 5 4
Toothache 4 3
Abdominal Discomfort 3 2
Stomach Discomfort 3 2
General Disorders and Administration Site Conditions
Fatigue 6 4
Pain 3 2
Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Stiffness 4 3
Pain in Extremity 4 2
Myalgia 2 1
Muscle Spasms 2 1
Nervous System Disorders
Headache 27 23
Dizziness 10 7
Akathisia 10 4
Sedation 7 4
Extrapyramidal Disorder 5 3
Tremor 5 3
Somnolence 5 3
Psychiatric Disorders
Agitation 19 17
Insomnia 18 13
Anxiety 17 13
Restlessness 5 3
Respiratory, Thoracic, and Mediastinal Disorders
Pharyngolaryngeal Pain 3 2
Cough 3 2

2 Adverse reactions reported by at least 2% of patients treated with oral ABILIFY, except
adverse reactions which had an incidence equal to or less than placebo.

An examination of population subgroups did not reveal any clear evidence of differential
adverse reaction incidence on the basis of age, gender, or race.

Adult Patients with Adjunctive Therapy with Bipolar Mania

The following findings are based on a placebo-controlled trial of adult patients with bipolar
disorder in which ABILIFY was administered at doses of 15 or 30 mg/day as adjunctive
therapy with lithium or valproate.

Aadverse Reactions Associated with Discontinuation of Treatment

In a study of patients who were already tolerating either lithium or valproate as mono-
therapy, discontinuation rates due to adverse reactions were 12% for patients treated
with adjunctive ABILIFY compared to 6% for patients treated with adjunctive placebo. The
most common adverse drug reactions associated with discontinuation in the adjunctive
ABILIFY-treated compared to placebo-treated patients were akathisia (5% and 1%,
respectively) and tremor (2% and 1%, respectively).

Commonly Observed Adverse Reactions

The commonly observed adverse reactions associated with adjunctive ABILIFY and lithium
or valproate in patients with bipolar mania (incidence of 5% or greater and incidence at
least twice that for adjunctive placebo) were: akathisia, insomnia, and extrapyramidal
disorder.

Less Common Adverse Reactions in Adult Patients with Adjunctive Therapy in
Bipolar Mania

Table 18 enumerates the incidence, rounded to the nearest percent, of adverse reactions
that occurred during acute treatment (up to 6 weeks), including only those reactions
that occurred in 2% or more of patients treated with adjunctive ABILIFY (doses of 15 or
30 mg/day) and lithium or valproate and for which the incidence in patients treated with
this combination was greater than the incidence in patients treated with placebo plus
lithium or valproate.




ABILIFY® (aripiprazole)

ABILIFY® (aripiprazole)

Table 18: Adverse Reactions in a Short-Term, Placebo-Controlled Trial of Adjunctive
Therapy in Patients with Bipolar Disorder

Percentage of Patients Reporting Reaction®

ABILIFY + Placebo +

System Organ Class Li or Val* Li or Val*
Preferred Term (n=253) (n=130)
Gastrointestinal Disorders

Nausea 8 5

Vomiting 4 0

Salivary Hypersecretion 4 2

Dry Mouth 2 1
Infections and Infestations

Nasopharyngitis 3 2
Investigations

Weight Increased 2 1
Nervous System Disorders

Akathisia 19 5

Tremor 9 6

Extrapyramidal Disorder 5 1

Dizziness 4 1

Sedation 4 2
Psychiatric Disorders

Insomnia 8 4

Anxiety 4 1

Restlessness 2 1

2Adverse reactions reported by at least 2% of patients treated with oral ABILIFY, except
adverse reactions which had an incidence equal to or less than placebo.

* Lithium or Valproate

Pediatric Patients (13 to 17 years) with Schizophrenia

The following findings are based on one 6-week, placebo-controlled trial in which oral
ABILIFY was administered in doses ranging from 2 to 30 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between ABILIFY-treated and
placebo-treated pediatric patients (13 to 17 years) was 5% and 2%, respectively.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of ABILIFY in adolescent
patients with schizophrenia (incidence of 5% or greater and ABILIFY incidence at least
twice that for placebo) were extrapyramidal disorder, somnolence, and tremor.

Pediatric Patients (10 to 17 years) with Bipolar Mania

The following findings are based on one 4-week, placebo-controlled trial in which oral
ABILIFY was administered in doses of 10 or 30 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between ABILIFY-treated and
placebo-treated pediatric patients (10 to 17 years) was 7% and 2%, respectively.
Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of ABILIFY in pediatric
patients with bipolar mania (incidence of 5% or greater and ABILIFY incidence at least
twice that for placebo) are shown in Table 19.

Table 19: Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled
Trials of Pediatric Patients (10 to 17 years) with Bipolar Mania Treated
with Oral ABILIFY

Percentage of Patients Reporting Reaction

ABILIFY Placebo
Preferred Term (n=197) (n=97)
Somnolence 23 3
Extrapyramidal Disorder 20 3
Fatigue 11 4
Nausea 11 4
Akathisia 10 2
Blurred Vision 8 0
Salivary Hypersecretion 6 0
Dizziness 5 1

Pediatric Patients (6 to 17 years) with Autistic Disorder

The following findings are based on two 8-week, placebo-controlled trials in which oral
ABILIFY was administered in doses of 2 to 15 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between ABILIFY-treated and
placebo-treated pediatric patients (6 to 17 years) was 10% and 8%, respectively.
Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of ABILIFY in pediatric
patients with autistic disorder (incidence of 5% or greater and ABILIFY incidence at least
twice that for placebo) are shown in Table 20.

Table 20:  Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled Trials
of Pediatric Patients (6 to 17 years) with Autistic Disorder Treated with Oral
ABILIFY
Percentage of Patients Reporting Reaction
ABILIFY Placebo
Preferred Term (n=212) (n=101)
Sedation 21 4
Fatigue 17 2
Vomiting 14 7
Somnolence 10 4
Tremor 10 0
Pyrexia 9 1
Drooling 9 0
Decreased Appetite 7 2
Salivary Hypersecretion 6 1
Extrapyramidal Disorder 6 0
Lethargy 5 0

Pediatric Patients (6 to 18 years) with Tourette’s Disorder

The following findings are based on one 8-week and one 10-week, placebo-controlled
trials in which oral ABILIFY was administered in doses of 2 to 20 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between ABILIFY-treated and
placebo-treated pediatric patients (6 to 18 years) was 7% and 1%, respectively.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of ABILIFY in pediatric
patients with Tourette’s disorder (incidence of 5% or greater and ABILIFY incidence at least
twice that for placebo) are shown in Table 21.

Table 21: Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled
Trials of Pediatric Patients (6 to 18 years) with Tourette’s Disorder Treated

with Oral ABILIFY

Percentage of Patients Reporting Reaction

Preferred Term ABILIFY (n=121) Placebo (n=72)

Sedation 13 6
Somnolence 13 1
Nausea 1 4
Headache 10 3
Nasopharyngitis 9 0
Fatigue 8 0
Increased Appetite 7 1

Less Common Adverse Reactions in Pediatric Patients (6 to 18 years) with
Schizophrenia, Bipolar Mania, Autistic Disorder, or Tourette’s Disorder

Table 22 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks in schizophrenia, up to 4 weeks
in bipolar mania, up to 8 weeks in autistic disorder, and up to 10 weeks in Tourette’s
disorder), including only those reactions that occurred in 2% or more of pediatric patients
treated with ABILIFY (doses >2 mg/day) and for which the incidence in patients treated with
ABILIFY was greater than the incidence in patients treated with placebo.
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Table 22: Adverse Reactions in Short-Term, Placebo-Controlled Trials of Pediatric
Patients (6 to 18 years) Treated with Oral ABILIFY

Table 23: Adverse Reactions in Short-Term, Placebo-Controlled Adjunctive Trials in
Patients with Major Depressive Disorder

Percentage of Patients Reporting Reaction?

System Organ Class ABILIFY Placebo
Preferred Term (n=732) (n=370)
Eye Disorders
Blurred Vision 3 0
Gastrointestinal Disorders
Abdominal Discomfort 2 1
Vomiting 8 7
Nausea 8 4
Diarrhea 4 3
Salivary Hypersecretion 4 1
Abdominal Pain Upper 3 2
Constipation 2 2
General Disorders and Administration Site Conditions
Fatigue 10 2
Pyrexia 4 1
Irritability 2 1
Asthenia 2 1
Infections and Infestations
Nasopharyngitis 6 3
Investigations
Weight Increased 3 1
Metabolism and Nutrition Disorders
Increased Appetite 7 3
Decreased Appetite 5 4
Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Stiffness 2 1
Muscle Rigidity 2
Nervous System Disorders
Somnolence 16 4
Headache 12 10
Sedation 9 2
Tremor 9 1
Extrapyramidal Disorder 6 1
Akathisia 6 4
Drooling 3 0
Lethargy 3 0
Dizziness 3 2
Dystonia 2 1
Respiratory, Thoracic, and Mediastinal Disorders
Epistaxis 2 1
Skin and Subcutaneous Tissue Disorders
Rash 2 1

2 Adverse reactions reported by at least 2% of pediatric patients treated with oral ABILIFY,
except adverse reactions which had an incidence equal to or less than placebo.

Adult Patients Receiving ABILIFY as Adjunctive Treatment of Major Depressive
Disorder

The following findings are based on a pool of two placebo-controlled trials of patients with
major depressive disorder in which ABILIFY was administered at doses of 2 mg to 20 mg
as adjunctive treatment to continued antidepressant therapy.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions was 6% for adjunctive
ABILIFY-treated patients and 2% for adjunctive placebo-treated patients.

Commonly Observed Adverse Reactions

The commonly observed adverse reactions associated with the use of adjunctive ABILIFY in
patients with major depressive disorder (incidence of 5% or greater and ABILIFY incidence
at least twice that for placebo) were: akathisia, restlessness, insomnia, constipation,
fatigue, and blurred vision.

Less Common Adverse Reactions in Adult Patients with Major Depressive Disorder

Table 23 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks), including only those adverse
reactions that occurred in 2% or more of patients treated with adjunctive ABILIFY (doses
>2 mg/day) and for which the incidence in patients treated with adjunctive ABILIFY was
greater than the incidence in patients treated with adjunctive placebo in the combined
dataset.
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Percentage of Patients Reporting Reaction®

System Organ Class ABILIFY+ADT* Placebo+ADT*
Preferred Term (n=371) (n=366)
Eye Disorders

Blurred Vision 6 1
Gastrointestinal Disorders

Constipation 5 2
General Disorders and Administration Site Conditions

Fatigue 8 4

Feeling Jittery 3 1
Infections and Infestations

Upper Respiratory Tract Infection 6 4
Investigations

Weight Increased 3 2
Metabolism and Nutrition Disorders

Increased Appetite 3 2
Musculoskeletal and Connective Tissue Disorders

Arthralgia 4 3

Myalgia 3 1
Nervous System Disorders

Akathisia 25 4

Somnolence 6 4

Tremor 5 4

Sedation 4 2

Dizziness 4 2

Disturbance in Attention 3 1

Extrapyramidal Disorder 2 0
Psychiatric Disorders

Restlessness 12 2

Insomnia 8 2

2 Adverse reactions reported by at least 2% of patients treated with adjunctive ABILIFY,
except adverse reactions which had an incidence equal to or less than placebo.

* Antidepressant Therapy

Patients with Agitation Associated with Schizophrenia or Bipolar Mania
(Intramuscular Injection)

The following findings are based on a pool of three placebo-controlled trials of patients with
agitation associated with schizophrenia or bipolar mania in which ABILIFY injection was
administered at doses of 5.25 mg to 15 mg.

Commonly Observed Adverse Reactions

There was one commonly observed adverse reaction (nausea) associated with the use of
ABILIFY injection in patients with agitation associated with schizophrenia and bipolar mania
(incidence of 5% or greater and ABILIFY incidence at least twice that for placebo).

Less Common Adverse Reactions in Patients with Agitation Associated with Schizophrenia
or Bipolar Mania

Table 24 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (24-hour), including only those adverse
reactions that occurred in 2% or more of patients treated with ABILIFY injection (doses
>5.25 mg/day) and for which the incidence in patients treated with ABILIFY injection was
greater than the incidence in patients treated with placebo in the combined dataset.

Table 24: Adverse Reactions in Short-Term, Placebo-Controlled Trials in Patients
Treated with ABILIFY Injection

Percentage of Patients Reporting Reaction?

System Organ Class ABILIFY Placebo
Preferred Term (n=501) (n=220)
Cardiac Disorders
Tachycardia 2 <1
Gastrointestinal Disorders
Nausea 9 3
Vomiting 3 1
General Disorders and Administration Site Conditions
Fatigue 2 1
Nervous System Disorders
Headache 12 7
Dizziness 8 5
Somnolence 7 4
Sedation 3 2
Akathisia 2 0

2Adverse reactions reported by at least 2% of patients treated with ABILIFY injection,
except adverse reactions which had an incidence equal to or less than placebo.
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Dose-Related Adverse Reactions
Schizophrenia

Dose response relationships for the incidence of treatment-emergent adverse events were
evaluated from four trials in adult patients with schizophrenia comparing various fixed
doses (2, 5, 10, 15, 20, and 30 mg/day) of oral ABILIFY to placebo. This analysis, stratified
by study, indicated that the only adverse reaction to have a possible dose response
relationship, and then most prominent only with 30 mg, was somnolence [including
sedation]; (incidences were placebo, 7.1%; 10 mg, 8.5%; 15 mg, 8.7%; 20 mg, 7.5%;
30 mg, 12.6%).

In the study of pediatric patients (13 to 17 years of age) with schizophrenia, three common
adverse reactions appeared to have a possible dose response relationship: extrapyramidal
disorder (incidences were placebo, 5.0%; 10 mg, 13.0%; 30 mg, 21.6%); somnolence
(incidences were placebo, 6.0%; 10 mg, 11.0%; 30 mg, 21.6%); and tremor (incidences
were placebo, 2.0%; 10 mg, 2.0%; 30 mg, 11.8%).

Bipolar Mania

In the study of pediatric patients (10 to 17 years of age) with bipolar mania, four common
adverse reactions had a possible dose response relationship at 4 weeks; extrapyramidal
disorder (incidences were placebo, 3.1%; 10 mg, 12.2%; 30 mg, 27.3%); somnolence
(incidences were placebo, 3.1%; 10 mg, 19.4%; 30 mg, 26.3%); akathisia (incidences
were placebo, 2.1%; 10 mg, 8.2%; 30 mg, 11.1%); and salivary hypersecretion (incidences
were placebo, 0%; 10 mg, 3.1%; 30 mg, 8.1%).

Autistic Disorder

In a study of pediatric patients (6 to 17 years of age) with autistic disorder, one common
adverse reaction had a possible dose response relationship: fatigue (incidences were
placebo, 0%; 5 mg, 3.8%; 10 mg, 22.0%; 15 mg, 18.5%).

Tourette’s Disorder

In a study of pediatric patients (7 to 17 years of age) with Tourette’s disorder, no common
adverse reaction(s) had a dose response relationship.

Extrapyramidal Symptoms
Schizophrenia

In short-term, placebo-controlled trials in schizophrenia in adults, the incidence of reported
EPS-related events, excluding events related to akathisia, for ABILIFY-treated patients was
13% vs. 12% for placebo; and the incidence of akathisia-related events for ABILIFY-treated
patients was 8% vs. 4% for placebo. In the short-term, placebo-controlled trial of
schizophrenia in pediatric patients (13 to 17 years), the incidence of reported EPS-related
events, excluding events related to akathisia, for ABILIFY-treated patients was 25% vs. 7%
for placebo; and the incidence of akathisia-related events for ABILIFY-treated patients was
9% vs. 6% for placebo.

Objectively collected data from those trials was collected on the Simpson Angus Rating
Scale (for EPS), the Barnes Akathisia Scale (for akathisia), and the Assessments of
Involuntary Movement Scales (for dyskinesias). In the adult schizophrenia trials, the
objectively collected data did not show a difference between ABILIFY and placebo, with the
exception of the Barnes Akathisia Scale (ABILIFY, 0.08; placebo, —0.05). In the pediatric
(13 to 17 years) schizophrenia trial, the objectively collected data did not show a difference
between ABILIFY and placebo, with the exception of the Simpson Angus Rating Scale
(ABILIFY, 0.24; placebo, —0.29).

Similarly, in a long-term (26-week), placebo-controlled trial of schizophrenia in adults,
objectively collected data on the Simpson Angus Rating Scale (for EPS), the Barnes
Akathisia Scale (for akathisia), and the Assessments of Involuntary Movement Scales (for
dyskinesias) did not show a difference between ABILIFY and placebo.

Bipolar Mania

In the short-term, placebo-controlled trials in bipolar mania in adults, the incidence of
reported EPS-related events, excluding events related to akathisia, for monotherapy
ABILIFY-treated patients was 16% vs. 8% for placebo and the incidence of akathisia-related
events for monotherapy ABILIFY-treated patients was 13% vs. 4% for placebo. In the
6-week, placebo-controlled trial in bipolar mania for adjunctive therapy with lithium
or valproate, the incidence of reported EPS-related events, excluding events related to
akathisia for adjunctive ABILIFY-treated patients was 15% vs. 8% for adjunctive placebo
and the incidence of akathisia-related events for adjunctive ABILIFY-treated patients was
19% vs. 5% for adjunctive placebo. In the short-term, placebo-controlled trial in bipolar
mania in pediatric (10 to 17 years) patients, the incidence of reported EPS-related events,
excluding events related to akathisia, for ABILIFY-treated patients was 26% vs. 5% for
placebo and the incidence of akathisia-related events for ABILIFY-treated patients was
10% vs. 2% for placebo.

In the adult bipolar mania trials with monotherapy ABILIFY, the Simpson Angus Rating
Scale and the Barnes Akathisia Scale showed a significant difference between ABILIFY and
placebo (ABILIFY, 0.50; placebo, —0.01 and ABILIFY, 0.21; placebo, —0.05). Changes in the
Assessments of Involuntary Movement Scales were similar for the ABILIFY and placebo
groups. In the bipolar mania trials with ABILIFY as adjunctive therapy with either lithium
or valproate, the Simpson Angus Rating Scale and the Barnes Akathisia Scale showed
a significant difference between adjunctive ABILIFY and adjunctive placebo (ABILIFY,
0.73; placebo, 0.07 and ABILIFY, 0.30; placebo, 0.11). Changes in the Assessments of
Involuntary Movement Scales were similar for adjunctive ABILIFY and adjunctive placebo.
In the pediatric (10 to 17 years), short-term, bipolar mania trial, the Simpson Angus
Rating Scale showed a significant difference between ABILIFY and placebo (ABILIFY,
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0.90; placebo, —0.05). Changes in the Barnes Akathisia Scale and the Assessments of
Involuntary Movement Scales were similar for the ABILIFY and placebo groups.

Major Depressive Disorder

In the short-term, placebo-controlled trials in major depressive disorder, the incidence
of reported EPS-related events, excluding events related to akathisia, for adjunctive
ABILIFY-treated patients was 8% vs. 5% for adjunctive placebo-treated patients; and the
incidence of akathisia-related events for adjunctive ABILIFY-treated patients was 25% vs.
4% for adjunctive placebo-treated patients.

In the major depressive disorder trials, the Simpson Angus Rating Scale and the Barnes
Akathisia Scale showed a significant difference between adjunctive ABILIFY and adjunctive
placebo (ABILIFY, 0.31; placebo, 0.03 and ABILIFY, 0.22; placebo, 0.02). Changes in the
Assessments of Involuntary Movement Scales were similar for the adjunctive ABILIFY and
adjunctive placebo groups.

Autistic Disorder

In the short-term, placebo-controlled trials in autistic disorder in pediatric patients
(6 to 17 years), the incidence of reported EPS-related events, excluding events related to
akathisia, for ABILIFY-treated patients was 18% vs. 2% for placebo and the incidence of
akathisia-related events for ABILIFY-treated patients was 3% vs. 9% for placebo.

In the pediatric (6 to 17 years) short-term autistic disorder trials, the Simpson Angus
Rating Scale showed a significant difference between ABILIFY and placebo (ABILIFY, 0.1;
placebo, —0.4). Changes in the Barnes Akathisia Scale and the Assessments of Involuntary
Movement Scales were similar for the ABILIFY and placebo groups.

Tourette’s Disorder

In the short-term, placebo-controlled trials in Tourette’s disorder in pediatric patients
(6 to 18 years), the incidence of reported EPS-related events, excluding events related to
akathisia, for ABILIFY-treated patients was 7% vs. 6% for placebo and the incidence of
akathisia-related events for ABILIFY-treated patients was 4% vs. 6% for placebo.

In the pediatric (6 to 18 years) short-term Tourette’s disorder trials, changes in the
Simpson Angus Rating Scale, Barnes Akathisia Scale and Assessments of Involuntary
Movement Scale were not clinically meaningfully different for ABILIFY and placebo.
Agitation Associated with Schizophrenia or Bipolar Mania

In the placebo-controlled trials in patients with agitation associated with schizophrenia
or bipolar mania, the incidence of reported EPS-related events excluding events related
to akathisia for ABILIFY-treated patients was 2% vs. 2% for placebo and the incidence
of akathisia-related events for ABILIFY-treated patients was 2% vs. 0% for placebo.
Objectively collected data on the Simpson Angus Rating Scale (for EPS) and the Barnes
Akathisia Scale (for akathisia) for all treatment groups did not show a difference between
ABILIFY and placebo.

Dystonia

Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in
susceptible individuals during the first few days of treatment. Dystonic symptoms include:
spasm of the neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can
occur at low doses, they occur more frequently and with greater severity with high potency
and at higher doses of first generation antipsychotic drugs. An elevated risk of acute
dystonia is observed in males and younger age groups.

Additional Findings Observed in Clinical Trials

Adverse Reactions in Long-Term, Double-Blind, Placebo-Controlled Trials

The adverse reactions reported in a 26-week, double-blind trial comparing oral ABILIFY
and placebo in patients with schizophrenia were generally consistent with those reported
in the short-term, placebo-controlled trials, except for a higher incidence of tremor [8%
(12/153) for ABILIFY vs. 2% (3/153) for placebo]. In this study, the majority of the cases
of tremor were of mild intensity (8/12 mild and 4/12 moderate), occurred early in therapy
(9/12 <49 days), and were of limited duration (7/12 <10 days). Tremor infrequently led to
discontinuation (<1%) of ABILIFY. In addition, in a long-term (52 week), active-controlled
study, the incidence of tremor was 5% (40/859) for ABILIFY. A similar profile was observed
in a long-term monotherapy study and a long-term adjunctive study with lithium and
valproate in bipolar disorder.

Other Adverse Reactions Observed During the Premarketing Evaluation of ABILIFY
The following listing does not include reactions: 1) already listed in previous tables or
elsewhere in labeling, 2) for which a drug cause was remote, 3) which were so general as
to be uninformative, 4) which were not considered to have significant clinical implications,
or 5) which occurred at a rate equal to or less than placebo.
Reactions are categorized by body system according to the following definitions: frequent
adverse reactions are those occurring in at least 1/100 patients; infrequent adverse
reactions are those occurring in 1/100 to 1/1000 patients; rare reactions are those
occurring in fewer than 1/1000 patients:
Adults - Oral Administration
Blood and Lymphatic System Disorders:

rare - thrombocytopenia
Cardiac Disorders:

infrequent — bradycardia, palpitations, rare — atrial flutter, cardio-respiratory arrest,
atrioventricular block, atrial fibrillation, angina pectoris, myocardial ischemia,
myocardial infarction, cardiopulmonary failure
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Eye Disorders:
infrequent — photophobia; rare - diplopia
Gastrointestinal Disorders:
infrequent - gastroesophageal reflux disease
General Disorders and Administration Site Conditions:
frequent - asthenia; infrequent — peripheral edema, chest pain; rare — face edema
Hepatobiliary Disorders:
rare - hepatitis, jaundice
Immune System Disorders:
rare - hypersensitivity
Injury, Poisoning, and Procedural Complications:
infrequent - fall; rare - heat stroke
Investigations:

frequent - weight decreased, infrequent - hepatic enzyme increased, blood glucose
increased, blood lactate dehydrogenase increased, gamma glutamyl transferase
increased; rare — blood prolactin increased, blood urea increased, blood creatinine
increased, blood bilirubin increased, electrocardiogram QT prolonged, glycosylated
hemoglobin increased

Metabolism and Nutrition Disorders:
frequent — anorexia; infrequent - rare - hypokalemia, hyponatremia, hypoglycemia
Musculoskeletal and Connective Tissue Disorders:

infrequent - muscular weakness, muscle tightness; rare —rhabdomyolysis, mobility
decreased

Nervous System Disorders:

infrequent - parkinsonism, memory impairment, cogwheel rigidity, hypokinesia,
myoclonus, bradykinesia; rare — akinesia, myoclonus, coordination abnormal,
speech disorder, Grand Mal convulsion; <7/10,000 patients - choreoathetosis

Psychiatric Disorders:

infrequent — aggression, loss of libido, delirium; rare— libido increased, anorgasmia,
tic, homicidal ideation, catatonia, sleep walking

Renal and Urinary Disorders:
rare - urinary retention, nocturia
Reproductive System and Breast Disorders:

infrequent - erectile dysfunction; rare — gynaecomastia, menstruation irregular,
amenorrhea, breast pain, priapism

Respiratory, Thoracic, and Mediastinal Disorders:
infrequent - nasal congestion, dyspnea
Skin and Subcutaneous Tissue Disorders:

infrequent - rash, hyperhidrosis, pruritus, photosensitivity reaction, alopecia;
rare - urticaria

Vascular Disorders:
infrequent - hypotension, hypertension
Pediatric Patients - Oral Administration

Most adverse events observed in the pooled database of 1,686 pediatric patients, aged
6 to 18 years, were also observed in the adult population. Additional adverse reactions
observed in the pediatric population are listed below.

Eye Disorders
infrequent - oculogyric crisis
Gastrointestinal Disorders:
infrequent - tongue dry, tongue spasm
Investigations:
frequent - blood insulin increased
Nervous System Disorders:
infrequent - sleep talking
Renal and Urinary Disorders
frequent - enuresis
Skin and Subcutaneous Tissue Disorders:
infrequent - hirsutism
Adults - Intramuscular Injection

Most adverse reactions observed in the pooled database of 749 adult patients treated with
ABILIFY injection, were also observed in the adult population treated with oral ABILIFY.
Additional adverse reactions observed in the ABILIFY injection population are listed below.
General Disorders and Administration Site Conditions:

>1/100 patients - injection site reaction; >1/1000 patients and <1/100 patients -
venipuncture site bruise
6.2  Postmarketing Experience
The following adverse reactions have been identified during post-approval use of ABILIFY.
Because these reactions are reported voluntarily from a population of uncertain size, it
is not always possible to establish a causal relationship to drug exposure: occurrences
of allergic reaction (anaphylactic reaction, angioedema, laryngospasm, pruritus/urticaria,
or oropharyngeal spasm), pathological gambling, hiccups and blood glucose fluctuation.
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7 DRUG INTERACTIONS
7.1  Drugs Having Clinically Important Interactions with ABILIFY

Table 25: Clinically Important Drug Interactions with ABILIFY:

Concomitant Clinical Rationale Clinical Recommendation
Drug Name or
Drug Class
Isr;[r:?t:?o(r;gfesg‘l The concqmitant use of . .
. ’ ABILIFY with strong CYP 3A4 | With concomitant use of ABILIFY
itraconazole,

or CYP2D6 inhibitors increased
the exposure of aripiprazole
compared to the use of

with a strong CYP3A4 inhibitor
or CYP2D6 inhibitor, reduce the
ABILIFY dosage [see DOSAGE

clarithromycin) or
strong CYP2D6

'"J:'nblg%r: (f‘fh%)'(eﬁne ABILIFY alone [see CLINICAL | AND ADMINISTRATION (2.7)].
a > ' | PHARMACOLOGY (12.3)].
paroxetine)
The concomitant use of
Strong CYP3A4 ABILIFY and carbamazepine | With concomitant use of ABILIFY

decreased the exposure of
aripiprazole compared to the
use of ABILIFY alone [see

with a strong CYP3A4 inducer,
consider increasing the ABILIFY
dosage [see DOSAGE AND

Inducers (e.g.,
carbamazepine,

rifampin) CLINICAL PHARMACOLOGY | ADMINISTRATION (2.7).
(12.3)].
gﬁ; t%r']tissélp:s ;?drr:;];;glc Monitor blood pressure and
Antihypertensive has t?]e ote:ntiaﬁ {)0 enhance adjust dose accordingly [see
Drugs p WARNINGS AND PRECAUTIONS

the effect of certain
antihypertensive agents.

)

The intensity of sedation was
greater with the combination
of oral aripiprazole and
lorazepam as compared

to that observed with
aripiprazole alone. The
orthostatic hypotension
observed was greater with the
combination as compared to
that observed with lorazepam
alone [see WARNINGS AND
PRECAUTIONS (5.7)]

Monitor sedation and blood
pressure. Adjust dose
accordingly.

Benzodiazepines
(e.g., lorazepam)

7.2 Drugs Having No Clinically Important Interactions with ABILIFY

Based on pharmacokinetic studies, no dosage adjustment of ABILIFY is required when
administered concomitantly with famotidine, valproate, lithium, lorazepam.

In addition, no dosage adjustment is necessary for substrates of CYP2D6 (e.g.,
dextromethorphan, fluoxetine, paroxetine, or venlafaxine), CYP2C9 (e.g., warfarin),
CYP2C19 (e.g., omeprazole, warfarin, escitalopram), or CYP3A4 (e.g., dextromethorphan)
when co-administered with ABILIFY. Additionally, no dosage adjustment is necessary
for valproate, lithium, lamotrigine, lorazepam, or sertraline when co-administered with
ABILIFY. [see CLINICAL PHARMACOLOGY (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
Pregnancy Category C

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to ABILIFY during pregnancy. For more information contact the National Pregnancy
Registry for Atypical Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.
org/clinical-and-research-programs/pregnancyregistry/.

Risk Summary

Neonates exposed to antipsychotic drugs (including ABILIFY) during the third trimester
of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms. Adequate
and well controlled studies with ABILIFY have not been conducted in pregnant women.
Animal reproduction studies were conducted with aripiprazole in rats and rabbits during
organogenesis, and in rats during the pre-and post-natal period. Oral and intravenous
aripiprazole administration during organogenesis in rats and/or rabbits at doses higher
than the maximum recommended human dose (MRHD) 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 higher than the maximum recommended
human dose (MRHD) produced prolonged gestation, stillbirths, decreased pup weight, and
decreased pup survival. Administer ABILIFY during pregnancy only if the potential benefit
justifies the potential risk to the fetus.
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Clinical Considerations
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. Some neonates recovered
within hours or days without specific treatment; others required prolonged hospitalization.
Monitor neonates for extrapyramidal and/or withdrawal symptoms.

Data
Animal Data

In animal studies, aripiprazole demonstrated 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 10 times
the maximum recommended human dose [MRHD] on a mg/m? basis) of aripiprazole
during the period of organogenesis. Gestation was slightly prolonged at 30 mg/kg/day.
Treatment at the high dose of 30 mg/kg/day caused a slight delay in fetal development
(decreased fetal weight), undescended testes, and delayed skeletal ossification (also seen
at 10 mg/kg/day). There were no adverse effects on embryofetal or pup survival. Delivered
offspring had decreased body weights (10 and 30 mg/kg/day), and increased incidences
of hepatodiaphragmatic nodules and diaphragmatic hernia at 30 mg/kg (the other dose
groups were not examined for these findings). Postnatally, delayed vaginal opening was
seen at 10 and 30 mg/kg/day and impaired reproductive performance (decreased fertility
rate, corpora lutea, implants, live fetuses, and increased post-implantation loss, likely
mediated through effects on female offspring) was seen at 30 mg/kg/day. Some maternal
toxicity was seen at 30 mg/kg/day however, there was no evidence to suggest that these
developmental effects were secondary to maternal toxicity.

In pregnant rats receiving aripiprazole injection intravenously (3, 9, and 27 mg/kg/day) during
the period of organogenesis, decreased fetal weight and delayed skeletal ossification were
seen at the highest dose where it also caused maternal toxicity.

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 6, 19, and 65 times the MRHD
based on mg/m?) of aripiprazole during the period of organogenesis. At the high dose of
100 mg/kg/day decreased maternal food consumption, and increased abortions were seen
as well as increased fetal mortality, decreased fetal weight (also seen at 30 mg/kg/day),
increased incidence of a skeletal abnormality (fused sternebrae) (also seen at 30 mg/kg/day).

In pregnant rabbits receiving aripiprazole injection intravenously (3, 10, and 30 mg/kg/day)
during the period of organogenesis, the highest dose, which caused pronounced maternal
toxicity, resulted in decreased fetal weight, increased fetal abnormalities (primarily
skeletal), and decreased fetal skeletal ossification. The fetal no-effect dose was
10 mg/kg/day, which is 5 times the human exposure at the MRHD based on AUC and is
6 times the MRHD based on mg/m?.

In a study in which rats were treated peri- and post-natally with oral doses of 3, 10, and
30 mg/kg/day (1, 3, and 10 times the MRHD on a mg/m? basis) of aripiprazole from
gestation day 17 through day 21 postpartum, slight maternal toxicity, slightly prolonged
gestation an increase in stillbirths and, decreases in pup weight (persisting into adulthood)
and survival were seen at 30 mg/kg/day.

In rats receiving aripiprazole injection intravenously (3, 8, and 20 mg/kg/day) from
gestation day 6 through day 20 postpartum, an increase in stillbirths was seen at 8 and
20 mg/kg/day, and decreases in early postnatal pup weights and survival were seen at
20 mg/kg/day; these effects were seen in presence of maternal toxicity. There were no
effects on postnatal behavioral and reproductive development.

8.2  Labor and Delivery
The effect of ABILIFY on labor and delivery in humans is unknown.
8.3

ABILIFY is present in human breast milk. Because of the potential for serious adverse
reactions in nursing infants from ABILIFY, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the
drug to the mother.

8.4

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

Nursing Mothers

Pediatric Use

The pharmacokinetics of aripiprazole and dehydro-aripiprazole in pediatric patients, 10 to
17 years of age, were similar to those in adults after correcting for the differences in body
weight [see CLINICAL PHARMACOLOGY (12.3)].

Schizophrenia

Safety and effectiveness in pediatric patients with schizophrenia were established in a
6-week, placebo-controlled clinical trial in 202 pediatric patients aged 13 to 17 years [see
DOSAGE AND ADMINISTRATION (2.1), ADVERSE REACTIONS (6.1), and CLINICAL STUDIES
(14.1)]. 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.
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Bipolar | Disorder

Safety and effectiveness in pediatric patients with bipolar mania were established in a
4-week, placebo-controlled clinical trial in 197 pediatric patients aged 10 to 17 years [see
DOSAGE AND ADMINISTRATION (2.2), ADVERSE REACTIONS (6.1), and CLINICAL STUDIES
(14.2)]. 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 systematically evaluated.
However, such efficacy and lack of pharmacokinetic interaction between aripiprazole
and lithium or valproate can be extrapolated from adult data, along with comparisons of
aripiprazole pharmacokinetic parameters in adult and pediatric patients.

Irritability Associated with Autistic Disorder

Safety and effectiveness in pediatric patients demonstrating irritability associated with
autistic disorder were established in two 8-week, placebo-controlled clinical trials in
212 pediatric patients aged 6 to 17 years [see INDICATIONS AND USAGE (1), DOSAGE
AND ADMINISTRATION (2.4), ADVERSE REACTIONS (6.1), and CLINICAL STUDIES (14.4)]. A
maintenance trial was conducted in pediatric patients (6 to 17 years of age) with irritability
associated with autistic disorder. The first phase of this trial was an open-label, flexibly
dosed (aripiprazole 2 to 15 mg/day) phase in which patients were 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 Disorder were
established in one 8-week (aged 7 to 17) and one 10-week trial (aged 6 to 18) in 194
pediatric patients [see DOSAGE AND ADMINISTRATION (2.5), ADVERSE REACTIONS (6.1),
and CLINICAL STUDIES (14.5)]. Maintenance efficacy in pediatric patients has not been
systematically evaluated.

Juvenile Animal Studies

Aripiprazole in juvenile rats caused mortality, CNS clinical signs, impaired memory and
learning, and delayed sexual maturation when administered at oral doses of 10, 20,
40 mg/kg/day from weaning (21 days old) through maturity (80 days old). At 40 mg/kg/day,
mortality, decreased activity, splayed hind limbs, hunched posture, ataxia, tremors and
other CNS signs were observed in both genders. In addition, delayed sexual maturation
was observed in males. At all doses and in a dose-dependent manner, impaired memory
and learning, increased motor activity, and histopathology changes in the pituitary
(atrophy), adrenals (adrenocortical hypertrophy), mammary glands (hyperplasia and
increased secretion), and female reproductive organs (vaginal mucification, endometrial
atrophy, decrease in ovarian corpora lutea) were observed. 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 maximum
recommended pediatric dose of 15 mg/day. All drug-related effects were reversible after a
2-month recovery period, and most of the drug effects in juvenile rats were also observed
in adult rats from previously conducted studies.

Aripiprazole in juvenile dogs (2 months old) caused CNS clinical signs of tremors,
hypoactivity, ataxia, recumbency and limited use of hind limbs when administered
orally for 6 months at 3, 10, 30 mg/kg/day. Mean body weight and weight gain were
decreased up to 18% in females in all drug groups relative to control values. A NOAEL
could not be determined and, at the lowest tested dose of 3 mg/kg/day, there is no safety
margin relative to the systemic exposures (AUC0-24) for aripiprazole or its major active
metabolite in adolescents at the maximum recommended pediatric dose of 15 mg/day. All
drug-related effects were reversible after a 2-month recovery period.

85

No dosage adjustment is recommended for elderly patients [see BOXED WARNING,
WARNINGS AND PRECAUTIONS (5.1), and CLINICAL PHARMACOLOGY (12.3)].

Of the 13,543 patients treated with oral ABILIFY in clinical trials, 1073 (8%) were
>65 years old and 799 (6%) were >75 years old. Placebo-controlled studies of oral ABILIFY
in schizophrenia, bipolar mania, or major depressive disorder did not include sufficient
numbers of subjects aged 65 and over to determine whether they respond differently from
younger subjects.

Of the 749 patients treated with ABILIFY injection in clinical trials, 99 (13%) were
>65 years old and 78 (10%) were >75 years old. Placebo-controlled studies of ABILIFY
injection in patients with agitation associated with schizophrenia or bipolar mania did
not include sufficient numbers of subjects aged 65 and over to determine whether they
respond differently from younger subjects.

ABILIFY is not approved for the treatment of patients with psychosis associated with
Alzheimer’s disease [see BOXED WARNING and WARNINGS AND PRECAUTIONS (5.1)].

Geriatric Use
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8.6 CYP2D6 Poor Metabolizers

Dosage adjustment is recommended in known CYP2D6 poor metabolizers due to high
aripiprazole concentrations. Approximately 8% of Caucasians and 3—8% of Black/African
Americans cannot metabolize CYP2D6 substrates and are classified as poor metabolizers
(PM) [see DOSAGE AND ADMINISTRATION (2.7) and CLINICAL PHARMACOLOGY (12.3)].

8.7  Hepatic and Renal Impairment

No dosage adjustment for ABILIFY is required on the basis of a patient’s hepatic function
(mild to severe hepatic impairment, Child-Pugh score between 5 and 15), or renal function
(mild to severe renal impairment, glomerular filtration rate between 15 and 90 mL/minute)
[see CLINICAL PHARMACOLOGY (12.3)].

8.8  Other Specific Populations

No dosage adjustment for ABILIFY is required on the basis of a patient’s sex, race, or
smoking status [see CLINICAL PHARMACOLOGY (12.3)].

9 DRUG ABUSE AND DEPENDENGE
9.1  Controlled Substance

ABILIFY is not a controlled substance.
9.2 Abuse

ABILIFY has not been systematically studied in humans for its potential for abuse, tolerance,
or physical dependence. Consequently, patients should be evaluated carefully for a history
of drug abuse, and such patients should be observed closely for signs of ABILIFY misuse or
abuse (e.g., development of tolerance, increases in dose, drug-seeking behavior).

9.3 Dependence

In physical dependence studies in monkeys, withdrawal symptoms were observed upon
abrupt cessation of dosing. While the clinical trials did not reveal any tendency for any
drug-seeking behavior, these observations were not systematic and it is not possible to
predict on the basis of this limited experience the extent to which a CNS-active drug will
be misused, diverted, and/or abused once marketed.

10  OVERDOSAGE
MedDRA terminology has been used to classify the adverse reactions.
10.1 Human Experience

In clinical trials and in postmarketing experience, adverse reactions of deliberate or
accidental overdosage with oral ABILIFY have been reported worldwide. These include
overdoses with oral ABILIFY alone and in combination with other substances. No fatality
was reported with ABILIFY alone. The largest known dose with a known outcome involved
acute ingestion of 1260 mg of oral ABILIFY (42 times the maximum recommended daily
dose) by a patient who fully recovered. Deliberate or accidental overdosage was also
reported in children (age 12 and younger) involving oral ABILIFY ingestions up to 195 mg
with no fatalities.

Common adverse reactions (reported in at least 5% of all overdose cases) reported with
oral ABILIFY overdosage (alone or in combination with other substances) include vomiting,
somnolence, and tremor. Other clinically important signs and symptoms observed in one
or more patients with ABILIFY overdoses (alone or with other substances) include acidosis,
aggression, aspartate aminotransferase increased, atrial fibrillation, bradycardia, coma,
confusional state, convulsion, blood creatine phosphokinase increased, depressed level of
consciousness, hypertension, hypokalemia, hypotension, lethargy, loss of consciousness,
QRS complex prolonged, QT prolonged, pneumonia aspiration, respiratory arrest, status
epilepticus, and tachycardia.

10.2 Management of Overdosage

No specific information is available on the treatment of overdose with ABILIFY. An
electrocardiogram should be obtained in case of overdosage and if QT interval prolongation
is present, cardiac monitoring should be instituted. Otherwise, management of overdose
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation
and ventilation, and management of symptoms. Close medical supervision and monitoring
should continue until the patient recovers.

Charcoal: In the event of an overdose of ABILIFY, an early charcoal administration may
be useful in partially preventing the absorption of aripiprazole. Administration of 50 g of
activated charcoal, one hour after a single 15 mg oral dose of ABILIFY, decreased the mean
AUC and Cmax of aripiprazole by 50%.

Hemodialysis: Although there is no information on the effect of hemodialysis in treating an
overdose with ABILIFY, hemodialysis is unlikely to be useful in overdose management since
aripiprazole is highly bound to plasma proteins.

11 DESCRIPTION

Aripiprazole is a psychotropic drug that is available as ABILIFY® (aripiprazole) Tablets,
ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets, ABILIFY® (aripiprazole)
Oral Solution, and ABILIFY® (aripiprazole) Injection, a solution for intramuscular injection.
Aripiprazole is 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydrocarbostyril.
The empirical formula is C,,H,,CI,N,0, and its molecular weight is 448.38. The chemical
structure is:

cl cl
N N-CH,CH,CH,CH,0 N~ O
/ H
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ABILIFY Tablets are available in 2 mg, 5 mg, 10 mg, 15 mg, 20 mg, and 30 mg strengths.
Inactive ingredients include cornstarch, hydroxypropyl cellulose, lactose monohydrate,
magnesium stearate, and microcrystalline cellulose. Colorants include ferric oxide (yellow
or red) and FD&C Blue No. 2 Aluminum Lake.

ABILIFY DISCMELT Orally Disintegrating Tablets are available in 10 mg and 15 mg
strengths. Inactive ingredients include acesulfame potassium, aspartame, calcium silicate,
croscarmellose sodium, crospovidone, creme de vanilla (natural and artificial flavors),
magnesium stearate, microcrystalline cellulose, silicon dioxide, tartaric acid, and xylitol.
Colorants include ferric oxide (yellow or red) and FD&C Blue No. 2 Aluminum Lake.

ABILIFY Oral Solution is a clear, colorless to light-yellow solution available in a
concentration of 1 mg/mL. The inactive ingredients for this solution include disodium
edetate, fructose, glycerin, dl-lactic acid, methylparaben, propylene glycol, propylparaben,
sodium hydroxide, sucrose, and purified water. The oral solution is flavored with natural
orange cream and other natural flavors.

ABILIFY Injection is available in single-dose vials as a ready-to-use, 9.75 mg/1.3 mL
(7.5 mg/mL) clear, colorless, sterile, aqueous solution for intramuscular use only. Inactive
ingredients for this solution include 199.5 mg of sulfobutylether (3-cyclodextrin (SBECD),
10.4 mg of tartaric acid, gs to pH 4.3 of sodium hydroxide, and gs to 1.33 mL of water
for injection.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The mechanism of action of aripiprazole in schizophrenia or bipolar mania, is unknown.
However, the efficacy of aripiprazole could be mediated through a combination of partial
agonist activity at D, and 5-HT,, receptors and antagonist activity at 5-HT,, receptors.
Actions at receptors other than D,, 5-HT,,, and 5-HT,, may explain some of the other
clinical effects of aripiprazole (e.g., the orthostatic hypotension observed with aripiprazole
may be explained by its antagonist activity at adrenergic alphal receptors).

12.2 Pharmacodynamics

Aripiprazole exhibits high affinity for dopamine D, and D,, serotonin 5-HT,, and 5-HT,,
receptors (K values of 0.34 nM, 0.8 nM, 1.7 nM, and 3.4 nM, respectively), moderate
affinity for dopamine D,, serotonin 5-HT,; and 5-HT;, alpha,-adrenergic and histamine
H, receptors (K; values of 44 nM, 15 nM, 39 nM, 57 nM, and 61 nM, respectively),
and moderate affinity for the serotonin reuptake site (K=98 nM). Aripiprazole has no
appreciable affinity for cholinergic muscarinic receptors (IC;,>1000 nM). [Aripiprazole
functions as a partial agonist at the dopamine D, and the serotonin 5-HT,, receptors, and
as an antagonist at serotonin 5-HT,, receptor.]

12.3 Pharmacokinetics

ABILIFY activity is presumably primarily due to the parent drug, aripiprazole, and to a
lesser extent, to its major metabolite, dehydro-aripiprazole, which has been shown to have
affinities for D, receptors similar to the parent drug and represents 40% of the parent drug
exposure in piasma. The mean elimination half-lives are about 75 hours and 94 hours
for aripiprazole and dehydro-aripiprazole, respectively. Steady-state concentrations are
attained within 14 days of dosing for both active moieties. Aripiprazole accumulation is
predictable from single-dose pharmacokinetics. At steady-state, the pharmacokinetics
of aripiprazole is dose-proportional. Elimination of aripiprazole is mainly through hepatic
metabolism involving two P450 isozymes, CYP2D6 and CYP3A4. For CYP2D6 poor
metabolizers, the mean elimination half-life for aripiprazole is about 146 hours.

Pharmacokinetic studies showed that ABILIFY DISCMELT Orally Disintegrating Tablets are
bioequivalent to ABILIFY Tablets.

ORAL ADMINISTRATION
Absorption

Tablet: Aripiprazole is well absorbed after administration of the tablet, with peak plasma
concentrations occurring within 3 hours to 5 hours; the absolute oral bioavailability of the
tablet formulation is 87%. ABILIFY can be administered with or without food. Administration
of a 15 mg ABILIFY Tablet with a standard high-fat meal did not significantly affect the C,,,
or AUC of aripiprazole or its active metabolite, dehydro-aripiprazole, but delayed T, by
3 hours for aripiprazole and 12 hours for dehydro-aripiprazole.

Oral Solution: Aripiprazole is well absorbed when administered orally as the solution. At
equivalent doses, the plasma concentrations of aripiprazole from the solution were higher
than that from the tablet formulation. In a relative bioavailability study comparing the
pharmacokinetics of 30 mg aripiprazole as the oral solution to 30 mg aripiprazole tablets in
healthy subjects, the solution to tablet ratios of geometric mean C,,, and AUC values were
122% and 114%, respectively [see DOSAGE AND ADMINISTRATION (2.6)]. The single-dose
pharmacokinetics of aripiprazole were linear and dose-proportional between the doses of
5 mg to 30 mg.

Distribution

The steady-state volume of distribution of aripiprazole following intravenous administration
is high (404 L or 4.9 L/kg), indicating extensive extravascular distribution. At therapeutic
concentrations, aripiprazole and its major metabolite are greater than 99% bound to serum
proteins, primarily to albumin. In healthy human volunteers administered 0.5 to 30 mg/day
aripiprazole for 14 days, there was dose-dependent D, receptor occupancy indicating brain
penetration of aripiprazole in humans.
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Metabolism and Elimination

Aripiprazole is metabolized primarily by three biotransformation pathways:
dehydrogenation, hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and
CYP2D6 enzymes are responsible for dehydrogenation and hydroxylation of aripiprazole,
and N-dealkylation is catalyzed by CYP3A4. Aripiprazole is the predominant drug moiety
in the systemic circulation. At steady-state, dehydro-aripiprazole, the active metabolite,
represents about 40% of aripiprazole AUC in plasma.

Following a single oral dose of ['“C]-labeled aripiprazole, approximately 25% and 55% of
the administered radioactivity was recovered in the urine and feces, respectively. Less than
1% of unchanged aripiprazole was excreted in the urine and approximately 18% of the oral
dose was recovered unchanged in the feces.

Drug Interaction Studies

Effects of other drugs on the exposures of aripiprazole and dehydro-aripiprazole are
summarized in Figure 1 and Figure 2, respectively. Based on simulation, a 4.5-fold
increase in mean Cmax and AUC values at steady-state is expected when extensive
metabolizers of CYP2D6 are administered with both strong CYP2D6 and CYP3A4 inhibitors.
A 3-fold increase in mean Cmax and AUC values at steady-state is expected in poor
metabolizers of CYP2D6 administered with strong CYP3A4 inhibitors.

Figure 1: The effects of other drugs on aripiprazole pharmacokinetics
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Figure 2: The effects of other drugs on dehydro-aripiprazole pharmacokinetics

Effect of Other Drugs on Abilify
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The effects of ABILIFY on the exposures of other drugs are summarized in Figure 3. A
population PK analysis in patients with major depressive disorder showed no substantial
change in plasma concentrations of fluoxetine (20 or 40 mg/day), paroxetine CR (37.5 or
50 mg/day), or sertraline (100 or 150 mg/day) dosed to steady-state. The steady-state
plasma concentrations of fluoxetine and norfluoxetine increased by about 18% and 36%,
respectively, and concentrations of paroxetine decreased by about 27%. The steady-state
plasma concentrations of sertraline and desmethylsertraline were not substantially
changed when these antidepressant therapies were coadministered with aripiprazole.

Figure 3: The effects of ABILIFY on pharmacokinetics of other drugs
Effect of Abilify on Other Drugs

)0/
CYP2D6 PK Fold Change and 90% CI
s oonl ey
warfarin S-warfarin Cﬁnuai [
Revarfarin ~ AUC P H
INR | HH
omeprazole AUC —a—
UGT1A4 Cmax ¥
lamotrigine AUC -
Other Cmax m
valproate der m
hium et L
orazepam et Fﬂ
venlafaxine e AUC k-
venlafaxine  AUC | ﬁ'i
O-desmethylvenlafaxine AUC +
Y leég r m
escitalopram t
P i | it

T T T T T 1

05 1.0 15 20 25 3.0

Change Relative to Reference (without interacting drug)

Studies in Specific Populations

Exposures of aripiprazole and dehydro-aripiprazole in specific populations are summarized
in Figure 4 and Figure 5, respectively. In addition, in pediatric patients (10 to 17 years of
age) administered with ABILIFY (20 mg to 30 mg), the body weight corrected aripiprazole
clearance was similar to the adults.

Figure 4: Effects of intrinsic factors on aripiprazole pharmacokinetics
Special Populations
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Figure 5: Effects of intrinsic factors on dehydro-aripiprazole pharmacokinetics
PK Dehydro-Aripiprazole Fold Change and 90% CI
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INTRAMUSCULAR ADMINISTRATION

In two pharmacokinetic studies of aripiprazole injection administered intramuscularly to
healthy subjects, the median times to the peak plasma concentrations were at 1 hour and
3 hours. A 5 mg intramuscular injection of aripiprazole had an absolute bioavailability of
100%. The geometric mean maximum concentration achieved after an intramuscular dose
was on average 19% higher than the C,, of the oral tablet. While the systemic exposure
over 24 hours was generally similar between aripiprazole injection given intramuscularly
and after oral tablet administration, the aripiprazole AUC in the first 2 hours after an
intramuscular injection was 90% greater than the AUC after the same dose as a tablet.
In stable patients with schizophrenia or schizoaffective disorder, the pharmacokinetics
of aripiprazole after intramuscular administration were linear over a dose range of 1 mg to
45 mg. Although the metabolism of aripiprazole injection was not systematically evaluated,
the intramuscular route of administration would not be expected to alter the metabolic
pathways.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Lifetime carcinogenicity studies were conducted in ICR mice, Sprague-Dawley (SD) rats,
and F344 rats. Aripiprazole was administered for 2 years in the diet at doses of 1, 3, 10, and
30 mg/kg/day to ICR mice and 1, 3, and 10 mg/kg/day to F344 rats (0.2 to 5 times
and 0.3 to 3 times the maximum recommended human dose [MRHD] based on mg/m?,
respectively). In addition, SD rats were dosed orally for 2 years at 10, 20, 40, and
60 mg/kg/day (3 to 19 times the MRHD based on mg/m?). Aripiprazole did not induce
tumors in male mice or male rats. In female mice, the incidences of pituitary gland
adenomas and mammary gland adenocarcinomas and adenoacanthomas were increased
at dietary doses of 3 to 30 mg/kg/day (0.1 to 0.9 times human exposure at MRHD based
on AUC and 0.5 to 5 times the MRHD based on mg/m?). In female rats, the incidence
of mammary gland fibroadenomas was increased at a dietary dose of 10 mg/kg/day
(0.1 times human exposure at MRHD based on AUC and 3 times the MRHD based on
mg/m?); and the incidences of adrenocortical carcinomas and combined adrenocortical
adenomas/carcinomas were increased at an oral dose of 60 mg/kg/day (14 times human
exposure at MRHD based on AUC and 19 times the MRHD based on mg/m?).

Proliferative changes in the pituitary and mammary gland of rodents have been observed
following chronic administration of other antipsychotic agents and are considered
prolactin-mediated. Serum prolactin was not measured in the aripiprazole carcinogenicity
studies. However, increases in serum prolactin levels were observed in female mice in a
13-week dietary study at the doses associated with mammary gland and pituitary tumors.
Serum prolactin was not increased in female rats in 4-week and 13-week dietary studies
at the dose associated with mammary gland tumors. The relevance for human risk of the
findings of prolactin-mediated endocrine tumors in rodents is unknown.

Mutagenesis

The mutagenic potential of aripiprazole was tested in the in vitro bacterial reverse-mutation
assay, the in vitro bacterial DNA repair assay, the in vitro forward gene mutation assay in
mouse lymphoma cells, the in vitro chromosomal aberration assay in Chinese hamster lung
(CHL) cells, the in vivo micronucleus assay in mice, and the unscheduled DNA synthesis
assay in rats. Aripiprazole and a metabolite (2,3-DCPP) were clastogenic in the in vitro
chromosomal aberration assay in CHL cells with and without metabolic activation. The
metabolite, 2,3-DCPP, produced increases in numerical aberrations in the in vitro assay in
CHL cells in the absence of metabolic activation. A positive response was obtained in the
in vivo micronucleus assay in mice; however, the response was due to a mechanism not
considered relevant to humans.

Impairment of Fertility

Female rats were treated with oral doses of 2, 6, and 20 mg/kg/day (0.6, 2, and 6 times
the maximum recommended human dose [MRHD] on a mg/m? basis) of aripiprazole from
2 weeks prior to mating through day 7 of gestation. Estrus cycle irregularities and
increased corpora lutea were seen at all doses, but no impairment of fertility was seen.
Increased pre-implantation loss was seen at 6 and 20 mg/kg/day and decreased fetal
weight was seen at 20 mg/kg/day.

Male rats were treated with oral doses of 20, 40, and 60 mg/kg/day (6, 13, and 19 times
the MRHD on a mg/m? basis) of aripiprazole from 9 weeks prior to mating through mating.
Disturbances in spermatogenesis were seen at 60 mg/kg and prostate atrophy was seen
at 40 and 60 mg/kg, but no impairment of fertility was seen.

13.2 Animal Toxicology and/or Pharmacology

Aripiprazole produced retinal degeneration in albino rats in a 26-week chronic toxicity study
at a dose of 60 mg/kg and in a 2-year carcinogenicity study at doses of 40 and 60 mg/kg.
The 40 and 60 mg/kg/day doses are 13 and 19 times the maximum recommended human
dose (MRHD) based on mg/m? and 7 to 14 times human exposure at MRHD based on
AUC. Evaluation of the retinas of albino mice and of monkeys did not reveal evidence of
retinal degeneration. Additional studies to further evaluate the mechanism have not been
performed. The relevance of this finding to human risk is unknown.

14  CLINICAL STUDIES

Efficacy of the oral formulations of ABILIFY (aripiprazole) was established in the following

adequate and well-controlled trials:

° Four short-term trials and one maintenance trial in adult patients and one short-term
trial in adolescents (ages 13-17) with schizophrenia [see CLINICAL STUDIES (14.1)]

o Four short-term monotherapy trials and one 6-week adjunctive trial in adult patients
and one short-term monotherapy trial in pediatric patients (ages 10-17) with manic
or mixed episodes [see CLINICAL STUDIES (14.2)]

o One maintenance monotherapy trial and in one maintenance adjunctive trial in adult
patients with bipolar | disorder [see CLINICAL STUDIES (14.2)]

. Two short-term trials in adult patients with MDD who had an inadequate response
to antidepressant therapy during the current episode [see CLINICAL STUDIES (14.3)]

° Two short-term trials in pediatric patients (ages 6-17 years) for the treatment of
irritability associated with autistic disorder [see CLINICAL STUDIES (14.4)]

o Two short-term trials in pediatric patients (ages 6-18 years) with Tourette’s disorder
[see CLINICAL STUDIES (14.5)]

Efficacy of the injectable formulation of ABILIFY (aripiprazole) was established in the

following adequate and well-controlled trials:

. Three 24-hour trials in agitated adult patients with schizophrenia or manic/mixed
episodes of bipolar | disorder [see CLINICAL STUDIES (14.6)]

14.1 Schizophrenia

Adults

The efficacy of ABILIFY in the treatment of schizophrenia was evaluated in five short-term
(4-week and 6-week), placebo-controlled trials of acutely relapsed inpatients who
predominantly met DSM-III/IV criteria for schizophrenia. Four of the five trials were able
to distinguish ABILIFY from placebo, but one study, the smallest, did not. Three of these
studies also included an active control group consisting of either risperidone (one trial) or
haloperidol (two trials), but they were not designed to allow for a comparison of ABILIFY
and the active comparators.

In the four positive trials for ABILIFY, four primary measures were used for assessing
psychiatric signs and symptoms. Efficacy was evaluated using the total score on
the Positive and Negative Syndrome Scale (PANSS). The PANSS is a 30 item scale
that measures positive symptoms of schizophrenia (7 items), negative symptoms of
schizophrenia (7 items), and general psychopathology (16 items), each rated on a scale
of 1 (absent) to 7 (extreme); total PANSS scores range from 30 to 210. The Clinical Global
Impression (CGI) assessment reflects the impression of a skilled observer, fully familiar
with the manifestations of schizophrenia, about the overall clinical state of the patient.

In a 4-week trial (n=414) comparing two fixed doses of ABILIFY (15 or 30 mg/day)
to placebo, both doses of ABILIFY were superior to placebo in the PANSS total score
(Study 1 in Table 26), PANSS positive subscale, and CGl-severity score. In addition, the
15 mg dose was superior to placebo in the PANSS negative subscale.

In a 4-week trial (n=404) comparing two fixed doses of ABILIFY (20 or 30 mg/day)
to placebo, both doses of ABILIFY were superior to placebo in the PANSS total score
(Study 2 in Table 26), PANSS positive subscale, PANSS negative subscale, and
CGl-severity score.

In a 6-week trial (n=420) comparing three fixed doses of ABILIFY (10, 15, or 20 mg/day)
to placebo, all three doses of ABILIFY were superior to placebo in the PANSS total score
(Study 3 in Table 26), PANSS positive subscale, and the PANSS negative subscale.

In a 6-week trial (n=367) comparing three fixed doses of ABILIFY (2, 5, or 10 mg/day)
to placebo, the 10 mg dose of ABILIFY was superior to placebo in the PANSS total score
(Study 4 in Table 26), the primary outcome measure of the study. The 2 and 5 mg doses
did not demonstrate superiority to placebo on the primary outcome measure.
Thus, the efficacy of 10, 15, 20, and 30 mg daily doses was established in two studies for
each dose. Among these doses, there was no evidence that the higher dose groups offered
any advantage over the lowest dose group of these studies.
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An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age, gender, or race.

A longer-term trial enrolled 310 inpatients or outpatients meeting DSM-IV criteria for
schizophrenia who were, by history, symptomatically stable on other antipsychotic
medications for periods of 3 months or longer. These patients were discontinued from
their antipsychotic medications and randomized to ABILIFY 15 mg/day or placebo for up to
26 weeks of observation for relapse. Relapse during the double-blind phase was defined
as CGl-Improvement score of >5 (minimally worse), scores >5 (moderately severe) on the
hostility or uncooperativeness items of the PANSS, or >20% increase in the PANSS total
score. Patients receiving ABILIFY 15 mg/day experienced a significantly longer time to
relapse over the subsequent 26 weeks compared to those receiving placebo (Study 5 in
Figure 6).

Pediatric Patients

The efficacy of ABILIFY (aripiprazole) in the treatment of schizophrenia in pediatric patients
(13 to 17 years of age) was evaluated in one 6-week, placebo-controlled trial of outpatients
who met DSM-IV criteria for schizophrenia and had a PANSS score >70 at baseline. In this
trial (n=302) comparing two fixed doses of ABILIFY (10 or 30 mg/day) to placebo, ABILIFY
was titrated starting from 2 mg/day to the target dose in 5 days in the 10 mg/day treatment
arm and in 11 days in the 30 mg/day treatment arm. Both doses of ABILIFY were superior
to placebo in the PANSS total score (Study 6 in Table 26), the primary outcome measure of
the study. The 30 mg/day dosage was not shown to be more efficacious than the 10 mg/day
dose. 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.

Table 26: Schizophrenia Studies
Study

Primary Efficacy Measure: PANSS

Treatment Group
Number Mean LS Mean Placebo-
Baseline Change from subtracted
Score (SD) Baseline Difference?
(SE) (95% Cl)
. 98.5 -155 -12.6
Study 1 ABILIFY (15 mg/day) (172) 2.40) (185, 62)
. 99.0 114 -8.5
ABILIFY (30 mg/day) (192) 2.3 (148, 21)
100.2 -2.9
Placebo (16.5) (2.36) -
. 926 -145 9.6
Study 2 ABILIFY (20 mg/day) (195) 223 (154 .38)
. 94.2 -139 -9.0
ABILIFY (30 mg/day) (18.5) (2.24) (148.-3.1)
943 5.0
Placebo (18.5) 217) -
. 927 -15.0 -12.7
Swdy3 - ABLFY (10 mgiday” g (2.38) (-19.00, -6.41)
. 93.2 117 9.4
ABILIFY (15 mg/day)™ o1 g) (2.39) (-15.71, -3.08)
. 925 -14.4 -12.1
ABILIFY (20 mg/day)* 5 q) (2.45) (-18.53, -5.68)
923 2.3
Placebo 21.8) (2.35) -
90.7 -8.2 2.9
Study 4 ABILIFY (2 mg/day) (14.5) (1.90) (8.29, 2.47
92.0 -10.6 5.2
ABILIFY (5 mg/day) (12.6) .99 107, 019)
. 90.0 -11.3 -5.9
ABILIFY (10 mg/day) (119 (1.68 (113 058
90.8 5.3
Placebo (13.3) (1.97) -
: -26.7 5.5
Study6  ABILIFY (10 mg/day)* o0
(Pediatric, (15.7) (1.91) (-10.7,-0.21)
13-17 . 94.0 -28.6 7.4
years)  CILFY (S0 mo/dayy g6 (1.9 (12.7,-2.13)
94.6 -21.2
Placebo (15.6) (1.93 -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence
interval.

@ Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.
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Figure 6: Kaplan-Meier Estimation of Cumulative Proportion of Patients with
Relapse (Schizophrenia Study 5)
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14.2 Bipolar Disorder
Acute Treatment of Manic and Mixed Episodes
Adults

Monotherapy

The efficacy of ABILIFY as monotherapy in the acute treatment of manic episodes was
established in four 3-week, placebo-controlled trials in hospitalized patients who met the
DSM-IV criteria for bipolar | disorder with manic or mixed episodes. These studies included
patients with or without psychotic features and two of the studies also included patients
with or without a rapid-cycling course.

The primary instrument used for assessing manic symptoms was the Young Mania Rating
Scale (Y-MRS), an 11-item clinician-rated scale traditionally used to assess the degree of
manic symptomatology in a range from 0 (no manic features) to 60 (maximum score). A
key secondary instrument included the Clinical Global Impression-Bipolar (CGI-BP) Scale.

In the four positive, 3-week, placebo-controlled trials (n=268; n=248; n=480; n=485)
which evaluated ABILIFY in a range of 15 mg to 30 mg, once daily (with a starting dose of
30 mg/day in two studies and 15 mg/day in two studies), ABILIFY was superior to placebo
in the reduction of Y-MRS total score (Studies 1-4 in Table 27) and CGI-BP Severity of
lliness score (mania). In the two studies with a starting dose of 15 mg/day, 48% and 44%
of patients were on 15 mg/day at endpoint. In the two studies with a starting dose of
30 mg/day, 86% and 85% of patients were on 30 mg/day at endpoint.

Adjunctive Therapy

The efficacy of adjunctive ABILIFY with concomitant lithium or valproate in the treatment of
manic or mixed episodes was established in a 6-week, placebo-controlled study (n=384)
with a 2-week lead-in mood stabilizer monotherapy phase in adult patients who met
DSM-IV criteria for bipolar | disorder. This study included patients with manic or mixed
episodes and with or without psychotic features.

Patients were initiated on open-label lithium (0.6 to 1.0 mEg/L) or valproate (50 to
125 pg/mL) at therapeutic serum levels, and remained on stable doses for 2 weeks. At the
end of 2 weeks, patients demonstrating inadequate response (Y-MRS total score >16 and
<25% improvement on the Y-MRS total score) to lithium or valproate were randomized
to receive either ABILIFY (15 mg/day or an increase to 30 mg/day as early as day 7) or
placebo as adjunctive therapy with open-label lithium or valproate. In the 6-week, placebo-
controlled phase, adjunctive ABILIFY starting at 15 mg/day with concomitant lithium or
valproate (in a therapeutic range of 0.6 to 1.0 mEg/L or 50 to 125 pg/mL, respectively)
was superior to lithium or valproate with adjunctive placebo in the reduction of the Y-MRS
total score (Study 5 in Table 27) and CGI-BP Severity of lliness score (mania). Seventy-one
percent of the patients coadministered valproate and 62% of the patients coadministered
lithium were on 15 mg/day at 6-week endpoint.

Pediatric Patients

The efficacy of ABILIFY in the treatment of bipolar | disorder in pediatric patients (10 to
17 years of age) was evaluated in one 4-week, placebo-controlled trial (n=296) of
outpatients who met DSM-IV criteria for bipolar | disorder manic or mixed episodes with
or without psychotic features and had a Y-MRS score >20 at baseline. This double-blind,
placebo-controlled trial compared two fixed doses of ABILIFY (10 or 30 mg/day) to placebo.
The ABILIFY dose was started at 2 mg/day, which was titrated to 5 mg/day after 2 days,
and to the target dose in 5 days in the 10 mg/day treatment arm, and in 13 days in the
30 mg/day treatment arm. Both doses of ABILIFY were superior to placebo in change from
baseline to week 4 on the Y-MRS total score (Study 6 in Table 27).
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Table 27: Bipolar Studies

Study Primary Efficacy Measure: Y-MRS
Number Treatment Group LS Mean Placebo-
Mea_n Change from subtracted
Baseline " .
Score (SD) Baseline Difference®
(SE) (95% Cl)
Study 1 X 29.0 -12.52 -5.33
v ABILIFY (30/15 mg/day) 59 (1.05) (7.90.2.76)
28.5 -7.19
Placebo 4.6) (1.07) -
Study 2 " 27.8 -8.15 -4.80
Y& ABILIFY (30/15 mg/day) 5 (123 (7.80.1.80)
29.1 -3.35
Placebo 6.9) (1.22) -
Study 3 " 28.5 -12.64 -3.63
Y3 ABILIFY (15-30 mo/day) 5.6 080 (575, 151)
28.9 9.01
Placebo (5.9) 0.81) --
Study 4 " 28.0 -11.98 -2.28
YT ABLRY (1530 mgiay (5.8) (0.80) (-4.44-0.11)
28.3 -9.70
Placebo (5.8) 0.83) --
Study 5 ABILIFY (15 or 30 mg/day)* 23.2 -13.31 -2.62
+ Lithium/Valproate (.7) (0.50) (-4.29 , -0.95)
Placebo + 23.0 -10.70 B
Lithium/Valproate 4.9 (0.69)
Study 6 & 29.8 -14.2 -5.99
(Pediatric, ABILIFY (10 mg/day) 6.5) 0.89) (-8.49. -3.50)
10-17
" 29.5 -16.5 -8.26
years) ABILIFY (30 mg/day) 6.3) 0.87) (-10.7.-5.77)
30.7 -8.2
Placebo 6.9) 0.91) -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted
confidence interval.

@ Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

Maintenance Treatment of Bipolar | Disorder
Monotherapy Maintenance Therapy

A maintenance trial was conducted in adult patients meeting DSM-IV criteria for bipolar |
disorder with a recent manic or mixed episode who had been stabilized on open-label
ABILIFY and who had maintained a clinical response for at least 6 weeks. The first phase
of this trial was an open-label stabilization period in which inpatients and outpatients were
clinically stabilized and then maintained on open-label ABILIFY (15 or 30 mg/day, with
a starting dose of 30 mg/day) for at least 6 consecutive weeks. One hundred sixty-one
outpatients were then randomized in a double-blind fashion, to either the same dose of
ABILIFY they were on at the end of the stabilization and maintenance period or placebo
and were then monitored for manic or depressive relapse. During the randomization phase,
ABILIFY was superior to placebo on time to the number of combined affective relapses
(manic plus depressive), the primary outcome measure for this study (Study 7 in Figure 7). A
total of 55 mood events were observed during the double-blind treatment phase. Nineteen
were from the ABILIFY group and 36 were from the placebo group. The number of observed
manic episodes in the ABILIFY group (6) were fewer than that in the placebo group (19),
while the number of depressive episodes in the ABILIFY group (9) was similar to that in
the placebo group (11).

An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age and gender; however, there were insufficient numbers
of patients in each of the ethnic groups to adequately assess inter-group differences.
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Figure 7: Kaplan-Meier Estimation of Cumulative Proportion of Patients with
Relapse (Bipolar Study 7)
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Adjunctive Maintenance Therapy

An adjunctive maintenance trial was conducted in adult patients meeting DSM-IV criteria
for bipolar | disorder with a recent manic or mixed episode. Patients were initiated on
open-label lithium (0.6 to 1.0 mEg/L) or valproate (50 to 125 pg/mL) at therapeutic
serum levels, and remained on stable doses for 2 weeks. At the end of 2 weeks, patients
demonstrating inadequate response (Y-MRS total score >16 and <35% improvement on
the Y-MRS total score) to lithium or valproate received ABILIFY with a starting dose of
15 mg/day with the option to increase to 30 mg or reduce to 10 mg as early as day 4, as
adjunctive therapy with open-label lithium or valproate. Prior to randomization, patients
on the combination of single-blind ABILIFY and lithium or valproate were required to
maintain stability (Y-MRS and MADRS total scores <12) for 12 consecutive weeks. Three
hundred thirty-seven patients were then randomized in a double-blind fashion, to either the
same dose of ABILIFY they were on at the end of the stabilization period or placebo plus
lithium or valproate and were then monitored for manic, mixed, or depressive relapse for
a maximum of 52 weeks. ABILIFY was superior to placebo on the primary endpoint, time
from randomization to relapse to any mood event (Study 8 in Figure 8). A mood event was
defined as hospitalization for a manic, mixed, or depressive episode, study discontinuation
due to lack of efficacy accompanied by Y-MRS score >16 and/or a MADRS >16, or an SAE
of worsening disease accompanied by Y-MRS score >16 and/or a MADRS >16. A total
of 68 mood events were observed during the double-blind treatment phase. Twenty-five
were from the ABILIFY group and 43 were from the placebo group. The number of observed
manic episodes in the ABILIFY group (7) were fewer than that in the placebo group (19),
while the number of depressive episodes in the ABILIFY group (14) was similar to that in the
placebo group (18). The Kaplan-Meier curves of the time from randomization to relapse to
any mood event during the 52-week, double-blind treatment phase for ABILIFY and placebo
groups are shown in Figure 8.

Figure 8: Kaplan-Meier Estimation of Cumulative Proportion of Patients with
Relapse to Any Mood Event (Bipolar Study 8)
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An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age and gender; however, there were insufficient numbers
of patients in each of the ethnic groups to adequately assess inter-group differences.

14.3 Adjunctive Treatment of Major Depressive Disorder
Adults

The efficacy of ABILIFY in the adjunctive treatment of major depressive disorder (MDD)
was demonstrated in two short-term (6-week), placebo-controlled trials of adult
patients meeting DSM-IV criteria for MDD who had had an inadequate response to
prior antidepressant therapy (1 to 3 courses) in the current episode and who had also
demonstrated an inadequate response to 8 weeks of prospective antidepressant therapy
(paroxetine controlled-release, venlafaxine extended-release, fluoxetine, escitalopram, or
sertraline). Inadequate response for prospective treatment was defined as less than 50%
improvement on the 17-item version of the Hamilton Depression Rating Scale (HAMD17),
minimal HAMD17 score of 14, and a Clinical Global Impressions Improvement rating of no
better than minimal improvement. Inadequate response to prior treatment was defined as
less than 50% improvement as perceived by the patient after a minimum of 6 weeks of
antidepressant therapy at or above the minimal effective dose.

The primary instrument used for assessing depressive symptoms was the
Montgomery-Asberg Depression Rating Scale (MADRS), a 10-item clinician-rated scale
used to assess the degree of depressive symptomatology. The key secondary instrument
was the Sheehan Disability Scale (SDS), a 3-item self-rated instrument used to assess the
impact of depression on three domains of functioning with each item scored from 0 (not
at all) to 10 (extreme).

In the two trials (n=381, n=362), ABILIFY was superior to placebo in reducing mean
MADRS total scores (Studies 1, 2 in Table 28). In one study, ABILIFY was also superior to
placebo in reducing the mean SDS score.

In both trials, patients received ABILIFY adjunctive to antidepressants at a dose of 5 mg/day.
Based on tolerability and efficacy, doses could be adjusted by 5 mg increments, one week
apart. Allowable doses were: 2, 5, 10, 15 mg/day, and for patients who were not on potent
CYP2D6 inhibitors fluoxetine and paroxetine, 20 mg/day. The mean final dose at the end
point for the two trials was 10.7 and 11.4 mg/day.

An examination of population subgroups did not reveal evidence of differential response
based on age, choice of prospective antidepressant, or race. With regard to gender, a
smaller mean reduction on the MADRS total score was seen in males than in females.

Table 28: Adjunctive Treatment of Major Depressive Disorder Studies

Stud Primary Efficacy Measure: MADRS
Nuumraer Treatment Group imary =Ticacy -
Mean LS Mean Placebo-
X Change from subtracted
Baseline - .
Score (SD) Baseline Difference?
(SE) (95% CI)
Study 1 ABILIFY (5-20 mg/day)* 25.2 -8.49 -2.84
+ Antidepressant 6.2) (0.66) (-4.53,-1.15)
Placebo + 27.0 -5.65 B
Antidepressant (5.5) (0.64)
Study 2 ABILIFY (5-20 mg/day)* 26.0 -8.78 -3.01
+ Antidepressant (6.0 (0.63) (-4.66,-1.37)
Placebo + 26.0 -5.77 B
Antidepressant (6.5) (0.67)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence
interval.

2 Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

14.4 Irritability Associated with Autistic Disorder
Pediatric Patients

The efficacy of ABILIFY (aripiprazole) in the treatment of irritability associated with autistic
disorder was established in two 8-week, placebo-controlled trials in pediatric patients
(6 to 17 years of age) who met the DSM-IV criteria for autistic disorder and demonstrated
behaviors such as tantrums, aggression, self-injurious behavior, or a combination of these
problems. Over 75% of these subjects were under 13 years of age.

Efficacy was evaluated using two assessment scales: the Aberrant Behavior Checklist
(ABC) and the Clinical Global Impression-Improvement (CGI-I) scale. The primary outcome
measure in both trials was the change from baseline to endpoint in the Irritability subscale
of the ABC (ABC-I). The ABC-I subscale measured symptoms of irritability in autistic
disorder.
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The results of these trials are as follows:
In one of the 8-week, placebo-controlled trials, children and adolescents with autistic
disorder (n=98), aged 6 to 17 years, received daily doses of placebo or ABILIFY 2 to
15 mg/day. ABILIFY, starting at 2 mg/day with increases allowed up to 15 mg/day based
on clinical response, significantly improved scores on the ABC-I subscale and on the
CGl-I scale compared with placebo. The mean daily dose of ABILIFY at the end of 8-week
treatment was 8.6 mg/day (Study 1 in Table 29).

In the other 8-week, placebo-controlled trial in children and adolescents with autistic
disorder (n=218), aged 6 to 17 years, three fixed doses of ABILIFY (5 mg/day, 10 mg/day,
or 15 mg/day) were compared to placebo. ABILIFY dosing started at 2 mg/day and was
increased to 5 mg/day after one week. After a second week, it was increased to 10 mg/day
for patients in the 10 and 15 mg dose arms, and after a third week, it was increased to
15 mg/day in the 15 mg/day treatment arm (Study 2 in Table 29). All three doses of
ABILIFY significantly improved scores on the ABC-I subscale compared with placebo.

Table 29: Irritability Associated with Autistic Disorder Studies (Pediatric)

t Pri Effi M : ABC-I
ﬁuur:)éer Treatment Group rimary Efficacy Measure: ABC
Mean LS Mean Placebo-
Baseline  Change from subtracted
Score (SD)  Baseline (SE) Difference®
(95% Cl)
Study 1 N 29.6 -12.9 -7.9
"V ABILFY 215 moda) (6.37) (1.44) (-11.7,-4.)
30.2 -5.0
Placebo (6.52) (1.43) -
Study 2 " 28.6 -12.4 -4.0
7S ABILFY (5 mg/day) (7.56) (1.36) (7.7,-0.4
" 28.2 -13.2 -4.8
ABILIFY (10 mg/day) (7.36) (1.25) (-8.4,-1.3)
" 28.9 -14.4 -6.0
ABILIFY (15 mg/day) 6.41) (1.31) (9.6, -2.3)
28.0 -8.4
Placebo (6.89) (139) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence
interval.

@ Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

145 Tourette’s Disorder
Pediatric Patients

The efficacy of ABILIFY (aripiprazole) in the treatment of Tourette’s disorder was
established in one 8-week (7 to 17 years of age) and one 10-week (6 to 18 years of age),
placebo-controlled trials in pediatric patients (6 to 18 years of age) who met the DSM-IV
criteria for Tourette’s disorder and had a Total Tic score (TTS) >20 - 22 on the Yale Global
Tic Severity Scale (YGTSS). The YGTSS is a fully validated scale designed to measure
current tic severity. Efficacy was evaluated using two assessment scales: 1) the Total
Tic score (TTS) of the YGTSS and 2) the Clinical Global Impressions Scale for Tourette’s
Syndrome (CGI-TS), a clinician-determined summary measure that takes into account all
available patient information. Over 65% of these patients were under 13 years of age.

The primary outcome measure in both trials was the change from baseline to endpoint in
the TTS of the YGTSS. Ratings for the TTS are made along 5 different dimensions on a
scale of 0 to 5 for motor and vocal tics each. Summation of these 10 scores provides a
TTS (i.e., 0-50).

The results of these trials are as follows:

In the 8-week, placebo-controlled, fixed-dose trial, children and adolescents with
Tourette’s disorder (n=133), aged 7 to 17 years, were randomized 1:1:1 to low dose
ABILIFY, high dose ABILIFY, or placebo. The target doses for the low and high dose ABILIFY
groups were based on weight. Patients < 50 kg in the low dose ABILIFY group started at
2 mg per day with a target dose of 5 mg per day after 2 days. Patients >50 kg in the low
dose ABILIFY group, started at 2 mg per day increased to 5 mg per day after 2 days, with
a subsequent increase to a target dose of 10 mg per day at day 7. Patients <50 kg in the
high dose ABILIFY group started at 2 mg per day increased to 5 mg per day after 2 days,
with a subsequent increase to a target dose of 10 mg per day at day 7. Patients >50 kg
in the high dose ABILIFY group, started at 2 mg per day increased to 5 mg per day after
2 days, with a subsequent increase to a dose of 10 mg per day at day 7 and were allowed
weekly increases of 5 mg per day up to a target dose 20 mg per day at Day 21. ABILIFY
(both high and low dose groups) demonstrated statistically significantly improved scores
on the YGTSS TTS (Study 1 in Table 30) and on the CGI-TS scale compared with placebo.
The estimated improvements on the YGTSS TTS over the course of the study are displayed
in Figure 9.
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Figure 9: Least Square Means of Change from Baseline in YGTSS TTS by Week
(Tourette’s Disorder Study 1)
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In the 10-week, placebo-controlled, flexible-dose trial in children and adolescents with
Tourette’s disorder (n=61), aged 6 to 18 years, patients received daily doses of placebo
or ABILIFY, starting at 2 mg/day with increases allowed up to 20 mg/day based on clinical
response. ABILIFY demonstrated statistically significantly improved scores on the YGTSS
TTS scale compared with placebo (Study 2 in Table 30). The mean daily dose of ABILIFY at
the end of 10-week treatment was 6.54 mg/day.

Table 30: Tourette’s Disorder Studies (Pediatric)

Study Primary Efficacy Measure: YGTSS TTS
Number Treatment Group
Mean LS Mean Placebo-
Baseline  Change from subtracted
Score Baseline (SE) Difference?
(SD) (95% CI)
Study 1 . 29.2 -134 -6.3
ABILIFY (low dose) (5.63) (1.59) (-10.2.-2.3)
. " 31.2 -16.9 -9.9
ABILIFY (high dose) (6.40) (1.61) (-13.8,-5.9)
30.7 =74
Placebo (5.95) (1.55) --
Study 2 " 28.3 -15.0 -5.3
’ ABLLFY (2-20 mg/day) 5 53, (1.51) (9.8,-0.9)
29.5 -9.6
Placebo (5.60) (1.64) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence
interval.

2 Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

14.6 Agitation Associated with Schizophrenia or Bipolar Mania

The efficacy of intramuscular ABILIFY for injection for the treatment of agitation was
established in three short-term (24-hour), placebo-controlled trials in agitated inpatients
from two diagnostic groups: schizophrenia and bipolar I disorder (manic or mixed episodes,
with or without psychotic features). Each of the trials included a single active comparator
treatment arm of either haloperidol injection (schizophrenia studies) or lorazepam injection
(bipolar mania study). Patients could receive up to three injections during the 24-hour
treatment periods; however, patients could not receive the second injection until after the
initial 2-hour period when the primary efficacy measure was assessed. Patients enrolled
in the trials needed to be: (1) judged by the clinical investigators as clinically agitated and
clinically appropriate candidates for treatment with intramuscular medication, and (2)
exhibiting a level of agitation that met or exceeded a threshold score of >15 on the five
items comprising the Positive and Negative Syndrome Scale (PANSS) Excited Component
(i.e., poor impulse control, tension, hostility, uncooperativeness, and excitement items)
with at least two individual item scores >4 using a 1-7 scoring system (1 = absent,
4 = moderate, 7 = extreme). In the studies, the mean baseline PANSS Excited Component
score was 19, with scores ranging from 15 to 34 (out of a maximum score of 35), thus
suggesting predominantly moderate levels of agitation with some patients experiencing
mild or severe levels of agitation. The primary efficacy measure used for assessing
agitation signs and symptoms in these trials was the change from baseline in the PANSS
Excited Component at 2 hours post-injection. A key secondary measure was the Clinical
Global Impression of Improvement (CGI-I) Scale. The results of the trials follow:
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In a placebo-controlled trial in agitated inpatients predominantly meeting DSM-IV
criteria for schizophrenia (n=350), four fixed ABILIFY injection doses of 1 mg, 5.25 mg,
9.75 mg, and 15 mg were evaluated. At 2 hours post-injection, the 5.25 mg, 9.75 mg,
and 15 mg doses were statistically superior to placebo in the PANSS Excited Component
(Study 1 in Table 31) and on the CGI-I Scale.

In a second placebo-controlled trial in agitated inpatients predominantly meeting
DSM-IV criteria for schizophrenia (n=445), one fixed ABILIFY injection dose of 9.75 mg
was evaluated. At 2 hours post-injection, ABILIFY for injection was statistically superior
to placebo in the PANSS Excited Component (Study 2 in Table 31) and on the CGI-I
Scale.

In a placebo-controlled trial in agitated inpatients meeting DSM-IV criteria for bipolar |
disorder (manic or mixed) (n=291), two fixed ABILIFY injection doses of 9.75 mg and
15 mg were evaluated. At 2 hours post-injection, both doses were statistically superior
to placebo in the PANSS Excited Component (Study 3 in Table 31).
Examination of population subsets (age, race, and gender) did not reveal any differential
responsiveness on the basis of these subgroupings.

Table 31: Agitation Associated with Schizophrenia or Bipolar Mania Studies
Study Primary Efficacy Measure:
Number Treatment Group PANSS Excited Component
Mean LS Mean Placebo-
Baseline Change subtracted
Score B f"°:!‘ Difference?
aseline o
(SD) (SE) (95% Cl)
Agitation Associated with Schizophrenia
Study 1 19.16 -4.47 -1.19
ABILIFY (1 mg) (3.26) 072) (-2.96,0.59)
" 19.41 -5.65 -2.37
ABILIFY (5.25 mg) (3.31) 0.68) (-4.10 . -0.63)
" 19.42 -6.69 -3.40
ABILIFY (9.75 mg) (2.80) (0.72) (-5.18,-1.62)
. 19.34 -5.72 -2.44
ABILIFY (15 mg) (2.38) 072) (-4.21 ,-0.68)
19.18 -3.28
Placebo (2.95) (0.70) --
Study 2 " 18.82 -7.27 -2.48
ABILIFY (3.75 mg) (2.67) (0.59) (-3.77,-1.19)
18.74 -4.78
Placebo @.71) 0.69) -
Agitation Associated with Bipolar Mania
Study 3 . 18.77 -8.74 -2.99
ABILIFY (9.75 mg) (2.45) (0.57) (-4.53, -1.44)
. 18.29 -8.67 -2.91
ABILIFY {15 mg) (2.49) (057) (-4.44, -1.38)
17.95 -5.76
Placebo (2.63) (0.58) -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence
interval.

2 Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

16  HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

ABILIFY® (aripiprazole) Tablets have markings on one side and are available in the
strengths and packages listed in Table 32.

Table 32: ABILIFY Tablet Presentations

Tablet Tablet Tablet Pack NDC
Strength  Color/Shape Markings Size Code
2mg green “A-006” Bottle of 30 59148-006-13
modified rectangle and “2”
5mg blue “A-007” Bottle of 30 59148-007-13
modified rectangle and “5” Blister of 100  59148-007-35
10 mg pink “A-008” Bottle of 30 59148-008-13
modified rectangle and “10” Blister of 100  59148-008-35
15 mg yellow “A-009” Bottle of 30 59148-009-13
round and “15” Blister of 100  59148-009-35
20 mg white “A-010" Bottle of 30 59148-010-13
round and “20” Blister of 100  59148-010-35
30 mg pink “A-011” Bottle of 30 59148-011-13
round and “30” Blister of 100  59148-011-35
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ABILIFY® (aripiprazole)

ABILIFY® (aripiprazole)

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are round tablets with
markings on either side. ABILIFY DISCMELT is available in the strengths and packages
listed in Table 33.

Table 33: ABILIFY DISCMELT Orally Disintegrating Tablet Presentations

Tablet Tablet Tablet Pack NDC
Strength Color Markings Size Code
10 mg pink “A” and “640”  Blister of 30 59148-640-23
(with scattered specks) “10”
15mg yellow “A” and “641”  Blister of 30 59148-641-23
(with scattered specks) “15”

ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is supplied in child-resistant bottles along
with a calibrated oral dosing cup. ABILIFY Oral Solution is available as follows:

150 mL bottle NDC 59148-013-15
ABILIFY® (aripiprazole) Injection for intramuscular use is available as a ready-to-use,
9.75 mg/1.3 mL (7.5 mg/mL) solution in clear, Type 1 glass vials as follows:

9.75 mg/1.3 mL single-dose vial NDC 59148-016-65

16.2 Storage
Tablets

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature].

Oral Solution

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature]. Opened bottles of ABILIFY Oral Solution can be used for up
to 6 months after opening, but not beyond the expiration date on the bottle. The bottle and
its contents should be discarded after the expiration date.

Injection

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see
USP Controlled Room Temperature]. Protect from light by storing in the original container.
Retain in carton until time of use.

17  PATIENT COUNSELING INFORMATION

See Medication Guide

Discuss the following issues with patients prescribed ABILIFY:
Clinical Worsening of Depression and Suicide Risk

Patients, their families, and their caregivers should be encouraged to be alert to
the emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania,
other unusual changes in behavior, worsening of depression, and suicidal ideation,
especially early during antidepressant treatment and when the dose is adjusted up or
down. Families and caregivers of patients should be advised to look for the emergence
of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms
should be reported to the patient’s prescriber or health professional, especially if they
are severe, abrupt in onset, or were not part of the patient’s presenting symptoms.
Symptoms such as these may be associated with an increased risk for suicidal thinking
and behavior and indicate a need for very close monitoring and possibly changes in
the medication [see WARNINGS AND PRECAUTIONS (5.3)].

Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with ABILIFY and should
counsel them in its appropriate use. A patient Medication Guide including information about
“Antidepressant Medicines, Depression and other Serious Mental lliness, and Suicidal
Thoughts or Actions” is available for ABILIFY. The prescriber or health professional should
instruct patients, their families, and their caregivers to read the Medication Guide and
should assist them in understanding its contents. Patients should be given the opportunity
to discuss the contents of the Medication Guide and to obtain answers to any questions
they may have. It should be noted that ABILIFY is not approved as a single agent for
treatment of depression and has not been evaluated in pediatric major depressive disorder.

Use of Orally Disintegrating Tablet

Do not open the blister until ready to administer. For single tablet removal, open the
package and peel back the foil on the blister to expose the tablet. Do not push the tablet
through the foil because this could damage the tablet. Immediately upon opening the
blister, using dry hands, remove the tablet and place the entire ABILIFY DISCMELT Orally
Disintegrating Tablet on the tongue. Tablet disintegration occurs rapidly in saliva. It is
recommended that ABILIFY DISCMELT be taken without liquid. However, if needed, it can
be taken with liquid. Do not attempt to split the tablet.

Interference with Cognitive and Motor Performance

Because ABILIFY may have the potential to impair judgment, thinking, or motor skills,
patients should be cautioned about operating hazardous machinery, including automobiles,
until they are reasonably certain that ABILIFY therapy does not affect them adversely [see
WARNINGS AND PRECAUTIONS (5.10)].

Nursing

Advise patients that breastfeeding is not recommended with ABILIFY treatment because
of the potential for serious adverse reactions in a nursing infant [see USE IN SPECIFIC
POPULATIONS (8.3)].

Concomitant Medication

Patients should be advised to inform their physicians if they are taking, or plan to take,
any prescription or over-the-counter drugs, since there is a potential for interactions [see
DRUG INTERACTIONS (7)].

Heat Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding overheating and
dehydration [see WARNINGS AND PRECAUTIONS (5.11)].

Sugar Content

Patients should be advised that each mL of ABILIFY Oral Solution contains 400 mg of
sucrose and 200 mg of fructose.

Phenylketonurics

Phenylalanine is a component of aspartame. Each ABILIFY DISCMELT Orally Disintegrating
Tablet contains the following amounts: 10 mg, 1.12 mg phenylalanine and 15 mg, 1.68 mg
phenylalanine.

Tablets manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan

Orally Disintegrating Tablets, Oral Solution, and Injection manufactured by Bristol-Myers
Squibb Company, Princeton, NJ 08543 USA

Distributed and marketed by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850
USA

ABILIFY is a trademark of Otsuka Pharmaceutical Company.

,OTsuko

Otsuka America Pharmaceutical, Inc.
Rev January 2016

© 2016, Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan
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VT aBRORHBERE (2.2)

BN

HAPRE L) F 0 LI 2 mg/H 10 mg/H 30 mg/F
VT B BROMBIERIE (2.2)

j’;i;—;ﬁ%gi%?fé;@ﬁ 2-5mg/H 5-10 mg/H 15 mg/H
E%?jﬁj&k BRI 2 mg/H 5-10 mg/ H 15mg/H
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o MWL RS & 5 HREIZ2RFRIL L2 5 2 &, sEHEIFIH30mg (2.5)
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o FEAI:2, 5, 10, 15, 20% T30 mg (3)

o [IPENAREESE - 10K N5 mg (3)

o NHIK : 1 mg/mL (3)

o JEHNE : 9.75 mg/1.3 mLEEE 5314 7L (3)

ABILIFYZ%f UIBHUE DBEEREDO &H 2 BEICITR G LW E @) |
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o GRHNEIZ BT B IGHIELR & H T D E A COMME D FEFR WMEh, —
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o BEFEMZXFRT EKRINCHEY CHIITE AR IET S (5.5)
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EEDRBD LTS (5.6)
o KEHIN - FEETIHFREHIRIEOME IC L A RERMANRD b TS, (KEHE
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HMERFHEIE Ok O LBV 2 KT 5 72, HBEZ EHICHEMMT 2 2 &,

2.6 HMERFENIIIBERRICHS BB (FHARKRESREHNK
BA
FRNIZ T HHEBE N &139.75 mg Th 5, #HEEHEOHFPAILS5.25~15mgTH D, 9.75mgk ¥
HISmgBA AN TH D Z LIRS h ol BIRIRERMNSHHWT L TR L LB N5
i, EBIERNS2S mgDFEH BB 2 Hh, W ORIED S, Pl G5 & kix20E B
OB NMEZ LM SN D56, BET30mgH ETTHIUIEELTHL LW, 72770
RS 16 2 ABILIFY FES I O SAE G- DO AWM DT, HRERERIR ﬁ%f@+%%
7Rl A AT > TWRWY, E72, 30mg/H 2 X HHEK UMM Z & L bEWHBETORS
IZDWT, BERRBR COMY Rl 21T > TRV, [k 14.6) 2T
ABILIFYZ L D165 O/ ERIRINCE E LWIEE, 725 X B ABILIFYESRFI2H H &
#iPH10~30 mg/ H DABILIFY X O ANCEE 5 2 & [k - Ha 21, 2.2) ],

ABILIFY ¥t RID IR 5%
ABILIFYHEHRFI 2 & 59 5 1201%, BURT HLEEOHEH 2 FHERICT D EiF 5
RIS+ 5 2 &,

= 1: ABILIFY Z5HIfERS

1 [0] & TR B
5.25 mg 0.7 mL
9.75 mg 1.3 mL

15 mg 2 mL

ABILIFY S AL, SHRNEREH CTH 5, BIRNSCKE FICES L TidZes 2y, wo< b
EANICIEL BT 5, IEROIEAEZEHT 256, rTHEZRR 0 A OME Kk V412D
W, RRRE RO AN\, BRI CHEERT 52 &,
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27 PAS0%(ERELI-RAERE

CYP2DOfUHHETE R DB, CYP3A4BHERI, CYP2DOPHEHIILH /) 72CYP3A4FFEH,K 4
ABILIFY & FHT 2 BEICITHEAFET 52 2 & (FR230) . FHEECZh L O 3D
G2 IET 5898 IITABILIFY O 58 2 KR G-RTO I ®ICHHHE S5 2 &, CYP3A4
FHEKOPHAZ P I 258121, ABILIFY O 58 % 1 ~23 W2 COFH SR G- &
FTHET DL, MH0 (8], PEE, UIEHDI5) CYP3A4HLEHA K O'CYP2D6
PHEAIZOFH LT B aTREMED & 2 B3, Bl 21X, 7871 72CYP3A4BHER] & HFEEDCYP2D6
PR, SR DOCYP3A4LER & EP%%E%@CYMD@E%%I%{#EH LTWHEETIE, i@ %“ﬁﬁ
BD1/4 (25%) [ZHE LIZHETRELMAL, £ ORICEHKRZRIE %néﬂ@iﬁ
LTH LW,

R 2: CYP2D6 X¥iFERIEDESE, CYP3A4 [HEHI, CYP2D6 [HEHFIX 1L CYP3A4
SFEEZHATLIEETO ABILIFY DREH%E

BER| ABILIFY O ] &77%&
CYP2D6 NG R EE W RO} &
CYP2D6 {HHEMERIAE 2550 F170 CYP3A4 OFER (B : | .. o -
W HED 1/4 &

A+ Fary—n, FI7)Aa~vALTr) Z0H

7172 CYP2D6 DOFLER] (f] : =, 7AdFkF o,
NaxtFr) Xik CYP3A4 OFREH (Bl : 4 FZ a2y | BFEHED Y&
—)b, 77V Ra~vATV) BHH

W 175 CYP2D6 D FHLEA|I KL CYP3A4 DL EA| % O H BEHED 1/4 &
FrakE IR RSBy, | oy
C;;?“ PRNBFREK DA v P, V77 L) 1~2 8 EEHED 2 FE

KD O EOMBIERE L LT ABILIFY #8537 2854, ERAEFEIX T 203, Bk - AR (23)
DRI THRET D L,

28 HNWHBEOREE

FEH 25 mg £ TIE mg B CTHRAIR 523 8EA1 G- O D0 & 72 %, 30 mg DFEAZ 5 341 T
WD IBEIZIZ 25 mg DIEAN &G D2 & [BKFER 123) 24

29 OBEANHEERORAE

ABILIFY O ENAREESEIX, ABILIFYSE LRI CHETHR G925 [HE - HLE 2.1, 2.2, 230"
24) =]

3 FlEE=E
ABILIFY® (7 VB 75 Y —/) $EICIE, FJTRENT--EARNH 5,
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3 3: ABILIFY SED 5188

BEAIE & BEA O L AR FEAI DFRF T
2 mg rrth, EIEE Y "A-006" & "2"
5 mg HE BRI "A-007" & "5"
10 mg vyt BREE "A-008" & "10"
15 mg E=AP.NiA "A-009" & "15"
20 mg ERERPANIZ "A-010" & "20"
30 mg vy I "A-011" & "30"

ABILIFY DISCMELT® (7 U 75> —/L) AEENMREESEICIE, £ 4 IR SNERENH D,

% 4 : ABILIFY DISCMELT® OEANEIESED S E]

PEAIE & FER D L TR BER DERRIFE T
10 mg v (RmICHER) "A" & 640"
ﬂﬁﬁ "Q"
15 mg A (RmICHEAR) "A" L 641"
j—l_‘ﬂlz nsn

ABILIFY® (7 U ¥7 7Y =) WK (1 mgml) 1%, BEnSMEEOBHLRIKT, Fv
ANVRLVAZ L ADR MFEELTH D, fHED Yy 7BRRM ST 5,

ABILIFY® (7 V75V —/L) HEWNEERENKIL, EEAEHORE T, ready-to-use 0
9.75mg/1.3 mL (7.5 mg/mL) DR %, BEDZA T 1 DHSRAINA FILIZFKELE-HAT
H b,

4=151=E'.

AFNZRS D BBSOE OB, WESUSIZIIZE D FRIEZRME N DT T 74 7% —NEaENR
o [EITER 6.2) 2] o
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5 BEERUHERLOER

51 BRHEICEETIFAREREATLIBRBEE~DERE

EEEDLR

PURMREEZBRE SN TV 2 RAEICEE T 2 FMRERE AT 2mHBAFICBNT, T
YR DEERRBDLN TS, ABILIFY (7)) 7TV —)b) (XEBEEICBIE T 5 R
SER & H T 2 BE OIBRICK L TUIEB I TORY [MHLDES 6B .

T IV NA = —BIERAEIZAE ) BHRIERZF T 5 EmAE COHR
T IV oA = —UERFNE L O KEHIRIER 2 7 5 @B E (93861 ; “FI4FINS2.45% ; #ulH -
56~995%) %5 & L7 ABILIFY D 108 7 T & R BEER O3FRER BV T, FEE3%LL -

TABILIFY#® 58T 7B RBEL 0 L RBR2ELL EE - ZEIERIL, IR (77 ©R2%,

ABILIFY5%) , MR ($§k4 &ie) (77 &HR3%, ABILIFY8%) , KA (FITRKED) (7
7 R1%, ABILIFY5%) , WRHE#HZ (7°7 £74R0%, ABILIFY4%) KRONFEMED £ (77
ZAR1%, ABILIFY4%) Th o7z,

FRHMEIZPE 5 KR BE OIE#IZI 1T 2 ABILIFY O F 0 & RIS TR, &
By 2 0 & 9 72 BFEICABILIFY #5238 R L 72358108, FRICHHIC X 2 IMECRAE C S 72 8
LN H DT, WET REEC L OMEIRDOFEUC OV TR REREZ1T ) 2 &[4
DEHERM]

52 NEPZESTHROEEOFESR

FRENE I BEE S 2 KSR I 5 7T B AR e IR PR AR B (AT 25 B2k, & A il
R IZRWW T, ABILIFY Z 45 S B (4R : 845% ; #ilH : 78~885%) T, LT #i
ZE T MMEED A FRS WAEd, —IBMEME MIER E) ORBEDO EANRD b,
Z0 ) LEFEHERR T, ABILIFY # #5 S U72 BE CRIMAE DA FHLRICE L THgh
PN E 2 A BEOGBER NGRSO 7o, ABILIFY(E, FBAVECREE 9 2 K pER 244
% B OIRIBRIZH L UIARB ST e\ [fEflAa 0B S e 2]
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53 /MR, BLERUBEERATOERZERUVBERTE

KD DIRMEREEDOBEIL, A, /MMLE B, F19 2FEZRA L TWH D 0ENIrr0 6T,
5 IEROEAL K OV UL AR ARATE (ARABEFRS) ORIDHWVITHE LR D
ITHOENEZ TR HY, ZOY A7 T+ ERIGETDHDETRHT LI LD EE X
Bd, IO OH HEOMOREEBIZBNT, BRIZL Moz 27 ThHY, =
NHOEBARNPAZRORLENTHIK - THDH, LnLHHEOBEITBVTIEL, JREE
B 5 SRR OB A RBIEER OFBLUTH O DFENRBI G LTV D ATREFEIC DUV TR WO
BaIhTEie, 1528 GBIt e b=V B0 IAAEEER K OZ OMMoOFER) omil~
7B RRRBOFAIITICBNT, T b 0HEFD, K5 OFMEREE & Ol o R EIC
B L TWA/NE, HFOEROEEMAN (18~245%) (TH1T 25 HRALELHZITE (H%M
HER) OU AT % FRIEHZENHPA L, 2 b 0BBERRBRICE T, 25l E
DRANTIE, 7T R EE_XTHEEBEHERY 27 O LFITRD LT, 65K, EORAT
X777 8RED S Y R7 B8R LT,

KD OFMEREE, iEMEREE R O ORBRBICRE L O/ NEROE D FEERIZ E L
77 & Rt B O A RITICIE, 4,40061% 8 2 59RO HT 5 DI o> 5 G R R BR G245k
MWEEN TV, Fiz, KO OFMEREE R OO REHEEICEBEE L TV D RAZRIR L Lz
77 v AR AR O A RATIZIE, 77,0000 %4 4 2 5 11FE O 5 SO W GRBRWIK o
M2 A) EEARRERF295 BN E TN T, FANC LY BEABEEZRO Y 27127 b
BRGS0, BabatGbin o713 & A ETRTOREAIT, FEBFIZBNTY A7 O
IME R 23588 Hivie, WIMEIC K - THRBEER DM Y A7 I2ENH Y, K5Otk
ECTHRbENPoTZ, LL, FiELOESEICE DY 27 % CGRARE 77 'HR) 1220 T

T ZE L TV, 20U A7 2 (FGHEE1,00001H7-0 OB XEEFRLZFRI LR

FRICEATLHANE 7T vRDFE) ZRSITTRT,

x®5:
- i BeH-HE 1,000 Bl 720 O BB EFER 2 3B LU BE I

T LKL ST ERDE
77 BRI B HEMEK

18 7% A 14 N

18~24 7% 5 s n
TR T DO

25~64 % 1 s

65 kL 6 B L

INEROBRBRTIIOTIICEB TS BERFIT 0> 72, RADORBRTHRENILH > 7208, B
V2RI B FRAN DB O TSR T D DI+ 72 I ITE L oo 72,
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RICTRAB L TV DA ZXIRE Le 7 7 B AR HERFRIERER ) D, P19 DIROME

DEKRBEFEZRO Y X7 P 2@ 2 5 REMICE TERSPENIAATH L, L
2
VO OWRDBER LIRS E L AREMEEZ R AR ET U ARFLN TN D,

V)
(&

BISECOPD BT, FiOOREREINTVETRTOBFCELT, Fio—EHORY®K
ERtE S8y AR, BEC,POLTRERZEE T I, BYCE=4—
L, BEREROE(, BRBEBERWNCEER L RRDITEIOEICONTHHICBET S
e,

KO OFMREET TR, MoBEIE RS, JEBMEB L b) IS L TH S 234
BHENTOWDRARWNEEEICBNT, R, il <=y 27 5%E TR, ZE,
HOE, WM, #EhitE, TH VT EMEEARD) OB, BRRR SRS Sh T
WD, ZAVD DIEROFEHLE 5 DR O EAL KUY T A BB OFEHL & O KR BILRITMEN. S
NTWRWDS, 25 ORERD B FBHEFRIEBLOATHYEIR & 72 2 /ReEN RS STV D,

5 IERMDFHGICEL L TV D B, ARMEFREZRILL CWDEE, 5 diEkoEb
R0 A B G O RTBRAEIR & 722 5 ATHEME D B 2 IR &2 B L TV D BB TR\ T, Koz
DORERMNEL, EHIT, BFEOERO—HTIERWGE, EAlIF Lo RS & O TR
FAtEOEE A EZET D &,

RO ORHEREIIMMOBIE (FBHRE, FERMEEAL D) LTI SEEREIL
TS BEORIERNHEE L, BREEFRORBELT TR, B, BREE, T
BRDTHOERS, £OM EFEOERBRIZOVWTE=F—FTILERD D LERMS
H, TOX O RERBEHR LEEEICIELICERBFREFCHRE T L 5HEETIZ L, =
DE=F —IZIIFRECNEFICL DA 4 DBELETEND, HERGDOU A7 ZETSED
7o, WEIAREELLE &I, ABILIFY #4532 BX3HR/NRICED 5 2 &,
PRHEEEREDA T J—= 7 0 RO OFMEEF T E Y — RIZPURIERE O YR TH
LEREMER B D, LD DIETEDO L ) ez vy — RERE LG E, MR ED U 27 0
HLBETIHRAMEF Y — PRI VT hdrBENnd 5 &L —RNIZE L O
TW5 (M ERBRIC B W TN SN2 DT TIERWD) o ERROED X5 ik Z o
A T NIRHTH D, L L) DO G2 BRMh+ 2 RMCIE, WsEEED Y 22
Moo DIENERET D720, O OERERETHBRELWUNAZ ) —=v 7 FTH2L; C
DAZ YV —=7120%, B, MRRPERETE O D D O FEEE & 5 ok yR B O B 72 BETE
JENEEND,

il
w:+
)
(Y
r\r

ABILIFY |2/ D 9 SIFIEEICH T DI AGR SN TV W L ICEE
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54 EMERE (NMS)

ABILIFY % & T HURS AR SE OB G BV, BEPEERERE (NMS) EFEEILD 2 & b & 2 EE
RENDOH HLBEAIERB BT 2N 0 H 5, HRAOERIKT — % ~N—2TiX, ABILIFY# 5
HUINMSZ 3Bl L 7= fi 22 B3> 5, NMS OFEARFER & Ui, @mEy, R, ik
DZAL K OV E AR T (IR0 ST ML E O ZE®), SR, BITROAREIR) 2dH 5, S HIZCPK
D LR, IAT v URIE BRWRAE) KOOSR ERRET 22 6H D,

Z DIEMRRED BEOBWFARHIIIEMETH 5, EMICZET 21218, EERRE (B2
iige, EHPERGUE R &) M ORIBFSUINE YNGR S 7 AN RIER  (EPS) OFif
IRFT Lz B DIEFZRAT 2 ZENEHEETH D, EHIBWIEIT 2 ZOMOEERZESH
HE LT, PiEpia Y oamth, BN, EUIERE, T IaRRIRE R 0 H 5,

NMSOEFFR L LT @ 1) PR 3E & OOF FIEICWE TR OWEANTE HIZHRIE L 5 2)ER D
HEHIRREOEZNE=2 U U 75TV S 512 )AL T D HEAREFZHEICE LT
R 1B HRIE DN & D5 BIXE DIREEAT O X&E ThH D, HHMNMSIZ 3 2 Fr S0 70 S TEIE
FEZ DWW T2 A EFHIT R0,

NMS7H> 5 B8 U 72 2 BRSO IR 2 315 5 BB ~ O O E G IXEEICE F T
X THD, NMSOERENFESNTNDHIOT, 20X I RBHFICONUIEEICE=4—7
5Tk,

55 ERMECAZRIT

PUREHIR SR 2 B 5 ST D BEIIEA AT CAREE 7B s N BT 28N H 5,
Z OFEROBBRITEEE, FHCEBROLETRLE WL D TH D, HUstmERo 8 55
MERFIS, TREEREAE L LI ZOIERERBELLE O RBEETHT L2 LixTERY, BREEY
AX R DT Z T D ATREMEDN U TRR L2008 5 NI AHTH 5,

BRIV AR DT il 2§ U 27 X ORERP AR AN 2 5 FTREMIE, HURMRIE OB
W, BEESEPETICONTHENT B2 0N TS, L LRRL, BERITS
MRS, AR R A LA IR G L2 S COIERS RIS D 2 L b b 5,

PUBMREE OB G2 Pk, ERIT IR RICTERT Db H o0, EREED X
FARYT OMESL LTCIRIRIEITM O TR, LL, PURMHREOKRGIZ LY £ oiEe
FER Z I GRARNCHf) 5280 bo7ew, REOETE~Y A7 3580013 H 5, &
FENED A X R VT ORBIRGEIZ KT TIERIH OZRITAHTH D,

INLDOZEEWELT, BRMEV AT VT ORI 2 RIKRITIA D X 5 2 FIET
ABILIFY Z 459 % 2 &, — AN HURE MR 3 O R 5-13 (1) @ £ ICHUS R SRR =2 L,

17

38



12 (2) [AFEORRZA LEWER OD 72 WRERRIR D3 220 0 ) TR RIS > T
HRFEIRET D&, REIRGEZET LA, WRETNEWARDRIFE O D &M
B ORFIRIRIIR 28R L, ki 5 0020 2 EHRICHaH 5 2 &,

ABILIFY IR D BEIZEIETE D X X3 27 OBEOMER N B U - 13 i - 2 & &
TAZL, LNLEFOIERNH > THABILIFYR G X ME L TAEELWDEE LIV,

56 HKEOEI

FHETERIGUREAN R DR 512 10 = MLbE & OWESRIN, JRE R EN AR EIEIN %2 & TR o
BAERRBET 28RS, 207 7 AOEANINTRHMELONRHOLE{bEF &k
TZENRINTWDED, FHEAIFZENENFAEDOY AT 707 7 A AR H 5,
=IEER VKRR

HEERGURE IR R GO BEE B W TEMBEDESRE R H Y, —fIiE, 7 Ty F—v
A, i EMEENEZ £ O BEE A E G SUITE ISV BIER S e ST 5, ABILIFY %
SN RFICBOCEMBERRE ST\ [FIFEH 6.1, 62) /], A KRER
FIZBWTIIHERIFEORBLY 27 BEIML T D AREMR H D Z L, Z L T—RADIZET
DRERIFOFEBLEN EH L TWD Z & LY, EEMFUFSHHRIEMLE & 7L a— 2 ERE Lo
BIfROMEITEMTH D, 25 LicFENS, FEERPURBEAFREOMEA & & i BEE 2
BEFESEOBBIIEEIIMA S AT RY, L, EEROEFHEE T, FEERH
FEAIREOF G BE BT, SMFEICREET 2 A FEFREBOY X7 BEE D 2 L BRE
ENTWD, 2D OFEDFERIZ ABILIFY (57 SN TE 5T, ABILIFY A2 DU 27
FRICEET 20NIAHTH D, FEEGUEHH IO G BEF T 2\ b 2/
FEREDHILT D EMR Y A7 FHEITAE ST,

FEPRIE & 2 W S NI ERIBURS RO 5 2 Fis LI BE IO\ TIE, Zva—XfEo =
Fr— AR L TWRWDEMIICE =4 —79 2 Z &, FERFOMLRRKT (B, AEm, b
PRISDOFIERE) 738 0 FEETHUGHF IO 52 ks L7 B 1T oW, & 5-BaRE & O
B b5 E R ZE SRR B IE 2 E T2 Z &, IEERPURS ML 5 L TV L 2RFICD
W, ZR, ZIR, 28, B EOBMBEDIERNB2VNE =X —F 5 2 &, EERGUE
PR IE DO P 592 & R & 2 L7 RIS\ TIE, S+ ET 52 & EE
BGUREMIREOF G4 H 1T 5 L @R EE Lzl b b D, L, BEOFRE L b
LIEROELGTILE S, Bl EHEHRERFIEREZLELTHEELND,

A

FIZ, HA RIMIE SIS 2 AT DN BB 2R & Lc 7T & ANk AR AR
13FRBROMEHTIZ IV T, ABILIFY 7 % 5 S /- B O ZE R IUBHE O 2 (b & (+4.4
mg/dL ; BRBEHIRI O P25 H 5 105761) 12, 7T v REHRG SH-EE (+2.5 mg/dL ; B

18

39



IR OFRAE22 A 5 79961]) & RN THEREIIA DN Do T, N—RA T A RO ZEE R M.
FEME D IEF M TR T, 5% ICEE4 7~ L7ZABILIFYRE (BFZEHIF O RiE250) &
N7 7Rl (BREHHOPIRE2H) OBREOEGEZER6IIRT,

£6: MABEFERRE LTS EARMBEAFERRICE T HERFKMBEED
Zit

NR=2FTAMEDHT I —

3y 0
Z5e (1 E L) Bl N 2
IEF B> 5 Ffil ABILIFY 31/822 38
epgn: (100 mg/dL AJiii 725 126 —
o mg/dL BL 12 ZE k) 77N 22/605 3.6
MU B R & EE
B R B
ABILIFY 1 17.
(100 mg/dL LI F4> 126 31776 7.6
mg/dL i 5 126 mg/dL LAk S5 R 314 02

()

524 BIZEBWT, ABILIFYZ2HESNT-EBE L 7 IR e &5 I -BE & ORIC2EE
RE MBI O P B C B A B AITRD Do T2 [ZREN+2.2 mg/dL (4261) K TU+9.6
mg/dL (28%1) 7 .

K9 OIRPEREE BE TABIRTE & L CABILIFY 2 4% 5 L 7= B (235 1) 5 22 JE MR o> S 1)
24L& (+0.7 mg/dL ; BEEEHARA o0 T oRfE42 H 5 2416)) 12, 7T v R &G Li- B (+0.8 mg/dL ;
BRI O RfE42 B ;5 24601) & LA THEZEITRO bver oz, K DWtEREERE %
G & LTe 7" 7 2 AR Al B 1By (RSB o I fid2 R) 1T\ T, 22 IEIRF MR
EDEA AR LT N DEIG 2 RTIRT,

RT7:RKIDFEMEEFEORABEEZRRE LTS5 R REMEERARICE
1T 5 ZERERF M AEIED L

R=AFGALUPEDOHT Y —

3 0
Sk (1 ERLE) B N &
AR 5 ABILIFY 2201 1.0

selg (100 mg/dL Aifi 7> © 126 mg/dL
e LL iz Z8(p) 7R 21204 1.0

I A ‘ —
R & e ABILIFY 4/34 11.8
(100 mg/dL LA k72> 126 mg/dL '
A5 126 mg/dL A F12 28 L

AW E 126 me/dL DL LI 75 R 337 8.1

1)
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MNRRUBDLERE

WA RREDFERE (13~175%) KOWUBRMEREFEO/NEBEE (10~175%) Zxt5L Lz
77 ARkt G ER2FRER O MENT C, ABILIFY & % 5- S 1072 BB O ZE JEIRs B O S 28 b &
(+4.8 mg/dL ; BEFEHAR] O P ofila3 | 5 25961) 12, 7T v RGN EBE (+1.7 mg/dL ;
BRI O RAE42 B 5 12361) &S THERZETRD bhsnroTs,

HPAMEREEIC K 2 UM A AT 2/ NEKROEFEDVFEEE (6~17i%) Zxtg s Lo 7 AR
AR AR (IR O T 9LES6 B ) OFEHT T, ABILIFY % % 5 S U 7= 38 (-0.2 mg/dL; 83 f41)
LT TR EREG SNIZBE (0.6 mg/dL ; 33%1) & O CZEIERMEEE O FA AL EICHE
ZITRD bR Do T,

oLy MEFEO/NEEONEDEEE (6~18m%) ZxtB & Lc 7 7 v A2 HR (1 &

MO IAESTH) OfFT T, ABILIFY Z# 85 - S BE (0.79 mg/dL ; 90%1) & 7R %
Bl Xl B (-1.66 mg/dL ; 58f1) & DO TLENGRFIMMEE O -2 L I A B EITRD 5
oz,

B RAE D 7 D 4R e OBBPEFRE S O /NE A0S & LT3l (R IR o0 h e fifi42~43 1)
DftET —2, AAMEEIC XL 2WELEL AT 5/ NEEE (6~17) ZxXdRE LT TR
xPRERER2EAER (BRI O RfES6H) , RO h Y Ly MEFEDO/NEROFIVERE (6~
185%) ZRHE Lz LR 7 7 b A BEER2ER (B @B OTRESTH) oG T7—4
b LIZZEER I E O b 2R LI BB OFIE 2 £8ITR T,

x8: IMNERUBVEBEERNRE LTI ERARKARICEH T2 EEEMAEE
DEL

N=RATA U NDHT

> \% A\\‘ ¥ 00
<) e (1 L) EILE BIH /N %
A IFRE M OB o 5 ABILIFY 2/236 0.8
222 5 e I (HET—4) 77kR 2/110 1.8
EFAE D O B e ABILIFY 0/73 0
PR E S LIRS P
(100 mg/dL AN~ & 126 H BEREIC & S FEtE 77 kR 0/32 0
mg/dL LA 122 (b) ABILIFY 3/88 3.4
Ro Ly NEE =
sL MR 75t R 1/58 17
WA IHRE R OB o 2 ABILIFY 1/22 45
7 T B meET—4) 7SR 0/12 0
B & S ABILIFY 0/9 0
(100 mg/dL LA E2v> 126 H PAVERESIZ K 2 Bl M
mg/dL A > 5 7TT7kR 0/1 0
bl ABILIFY 0/11
126 mg/dL VL RIZZE4k) he Ly RpEE BIAEY
7T R 0/4
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WA FRIE O F B L OB E O/ NN B 2 58 & LB oA #RT C,

ABILIFY # fx 5 S L7 [ CoOF 51208 B ZZIERF B O SFH 2 b &, 7T bR a2 kE S

NIZBE LR THBERETROD otz [ZNnEn+2.4 mg/dL (81641]) K TU+0.1 mg/dL
(s 1

IEEERE
HTEGUREHI 2 55 STV 5 B CIREOIF £ L < RVEBIZNRD bR T 5,

ZEfEIE SRR R 2 L AT m—)b, ZEERF Y 7 U ) R, ZZERFLDL, K Oz Ry IEZEE
IRFHDL AN IE &R > & iR BRI & 72 D EICZ L LIZ BB OFIE IOV T, ABILIFY#EE 77
AR L ORICABREZZH N olz, BB DT, REHIRAN123324 58 4
LU D BE DOBTIZIIRA DR B - T2,

&A

FATHEE RIRIE K OBRRPERE E DR B x5 & LT 7" 7 1 ARk BRI G BR O 51
s, a2 7ro— (17RO ; IREMM o IE21~250) , ZEERF Y 7Y
U R @REROLR ; BREMM O RE42R) , ZEERLDL=a L AT v —)L (8FRBRDLEGT ;
BRFEHIM O RE39~45H, N—R T A D22 JERFLDLAE 2N IE 5 CHE 8 1 i oo th e fi 7324
HTholm7 7R GHEELZR) , HDLa2 L 2T n—/L (93BROE ; IRELIR ot
E40~42H) DENEAL LT BE OEIG &2 RINRT,

R9: BRAZRRELETSEARBEARERRTOMFEENSIA—2—0

%1k
BERE n/N %
Mo xArFrm—i ABILIFY 34/1357 2.5
IR 5 7T R 27/973 2.8
(200 mg/dL #7240 mg/dL LI F 12 Z5{k) ' '
ZEHEEE R Y Uk U R ABILIFY 40/539 7.4
EHFEAED S B E Py——
(150 mg/dL AJifi > 5 200 mg/dL LA EI12 28 (k) 7 7R 30431 0
ZEHERE LDL 2 L AT 2 — /L ABILIFY 2/332 0.6
EFENS &E Py————
R
(100 mg/dL #Jifi > 5 160 mg/dL LA 1228 (k) 77 2/268 07
HDL = L A5 m—/L ABILIFY 121/1066 11.4
EFED SR PR
75 R 99/794 12.5

(40 mg/dL LL_E72> 5 40 mg/dL AR i2ZE1k)

BNzt G & U7 BRARERBR T, 512 U241 B (Z# =2 L AT 1 — )L (ZEREIF/FEZEREI) |
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ZZfERE N ) 7Y kY R, ROVERERFLDL= L A7 1 — LN IEHE 75)531—11 ~E B LT RE
DEIEIL, ABILIFYREE 77 B ARHOM TR TH > 7o, £, BB TiIHRa L x7s
17—/ (ZERERE/FEZERERE) < 1/71 (1.4%) %$3/74 (4.1%) , ZERERE R Y 77U & U K :8/62 (12.9%)
%5/37 (13.5%) , ZEfERFLDL= L A7 o — L : 0/34 (0%) xf1/25 (4.0%) , 24¥ H Tidia
AL AT a—)b (ZENERIEZENERE) - 1/42 (2.4%) %F3/37 (8.1%) , ZEMERF NV 7 V&Y K
534 (14.7%) %520 (25%) , ZEfERFLDL= L 27 2 —/L : 0/22 (0%) *F1/18 (5.6%) T¥

-7,

KO ORHFEEDRANBE R E L7 7 Rt IR B =R R 2B (S5 R oo b il
42H) IZBWT, #a Ll AT7Fa—) (ZEER/FEZEIERE) |, 2R NY 7Y U R, ZEEEFLDL
alL AT — /L UHDLa L AT o — LR EL L7 BEDOEIE 2 FE 1012577,

RI10: KO DFUEEEORANEEENRE LTI R BEBRERARICE T
SMPEE/NS A —2DEL

BehRE wN %
e L AT Y ABILIFY 3/139 22
B S Bl ‘

(200 mg/dL A2~ B 240 mg/dL LA 12 ZE4k) AN 7/135 5.2
/IH/EH%E by Z A ABILIFY 14/145 9.7
EFAE S Bl ‘

(150 mg/dL ¥4 5 200 mg/dL LA _E 2 Z54k) 77 R 6/147 4.1
/IH’EZH%E LDle L AFu—/L ABILIFY 0/54 0
EFE S Bl ‘

(100 mg/dL AJifiH> & 160 mg/dL LL EIZZE (k) 7 7R 0/73 0
HDL = L7 = ABILIFY 17/318 53
B HAKAE ‘

(40 mg/dL LI EA> 5 40 mg/dL Al 224k) 77N 10/286 3.5

INERUBLVERE

=L AT VR UHDLE L AT Bk (7°*7Jzn“<ﬂ%’§ﬁ%ﬁ2§iﬁ%ﬁ®%§+  BREEII sk
fE42~43H) , Wﬂgﬁjﬂ‘:]\ V7 Uty K (7 7“1?'\’[_)(1‘13@”;‘&%2”;&%@%‘].[_ 1R o oh {42
~44H) ODENEAL LTZHERFEDOFIFELE (13~17%) &Uﬂ*@‘i 5 0N (10
~17i%) OEEERINITRT,
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K1 MREUVELEORALRAERVREBHETEEER]RE LTS AR
RERFERRICE T O2MPEE/NT A —2—DEL

Erasnicd N %
R L AT Y ABILIFY 3/220 1.4
EFAE D O B ‘

(170 mg/dL 57> & 200 mg/dL L) 12 2 4k) 77N 0/116 0
2R Y 7YY K ABILIFY 7187 3.7
EFE?S EE ‘

(150 mg/dL AKJifi 2> & 200 mg/dL PL_F 228 4k) 77 &R 4/85 4.7
HDL = L 27 it =k ABILIFY 27/236 11.4
EFAE > HARAE ‘

(40 mg/dL L E2 B 40 me/dL A 1225 4k) 7I &R 22/109 202

WA IFIE D F /DA BF R OBRIEREE O/ NRBE 2 xR & U HAFRERBRC, #5128
KOR4E BT 2 VAT o —/ b (ZEJER/FEZENGR) R OZEERs N Y 77U &Y RRIEFEN D
EiE~E B LT BHEOEIA X, ABILIFYREE 77 B REEOR TR TH -7, & hEi,
12 A Tlde = L AT m—)b (ZERERy/FEZENERE) - 0/57 (0%) *F0/15 (0%) , ZEHERE R
7Y R:2/72 (2.8%) %1/14 (7.1%) , 24 H T3k = v AT v —/ b (ZZERF/IEZIERE) -
0/36 (0%) xt0/12 (0%) , ZERERF N Y 77Uk Y K 1/47 (2.1%) x1/10 (10.0%) ThH -7z,

HEAMERESEIC L 2 BB A AT 5 /NEERE (6~17m) Zxt4 b L-7 7 R xRk
IZBWTC, alxArua—)L (ZEER/IEZEMER) , ZERFRY 708 K BEHMO PR
fli56H) , HDL= L A7 m—/L (BBEEHIR O RAESS~56 H) DOENZEL L7-BEORIG %
F121TRT,

x12: BFAMEEONRBEENRE LTS tARRBHRICE TS5 MPIEE/N
S A—8—DEIk

51 /N %
WMol ATo—)L

ABILIFY 1/95 1.1
EHAE S EE
(170 mg/dL A5~ 5 200 mg/dL LI 1225 1k) 77 R 0/34 0
éEﬁFUfU?UP ABILIFY 0/75 0
EHFAED S Rl
(150 mg/dL :J 7> & 200 mg/dL LA FI2Z5(k) 77k 0/30 0
HDL 2LV A7 u—/)b ABILIFY 9/107 8.4
B HAKAE S
(40 mg/dL LL_E5 0 40 mg/dL A2 2 k) J7ER 549 10.2
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Folby FEEO/NE (6~185%) ZxRE LTI RSHERER 2 BBOT—2%2 1 L1,

a L AT ua—) )b (ZEERFEZEMER) , EEENY 7)Y N BRI OF R 57 H)
M OYHDL =2 L 27 1 —/L (@I O 9l 57 H) CHUEICEL DO H - To BE OEIE %3 13
IZRT,

£13: byLy FEEONREEZRRE LTS ERABHRICES (FHMPAEE
NG A= —DEL

B H-# wN %

L AT E =L ABILIFY 1/85 1.2
IEFAED S B

(170 mg/dL i 2> 5 200 mg/dL LA 1225 4k) 77 R 0/46 0
MR P Y 7)Y K ABILIFY 5/94 5.3
& —

(150 mg/dL A7 & 200 mg/dL L FI2Z54k) 77ER 2/55 3.6
HDL = L 27 = —/b ABILIFY 4/108 3.7
EFE B A ——

(40 mg/dL BL 755 40 me/dL A2 Z5{k) 77N 2/67 3.0
{SEIHEM

HERGUFHR I OM I L D EEEMP RO SN TV D, KREHEBOBIZEAITO 2L
T D,

FRA

FNTHE A RAIE o OBARNERRE S D B &t G & LT 7T & A RO AR 1530 1335
(BREHIH OPRAE21~25H) ORAMNTR R T, ABILIFY Z 5 S L2 B TORED
W ZEAL ET+0.3 kg (167361]) Th o7z, Tk L, 77 &REETIE-0.1kg (110041])
Thole, #E24HH TIE, ABILIFYZ &G SNTZEF TCOEREDOR—AT A L InbHD
BB EIX-1.5kg (736]) THo7z, ZHITHkL, 77 vAREETIE-02kg 46f]) T
HoT,

P1 D DEIZABILIFY Z MBI e 53 2B C, RAOSEMIIHI > >HEeE b L, %
DB DOGHEMIE, HT O DA L 7228 HABILIFY X137 7 &R & 8% 5 L 7=, ABILIFY
B IERE DR E O BB Bld+1.7 kg (347%1) THo7-, ZhiTtb L, 77 &R i)
BEIERETIEH0.4 kg (330%1) TH o7,

RET%LL BRI U 72l N OFBIE 2 IGE Z & IR 141K T,
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R 14 TSERIMBHERIZE TS TNLULEOAKREEMNZRLE-BABREDES

(ke
W EE B h-RE N n (%)
G e ABILIFY 852 69 (8.1)
B RIRE 758K 379 12(3.2)
o/ > it ]
T%LL DR E BN p— ABILIFY 719 16 (2.2)
75 &R 598 16 (2.7)
KD OmtkREE (4 ABILIFY 347 18 (5.2)
Bhygis) © 75 ¥R 330 2 (0.6)

fa~6 M "3 <6 M

MNRRUBLESRE

A RFEDO T VERE (13~175%) LOPEBHEREEO/NLEE (10~17m%) Zxtgs Lz
77 R IRERBR 2 ER (BRI O hJLE42~43 H) OfiflT <, ABILIFY Z4#&5 S - B#
BT 2 EREOTFHELEIT+.6kg (3816]) Thotz, ZHUTkL, 7I7vREZHE G5
7-HBRE TIZH03 kg (18761) ThH-o7-, #5241 H T, ABILIFY 245 &= & CTORE
DR—AZ A NSO EIF+H5.8 kg (626]) Thoiz, ZhiTklL, 778 Re&s5
Ehn-BETIH+.4kg (136 THo7-,

HPAMEREEIC L 2B AZ A3 288 (6~17k) Zx5 & LI 7 7 &A% et 3 5
(BREZHM O R IfES6 H) T, ABILIFY Z £ 5- S V72 B 10 B 1T D IREO (L& IE+1.6 kg
(209f1) TH o7z, ZHUTEHL, T EREEG INEE TIFH04kg (98%)) THo7T,
Fy Ly NEEOBE (6~185) Zx%e LS ~7 7 v Rx R W B (REYH o F
JfE57H) T, ABILIFY % 5 SN 7= BE IS8T D REO FHEL EIT+1.5kg (1056]) TH
Sfc, ZHITHL, T EREREINIZEE TIEH04ke (666]) ThHolz,

(RENT%L LB L 7/ hNR K OF D BE OEIE ZWIE Z & IZRI5I1TR T,
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F15: MNERUBVEBEBERRE LTS R BEABRERRICE1TD 7%L
LtoFEEMZRL-BEZDORE

Bl
WS HE IR i N n (%)
e SR M QOB ABILIFY 381 20(5.2)
By (i) ° 7T R 187 3(1.6)
%A E ORI H PRSI X 2 i ABILIFY 209 55 (26.3)
P 75 &R 98 7(1.1)
e o ABILIFY 105 211 (20.0)
bl bR 7SR 66 5(7.6)

a~6 M “SWM c8~10 WA

A KIVEDOFVEBRE (13~17i%) K OPRREREFO/NLEE (10~17m) x4 s Lz
77 B AR HEGRBR2EAER 2 & D FBRE B LI IFERERBRICEV T, 73.2%0EB#E (238/325)
D26 DOABILIFY ¢ 5- 284 7 Uiz, #5260 BIZ, 32.8%0D B IZ7%LL EOKREIENA
R BT GRE ORISR L COMIER L) o B ORIC K 2N HOWTHIET 572 9,
zA a7 R UEHERA (SD) THIE] , /NEEEZEKROEFLFEOHRBREEICONWT, £
it B ORI AN — B U 7= 45 R OREHERS & beile U CHEHE(L LTz, 22 227 O Z26730.5 SDAH D
A, BARRICERN 20 & Bde Uc, 26 H 0zA 27 ONY-¥)Z2(11%0.09 SDTH > 7=,

HEAMEREE I L 2 BEMEAZ AT 288 (6~17) 2% E L7 7 &R < EiER AR
DD DB S OO B3 288k L T2 IF BB TIE, 60.3%DHEFE (199/330) 23 14RO
ABILIFY# 52T LTz, 9% AZ B2 285422 T2 BFIZB T DIREDzA 27 OYHEE
{£1%0.26 SDTH ~ 7=,

WINOBERMEICBWT G, NNEEEICER ST 280%, REEMAZBZERL, @EomREICH;:
IEEMEZBE L M2 2 &,

57 REIMHEMmME

ABILIFYZE, ay-7 KU U U RIRT v 2 T=2 MEAIZ X 0 &SR T 2 & = 9 Al
MWD B, FH 77 2 AR5 BRI 3517 A B SR 12 BE U 7o F 5 0583 1E, ABILIFY
ERARGINTERANERE 2R E Lol (2,46761) T, ES2MERImE (ABILIFY 1%,
7T 2R03%) ; IRAPED F (ABILIFY 0.5%, 77 €78103%) ; & OVUAHABILIFY 0.5%,
77 €HR0.4%) , ABILIFY Z#% 05 S 7o/ NEBSE (6~17s%) Zxtgil L=k (611641)
T, ESMEEIME (ABILIFY 0.5%, 7 7% HR0%) ; IAPES £y (ABILIFY 0.3%, 77
TR0%) ; KOkt (ABILIFY 0.2%, 77t 4R0%) , ABILIFY DiEHAIZ G Sz A
BE G L Uik (50141) Tix, ESVERME (ABILIFY 0.6%, 77 &R 0%) ; &L
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PO F U (ABILIFY 0.2%, 77 &BHR0.5%) ; KO%M (ABILIFY 0.4%, 77 t®H0%) TH
STz [ (FIfER 6.1) =M

BRIRAIZER O & 2 BN MEM AR T (SZA7 & AMENAL Ol 2 o L7 B, DAa%2sLl o
ZPE o TUGHEHI ML A3 20 mmHgA HIKF L7356 & EE) ORISR, ABILIFYE 77 &4
THRHAMICH B2 21372 o 72 (B 0 ABILIFY O j% A6t 52588k : ABILIFY 4%, 7° 7 &2 R2%,
#& 0 ABILIFY O/ (6~185%) *15:55% : ABILIFY 0.4%, 7 7% 7HR1%, ABILIFY{EHHE|D
A% GRBR  ABILIFY 3%, 77 ®7HR2%) .

PEBR g A (AP ZE OB MR DR B DT IR, DR I EREE) IS 7 RO BE
FaROBEC, RMEEZEZ Lo URE Bk, fERImEERD, BERES) 2bb
BEIZIZABILIFY 2 EEICRET 52 . CEOHETIEN (1.1) =4 .

ABILIFYEHRFNC L DIEFEICNZ, XUy P77 B oFROBERLELE X b5 BE
WZBWTHE, @ OEE K OV EDRBN V=X —T 52 & [ 4 EH
(11) =H]

5.8 BMBREAE - FPERBAGE - EIFAIBRAE
DR AR e ONTH IR AR5 1V, ABILIFY % & Te USR5 38 4% 5- & O FERTBEEE D & 5 [ 1
BRI IEAF P ERIBE N RS SN TR Y, EERERE b HE STV 5,

. BRI JiE /e PRI E D FEIRIA - & B2 b s b o & LT, #5715 O | kSR
& FEFME B i BR PR RE /4 P BRI E DBETE DY 8 %, BRIRAYICE RO & 2 A i BREGHD ST K
FE i BRI/ A HH BRI AE DBEFE D & 2 SBAE T BT LTI, TRIRBRAE y I3 IC 2
MEREZREST D2 L 2OV oA T, MOER G EARNICERD D 5 B ERkE
WD DB OWAGED T2 B T HAEITIE, ABILIFY ORFAH IEZ B ES & Th 5,

BRRIICE RO B 2 4 PERIBME 2 £F 5 BRI LTI, B O O SiE IR o 12 o
WTHEEICBIZE L, ZORAREROEES B LG58 TE IR A2 BtA T & Th 5,
F7-, EEOFHERIBAME GFhERHE S 1000/mm®A08) % £F 5 BFICE LTI, ABILIFY
ORAZFIEL, BmMEREARIES S E TBETSZ L,

59 H{EES

FAEOBED B 5 BEZBRI LT-EH 7 7 B R B ICB W, ABILIFY 2/ 0#% 5 s h
TR E DR B D0.1% (3/2,467) 12, /WNEERE (6~181) ?0.1% (1/732) 12, %
72, ABILIFY{ESHI & & 5 S -l N BE 00.2% (1/501) 12, FIESRENHBL LT,
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L DOHUFHITIE & ARk, FIEOBEED & 5 A UIFEEORMEZ KT S5 &L 5 ko &
FIFHEEICREGT D28, 65U EORFEEIREOBEAZIETSED & 9 2 KREBICH Y
TWATREMED & 5.

5.10 B4 - EBFEEDAREM

ABILIFY [t O HURS AR 3E & [FRR, I, BB EBRE ) 2072 5 AIREMENR B 5, Bl 21T,
BT 7 R BT, TRRo Lo IR (EigxE) HiEIhTnd (ABILIFYD
RHR, 7T HROREREETL) . ABILIFY 2 0 #5 S ARE, 2,46761T11%,
6%, ABILIFY Z 0% 5 SN/ NEEE (6~175%) 61141T24%, 6%, ABILIFY7EH % &
5. & N RS 50141 T9%, 6%, #% 1 ABILIFY O 4H1 7" 7 & ARk FEkER ©, sl ABFE 00.3%
(8/2,467) Je VN (6~18i%) D3% (20/732) 73, IR ($5f%&Te) ([ LV ilkBrz 1k
L7223, ABILIFYVEHAIZ B 5 Lo NBE T, IR (EFE2ET) LBk & 72
FEREII o T,

fEIR (BEHA2 5te) ORBEKRO FFHITT T ERICHHE D KX RS, ABILIFYIGRED
BRI DR T X A ETIE, HEIEOEES AR A L O B OBMELY L X 5 B
% \—-‘ ?E'i:—g«é_ &o

5.11 #iBERE

PUBAIRIE OB 512 L0 EBRIRIK TRESREE S D720, Bl I3 LV GES), SiRRE
iU AEM A b OEAOOIH], BAIKEEZ SRR L LA S5 &9 RIRPic %5%&
D& % B ITABILIFY #4053 2 5813 U 2 E 21T 5 KO8T 2 [FIEH 6.2) /],

512 H#E

R R, MR MR E B E K OVK D SR ERF T A REH OB HHDT, U R
DEWVEFICOWTEIRET+H0ICBIEZ21TH) 2 L, WERGOV A7 2K TIE5729
WO EHE L &I, ABILIFY Z0L 53 2 B3I/ NBICE S 5 Z & [AI1EH 6.1, 6.2) Zvﬁé’]

513 ETEE

ABILIFY % & T HUREAR IO B 512 X 0 B OTEBIEF-CRMEN BT 5, @milmBE, R
AT L7 T oA ~ —BERFE B OFIA - JER & LT, WAL, T A&
DY AT DI HEFITIE, ABILIFY LM OFUEHHRIEITIEEICAND 2 & [BEER DR
DVEE 6.1) ROFIFEH 6.2) /]
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6 EIEA

EERFRBR IO RN CEMIND T2, & 5 HEFN DK TR O L= EIEH
DIFEBLAR % At A1) O iff R AR T OFBLR & EAEHET 5 Z L1 TE eV, F7-FEEK TR
D BHFBEE R L TR WATREMN RN S 5.,

UFORIWERIL, IESCETOMOETHER STV,

o GRAVEIZBES D EIRIER 2 AT D Ml B TORCE RO L5 [ A DB,
Je OVBHR RN Eo/EE 6.1) /]

* MR EZETMILENAERR (AR LOEE 6.2) /K]

o NR, FPEROCFEERANTOBREEROCABBATE) (M4 DE L, K OEZLD

P LDEE 63) 2]
o EMHIEGEE (NMS)  [BEER O LOEE 6.4) 2]
* BRUWTAIRUT [BHEROMENLOLE 65) 2]
o MWOE [BEROREH LO)EE 6.6) /]
o ENIVHRIME [BER O LoOMEE 6.71) 2]
*  BUMERIBAE « AF P ERISME « BERRIERIE [ 2R O LR (5.8) ST
*  RIRER [BEROH LOEE 69) M
o KN - HEBIEFHORRENE [(BER M LOEE 6.10) M
*  INIERRER [BAER O LotE 6.11) 2K
s B [BEROMM LoE 612) Z/H]
*  WETMEE [BEROMEN LoME 613) 2K

RN Z x5 L LT AR HBR Ol b BB E R m o T2EWER (FEBLE10%LL |) X, B,
Mgk, {EE, BW, HFEV, THIUT, KL, RIRELELEZDORITHoT,
NRZ G L LTCBRRERIZI W T, RO EIBE D &2 RIEH GEELR10%LL L) 13,
AR, B, WRA, MEASMEEIETE, JEY7, RAOTE, RIRE, B, SEEZ K OMAE RN
ThoT,

WA RKIE, PRRMERE, KO OWMERE, 7Y g ~—BEREE, =% Y VLD
T3 — VIE BRI L LT AR B SRR BRSSO L7z 13,543 IO N BFE, #20 ABILIFY
~OWESE & LTI 7,619 BEAE, L NABILIFY {5 % 8 5- & 7= 749 4 0 B2 35 C ABILIFY
DRAEMENFH S 417z, ABILIFY % 180 HUL EA OV AELL B Rz b Shic L, £ne
AUt 3,390 B & N 1,933 Bl TH - 7=,
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WA RFE, BARIEERE, BPEERER O Ny Ly MEEEXIG E Ul KE B G- ARRER I
BN L 721,68661 D B (6~185%) , #% O ABILIFY ~DIREFE & L TILHI1,342384E T, ABILIFY
DORAEMEDNFAN S 7=, ABILIFY Z 180 H LA E R OMAFELL B OG- S/ NREBFIL, i
EIEF95941 e TN556H5 Tl o 72,

ABILIFY $&¢5- OR300 O (BAARIE K OB 5 S XINTIR D 2 EROMMERE) & LT,
THEMR, MBEOIEMRIEERRER, ARUEE K OSCREE AR E LR, BEH R
KO AR CORR, SH L ORHRBRCOT 203G FENn2 (BT —0FEEHV) .

6.1 ERERBRERICEITHHRE

MERAEDEANEE

TREOFT RIE, 2~30 mg/ H @ ABILIFY Z#k 0% 5- L7250 7 7 a8t Bl (4 5008k ;4 14,
1 3Bk ; 638) OMAMITIZES bDTH D,

BRI L BB L 7-FITERA

e e B C ABILIFY O AN R A & < BIEE s - ME— o gIER GEBLEDY 5%
UL ET, ABILIFY BETORBRNT T ERETOREERD 2 fFLLE) 1707 Tho
7= (ABILIFY 8%, 77X 4%) .

DB BEROEABRE

BRI

TREOFTRAE, 15 X% 30 mg/H O & T ABILIFY Z BB & IR 0 #5 L7 3 38
D7 Z AR REBROKEMITICES LD TH D,

HEH L  BIEEX A -FIEF
RABMERER B C ABILIFY Off IRV Fein L < B S RIWER GEBLERM 5%LL EC,
ABILIFY B CORBEN T TR TORBEERD 2 FLLE) 23 16 IZRT,

30

51



£ 16 : BHEBHRHAEEEZXRE L0 ABILIFY BEEIEEEH TS ARRE
HERTHBMNICBRIN-EER

RIEH S S o BEOEIE (%)

ABILIFY 7R

FRA (A (917 ) (753 f51)
THDT 13 4
PEE 8 3
BHEEXDIRE 6 3
Pk 6 3
BERSL S P 5 2

BABBICBLVTHESh-REFENE LLEHER

A e R OSMEINRET (6 HE T) KOBMRMERYFEE OSMEIRES G HET)
\Z ABILIFY (2mg/HUL L) Z2#&5 LIZBEDO 2% U ETRAL 77 RE2HKE5 LIZBFE LY
FHROEP S TZRER OB R Z, NERUTZMUETAL TE 1T ITRT,
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F17: RABREZXER E L0 ABILIFY EH# 7S5 tRxt BB TORIE

=2
BITER NS SHIZBEDOEIS (%) °
=R I | ABILIFY 7R
FR4 (AR (1,843 1) (1,166 1)
AR 2
i 3 1
A kR
G 15 11
(A 11 7
Mg - 11 6
HIEAR R 9 7
1 PN iz J 5 4
i IR 4 3
HE A R 3 2
ERNISE? 3 2
5 R KOG R Tk g
it 6 4
L3 3 2
B AR R B OVl B Rk e
A i [ 4 3
UU i 4 2
it 2 1
RERi 2 1
PR Fa B
G 27 23
FFELE D F 10 7
THYDT 10 4
PR 7 4
HEARS IR E 5 3
PRH 5 3
TR 5 3
R e
e 19 17
RIRIE 18 13
e 17 13
HKHEZDRS 5 3
MR g+ M e OVERR P
MEIRE SE A R 3 2
57377 3 2

L ABILIFY % 05 U7 B 2%Lh FICRB L-BIWER T, 77 AR CORIR L [F%LL T C
Ho T FRITERL
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Flhn, MR, AFEIZ X 2% 7 70— T CRIER ORBLRIZH 032 221338 b i7e o
776

PAEERRD AN BE OMBIRE
TREDFT L, BHRMEREE 247 5 i AN BFELIZ, 15 mg/H X330 mg/H ODABILIFY % U F 7 A
VT e ombhEEE L TERE L7 7 v R RRICE S b0 TH B,

REBIEIZFE > /-FIEF

HANRFETY F U LA UIASAL T B BEONT N EREN D > - BE BT, BERIC X
DR & 72 o EIA T, ABILIFYMIBVEIERE12%, 77 B ARHBIRIER6% Th 7=,
HIEIZE > 7ol bRBUHE R @D > TZEWERIL, 77327 (ABILIFY#iBRIERES%, 7T
T ARIPRIERE1%) K OMRE (ABILIFY #iBRIERR2%, 77 B RGHBIERIER1%) Tholz,

BRI L < BEEE X A 7= EITE/H

BRI ERF BEIZ ABILIFY % U F 7 A U7 a R 5 L= 581 thikny X < 8l
S EXNT-REIWER GEEEN 5%LL T, ABILIFY fiBEIERE CORBEN T 5 & RNk
TBECTORBRD 2MELU L) 1%, THVYT, RHER OCHERIIKEE TH -T2,

PIBERBRORABEOHBBE LTSV THEESI-REFEENE LV EER
SMEENRE (61 £ T) ITBWTHEBLLRAIEMRIZOWT, ABILIFY (15 mg/H X% 30 mg/
H) 2V F 0 AXII A VT o RIS LIZBED 2%, EICREE L, 798 REV T T A
N T aiEiz G LcBE LD bEWREEEZ R LERWEH ORBELZ, IR T %
AL, £ I8ITRT,
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& 18 : WBHEEENEEZEERRE LE-EH TS R BHEMEERRICE (T HEIE

=2
BIfEAR#HE SN BEOEIE (%) °
[ ; ABILIFY+ TR+
bl Y F BRI T R ) F i BRI T R
BH4 (EXGE (253 fil) (130 1)
B kR
TN 8 5
[FALR 4 0
VLTI 2 4 2
1PN Bz 2 1
JRYIE M OVFF A BUE
EAGEEDN 3 2
R R A
(REEHE N 2 1
Ho R e
THUIT 19 5
Pk 9 6
PERSI IR PR 5 1
FEIMED E W 4 1
HH 4 2
Ktk
ANIRAE 8 4
N 4 1
HHEXDRE 2 1

& ABILIFY Z & N# 5 U5 D 2%LL FICRBLLZEIEA T, 7St RBEORBRLASU T Tho-F
L3 <

MEXRFED/NMNREE (13~17)
TROPTRIE, 2~30mg/H DABILIFY # X N #& 5. L7268 DO 77 B AR RERERICFE S < b
DTH D,

LG f (2 F 5 /- EIEF
NREE (13~17m%) T, BWERIC L &5 dIk L 72 -7 8[41%, ABILIFY 8 5%, 7%
REE2% T o7,

LB & < BREL X /= GITEH
A ITVE D FVEBE BT, ABILIFY O IO E X < Bl S - IER (3
BRI 5%LL 1T, ABILIFY HECTORERN T T RETORERD 2 FLL 1) 1%, #EAs
BEREE, HIRE ORI Ch o7z,
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MBERRO/PREE (10~175)
TREOATRIE, 10 mg/H 1330 mg/ H DABILIFY % % O 5 L 7-48 M D 7 Z & Rk FRaRBRIZ
KOS bDTh D,

BEHIFIZF > =EIE/H
NRESE 10~17 %) T, BWERICX V&G Ik &> 72HIA1X, ABILIFY £ 7%, 77+t
REE2% TH o7,

HER L BB -FIEF
RGP BRI O /N BRE 2T, ABILIFY Off FHIZEW RIS L < BZE I -BIfER (385
N 5%LL T, ABILIFY B CORBEN T T B REETOIEED 2 2L ) 252 19 1TR-T,

=19 WIBHRFEO/NREE (10~17 %) XK E L0 ABILIFY 75t
R BEREBRICHS T ERM L KR EIN-EIER

BIfER B E ShicBEDEIE (%)

ABILIFY F5ER

FH4 (EXEE (197 f1) (97 )
R 23 3
PEARS IR 20 3
I T7 11 4
SN 11 4
THYT 10 2
Tt 8 0
LTI 2 6 0
FEMED E U 5 1

BEEEEO/NRESE (6~17m)

TREOATAIE, 2~15 mg/H D ABILIFY Z#f& &5 L7z 8 MO 77 B Ax i 2 iR LS
<HLDTH D,

LGk (2 F 5 /- EIEF
INEBE (6~17m%) T, BWERICX V&L L -840, ABILIFY B 10%, 77 %
REE 8% TH -7,

LB L < BIEES = EIEH
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H EAMERESE O /NEBFIZIBW T, ABILIFY O IRV ) L < Bl S -mIER (B8
RN 5%LL T, ABILIFY BECORMEN ST B REETORBED 2 L L) #3220 12577,

£ 20 BEAMEEO/NREE (6~17m%) xR E L0 ABILIFY B 7 5 & R
XEBHER(ICH T HLEEM I CBREIN-FIER

BIFRRHE Sh BB DOEIE (%)

ABILIFY FIER

FHA (EXRGE (212 B1) (101 %51)
P 21 4
it 17 2
Mg - 14 7
fEHAR 10 4
PR H 10 0
FEEN 9 1
LN 9 0
BARIROR 7 2
VLTI 2 6 1
PRSI 6 0
IEHR 5 0

fovby MEED/NMNEBEE (6~18kK)

TRIOFTRIL, 2~20 mg/H @ ABILIFY Z#% 1 #5 L7- 8 @il (1 3U5) KO 108 (1 &%
B) O 7 RRE 2 RRIIES O TH D,

BE LI [ZF > -FIEF
INBEBE (6~187%) T, RIWEHIC X v #Ed Ik L 2> 7-551%, ABILIFY & 7%, 77 &R
1% THoT,

LB I < BIEE X2 TR

oLy MEEDO/NEBEZEIZBWT, ABILIFY Off IO ERR) XL < BIER S -BITER (3§
LD 5%LL G, ABILIFY FE CORIEN 7T B ARBETORBRED 220 F) #3210 IR
KR
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#£21: boLy FEEO/NREE (6~18 &%) xR E L0 ABILIFY E#8 75
TARMBRERICE T2 HEBHLCBEEIN-BIER

BlIEALBE S N-BEDES (%)

ABILIFY F5+tK

B84 (EXREE (121 %) (72 #51)
PH 13 6
AR 13 1
HEC 11 4
GIEbr 10 3
ELIHEE S 9 0
95 8 0
RAKTUIE 7 1

MEXFE, NBHERE BRAMEE, XEIryLy FEEO/MRBEE (6~18 B I
BWTHEShE-REHRELSE < GLEHER

SR (PG RIRIE 6 8 £ T, PR 4 1 £ T, HPAMEE S EETK Ny Ly |k
e 10 £ T) TEILLEZBWEMAIZOWT, ABILIFY 2 mg/ AL E) 285 Liz/hNEEE
D2%LLEIZHBLL, 7T REHE LIEEE LD bEOWRBEZ R LIEREH O B4,
NIRRT RS RAL, #2218 7,
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£22: INREE (6~18m%) xR E L0 ABILIFY 28 75 R BB Bk

I2HET5EIER

BIERBRME ShizBFEDOEE (%) °

HEMNXKSE ABILIFY VAN
B4 (EXE (732 #) (370 #1)
IR DREE
i 3 0
H kR
P AN PRI 2 1
Mg - 8 7
AT 8 4
TR 4 3
R ISIEZ 4 1
IR 3 2
5K 2 2
5 R KOG Rk g
it 10 2
N 4 1
GyfilgE 2 1
I J)E 2 1
JRYSIE B OVE A HUE
A RS 6 3
BRI AR A
{REEEN 3 1
R R O e
BT 7 3
BABOR 5 4
B S B OV Lk P
5 7 A [ 2 1
Sk 2 1
PR R IR
BAR 16 4
GIEPL 12 10
Pk 9 2
PREL 9 1
PR S PR 6 1
THIIT 6 4
LN 3 0
RERR 3 0
FEEIED F 3 2
A =T 2 1
Mg, MERds & OVEpRReE
i 2 1
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£22: INREE (6~18m%) xR E L0 ABILIFY 28 75 R BB Bk

IZH T+ 5EIEA
BIERRHE Shi-BEOEIE (%) °
SEEAMKSE ABILIFY VAN
x4 (EXRE (732 51)) (370 #1)
R RE B L O Mk
S 2 1

T ABILIFY % #% 05 L=/ NRBRE O 2%, LICRB L7-BIWER T, 77 B REEOFRBE L A5 T T
B o T-FHRITFRL

K3 DOFEEESOMHBIEELE LTABILIFYZIRAL TWAHAEE
TROFTRIE, K2 OFPEREEBREIC, 2~20mg/ H DABILIFY ZH1 9 SOk L LT
B L7250 7 7 AR R O ST S b D TH D,

BE 1 IZF > =E5IfE/F
BIWEFNC L 0 5k & 7p o 7281413, ABILIFY fiBVEIERE 6%, 7T & ARMBIEERE 2% T
Hol,

LB & < BREE X /= GITEH

KD P PEREE B MBI EE & LT ABILIFY 2 L 7=, il k< Bl s n - gl
TER GEEL=D 5%LL EC, ABILIFY B CORBLEN T T 2R CTOREED 2 52 F) 1%
THYTT, BHLAEZORS, FIR, H, EBHEEOERTH-T-,

KXo ORMEEHNEEICH ) TEHEIN D BEHEDE < 4 UFIEF

SEEIERE (6 ET) ICBWTHER LZEIEMIZOWT, ABILIFY (2 mg/HLLE) %)
Eﬁf‘/é’&t LTHRELEEEFED 2% EICRB L, 7 78R E2MFEE LTERELEZBEE LD D
FWEBRZ R LT-RWER ORBIREZRE LR %, /IO LU T 2 045 A LT 23 1TR
7
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#R23: KO5SDFEHEEEEENRE L= ABILIFY OEE 75 + R xt BB RS
BERERICHITZEIER

BIfER * BtE ShcBEFOEIE (%)

B A ABILIFY TR
HEBRTH 5 IR e
BH4 (EXGE (371 f1) (366 1)
AR e
i 6 1
H IGkE
(A 5 2
B R O 5 R RE
I 57 8 4
[OX O 3 1
JEYSIE Mo OVFF A HUE
R R 6 4
AR R AT
(REIEIN 3 2
R L OV e E
BB 3 2
i B T M OVt A ML i
B i 4 3
IR 3 1
PR R B
THTT 25 4
fERR 6 4
Pk 5 4
PHE 4 2
FEMED E W 4 2
HEEE 3 1
AN IR IR 2 0
TR
HHEEZDRE 12 2
ARARIE 8 2

 ERIE L LC ABILIFY %85 L7=BE D 2%LL FICKB LEZAVER T, 772 RBETORE
RLEFSEL T CTH-oT-FRITHL

HERFER T TIBERRFICH S BHBES (HARKSRAZESFR)
TREDOPTRIE, HEA KRR SUFOBRME B (2 © Wik oD B3 125.25~15 mgD ABILIFY 754 7
RG22 AR RRERBSRBR OB AT E S O TH D,

BRI < BEES L =FITEF
e IR FRE B OV 53 |2 P 2 0k 00 BB 1288 CABILIFY S B OFE FIC fE VY, Bk
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L BESNIAWER GEBLERN5%L 1T, ABILIFYEHAREO BN 75 £ REEO I
ROUEL L) (ZELTH -7,

B K ER (LB LEARG Z1E D M DEEICH VT, BEI N - REEELE G
OVEITERA

AR (24FFf) 128V T, ABILIFYEHA (525 mg/HELE) 285 L7 BH D2%LL
FIZRB L, ABILIFY{EHARECORIARN T 7 RHETORARI Y L@ 2RBIVER O
FEBLR A AT LR R %, /NEUS UL T 2 U RN L TR 24ITR T,

% 24 : ABILIFY SI5tRIDEH 7S5 R BHERIZH 1T HEIER

BIfER ° B E Sn-BEDOEE (%)

HENKDE ABILIFY 7SR
FHA (EXE (501 1) (220 51)
I =
BENR 2 <1
B
TN 9 3
Mg - 3
5 R K OB JRPTRRE
I 7 2 1
G A
SER 12 7
FEED 8 5
IR 7 4
P 3 2
THIT 2 0

® CABILIFY MERF] &85 L7mBE 0 2% EICRB L7-BWER C, 77 B REECORBRELF%LU T CTh
ST FRITFRL

REXRFEOHHEER

B LHIE

REBIBIRE T CORFEFGHRBRICONT, MEKRFIEDRNEF 23R L LI 0 ABILIFY
OFfEixEEHE (2, 5 10, 15, 200 30mg/H) & 77 vR%Z il L7-4ilBrizB VT
M EFABMEZ M U, SBRmIERME Lot <, M &ML & O rraetEo & 2 @IfEH
HEIR (B ETe) DA T, 30mg TOAKRBIETH 72 (77 AR, 7.1%; 10 mg, 8.5% ;
15mg, 8.7% ; 20 mg, 7.5% ; 30 mg, 12.6%) .

M RMIED/NEEE (13~17%) 2R L LR T, HEMBEMEZ & OrRerto H 2 El
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TER TR L KB S Nc b DI, HEERINREESE (77 B AEE, 5.0% ; 10 mg, 13.0% ; 30
mg, 21.6%) , IR (77 &AL, 6.0%; 10mg, 11.0% ; 30 mg, 21.6%) K O¥EE: (77 &
REE, 2.0% ; 10mg, 2.0% ; 30mg, 11.8%) Th -7z,

TR

BAGVERR O/ BRE (10~17 %) 2% E L-iBrc, 4 @l cHEMBENEEZ b o HEME
Db HEWER CHERM LB INb oL, #HEERNKEE (77 8RB, 3.1%; 10 mg,
12.2% ; 30 mg, 27.3%) , IR (77 &REE, 3.1% ; 10 mg, 19.4% ; 30 mg, 263%) , 7 W
VU7 (T RREE, 2.1%; 10mg, 8.2% ;30mg, 11.1%) M OVGEERZE (777 v REE, 0% ;
10mg, 3.1% ; 30 mg, 8.1%) D4 >ThH-o7z,

B ES

HPAMEREE O/NERE (6~17 #%) ZxIG L L=<, AEMBENEZ L OREED S 2 El
TER gy L < Bl S n= b olx, 5 (78RR, 0% ; 5mg, 3.8% ; 10 mg, 22.0% ;
15mg, 18.5%) D1 >Th -7,

Fy Ly MEE
by REEO/NREE (7~17 %) Zx5E Uil chhign) X < 8182 S UH &M
ORD LN HEIERIZ -T2,

SRS R RAER

S XKIIE

WA RIE D RN BE KT 288 7 7 v A5 ol Sz, 7 O T BEEERRL
HERA I RIE IR DO FEHLORIBIHRIL, ABILIFYEE CT13%, 77 ¥ RBETI2% CThH - 7=, £72,
T H VT BEOAEFROBEIRIIABILIFYE: T8%, 7' 7 R TI% TH -7, He KA
JED/NERE (13~17m%) (x5, ST 7 2R clE SNz, 70327 B
Z bR < $EARSN I RIEIR O HFHLOFBRIL, ABILIFYAET25%, 7' 7 B HREETI% Th o 72,
Tz, T THEEOFEREROEBIFIIABILIFYRETY%, 77 B REETN TH -T2,

IS ORERD S BB HEF ST — F 1%, Simpson AngusaFAfi R (BEARIM R SRAELR) |
Barnes7 7 VU T RHMERNE (7T H V7)) KOREARMEEESRMERE (PAFRUT) 12
FEOWTHEH SN, MAKFIEDORNBE KT 2R CEFBMICET SN-T— 413,
Barnes 7 1 > VT RHMIRE (ABILIFY, 0.08 ; 774, -0.05) %ZFrZ, ABILIFY: 7T
RTEITR o T, MEKTPED/NREE (13~175%) AR RBR TEBIHCET ST —
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%1%, Simpson Angus RFAHREE (ABILIFY, 024 ; 77 &R, -0.29) #FR&, ABILIFY: 7T
TR TET 2T,

[RARIZ, HEA RIE DR N B 1T T 5 EH 260) 77 & 4 lEER 12 351 T Simpson Angus
FEAM R (BERAMESRAEIR) , Barnes7 IV T RHMENE (T H V7T ) RO AR EE
BRI RE (PAFR D7) ITHESWTHEBINICER ST —# T, ABILIFYE 7T &R
TEII RN T,

IBILRT

PR B O BN BRI 28 7 7 e ARt R clE Sz, 7 U7 BEEORE
FREFRL, MRS RIERBE DO G EFEL OB IHAREEDOABILIFYHE CT16%, 77
TR T8 N Th o7, £7o, THL V7 HEOAEFLOREBRITHAEIEDABILIFYHE T
13%, 77 EREETI% ThHo7o, BARMEROBEIZBIT 26O Y F U7 AT L7 e
D7 Z & R BB CliE Sz, 7Th YU T BE & bR < $EASNSSRIER O f E
FHORBRIL, ABILIFYMBIRIERE CT15%, 77 B RMRIER C8% ThoTo, £, 7
71T B O FERFRORBRIIABILIFY M BHFRIERET19%, 7 7 & A MiBhRIERET5% T
o7, BBPEERE O /NREF (10~175%) [ZXtT 5, 57 5 R ct R cMisE Shiz,
T YT B E BR < HERANE RIEIR O FHER O BIEIL, ABILIFYRET26%, 77 &R
FET% CThoTe, £, TAHVVTEHEOHEFEREROREIRITABILIFYAE T10%, 77 &R
2% Thol,

PRGN E B O RN B3 D ABILIFY HUAEVEFER (235 1T 5 Simpson Angus #FAili R K& UBarnes
T H VT AR E TIE, ABILIFY & 77 B RO T, AERZENA SN (ABILIFY, 0.50 ;
77 R, 001} PABILIFY, 021 ; 77 &R, -0.05) , HHRAREEESREALREICHS T
IZABILIFY & 77 AR b AR O ZAL T o 7o, BAERMEEE O B DABILIFY D U F 7 A &
2V g OB IEEER I 35 1T 5 Simpson Angusa Al R J O\Barnes 7 1 3 ¥ 7 7l R JE T
1%, ABILIFYBNIRIERE L 7" T R ARMBIRIEREDOR T, AEREN BT (ABILIFY, 0.73 ;
7 Z %R, 0.07%CABILIFY, 030 ; 77 %R, 0.11) , BEREEEBFEMNEICB WV TIE
ABILIFY i BIFRIERE S 77 B AR RHBRIERE & [FER DAL T o - 7o, BB /N EE (10
~175%) 2R B EHIEBRIC IS 1T 5 Simpson Angusi Pl R ClE, ABILIFY#5REE 7 F &R
BLREOM T, HERENASLNT (ABILIFY, 0.90; 77 &R, -0.05) , Bames7 B3 7
FEATG RS R OV A B BT RN S (2B CIXABILIFY & 58 6 77 B R &GRS [AER D
EleThHh o1z,

X5 oOmEES
KOOIV EOEL 77 £ A R TS S, 70207 B 2 bR < ARSI RIE
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OB EFRGORFERIL, ABILIFYMBIIRIERE T8%, 77 B RMIIRIEET5% CThHo7T-, £
7=, TV T O ERSORKBRITABILIEY fiBEERE T25%, 7 F AR fibEER
T4% ThH o7,

KD DIRPEREERERIZ 31T % Simpson Angus #FAl R L K& O Barnes 7 77 & 2 7 #AT R T,
ABILIFY#iBFRIERE L 77 B A HHBIRIERE O T, ARRZEN A BTz (ABILIFY, 031; 7
77K, 0.03 X O'ABILIFY, 0.22; 77 £ 7R, 0.02) , 25 R EEE AR UL 235V TIZABILIFY
HBVEIERE S 7 7 B AR MBRIERE b AR O E L ThH o 7=,

B ESE

HEAMERREO/NRRBE (6~17i%) xR L LI~ 7 v RRRBR ol s, 7
DT B A BR < SEARSNE SRR O A HFEEGLORBEEIL, ABILIFYHR G5-HT18%, 7' 7R
HREC2% ThoTe, £7o, TAV VT HEOREFROREIRIIABILIFY I 5HET3%, 77
T ARBEGRETI% ThH 72,

HEAMERREO/NREBEE (6~17i%) Zxtg L U= miEER 23517 % Simpson Angus #FAM R C
I%, ABILIFY#&GHEE 7T v R EGREOM T, FEREN AN (ABILIFY, 0.1; 7%
R, -0.4) . Barnes7 71 ¥ 7 R REE K& OV B AN bl S E BN A R 12 35V TIXABILIFY 2 5
L7 7 EREERHLRROZE(LTH T,

oLy MNEE

o by MEEO/NREE (6~18m%) ZXIHRE LT 7 xR clE S,
T YT B b < $ERSMNEESRIEIR O BIVE O R BL=RIZABILIFY & 58 T7%, 77 AR
HERET6% ThoTo, iz, T T7 EEORIEN O DI BLRITIABILIFY & 51 T4%, 77
T AREGEET% TH -7,

ho by MEEO/NRBE (6~185%) X% e LB T, Simpson Angus 7R L,
Barnes 7 71 3 V7 Rl EE, M OV & ASRE EOE BN AN R EE D Z2{KIZABILIFY X OV 7 & AN fH]
THIRMICE RO H 5 213720 o T2,

B K TAE R (X XIBIL BRI ¥ 5 B

A SR FRIE S AR E B 2P O W O 7 7 B R IR BR c S, TV YT
% bR < SEARSMNESRIEIR O EE R ORBIEIL, ABILIFY# 58 T2%, 77 B A5 T2%
ThY, £z, 7TV VTHEEOREEROEBRIL, ABILIFY&RGHT2%, 77 RS
HT0% ThHoTz, 2FEHET, Simpson Angus FFMHREE (SEARSMEERIELR) K& U'Barnes” %
VUTFHORE (TAHTYT) ICESWTEBNICER SN T X T, T I I -
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LT RRTEI R -T,

CARZ=7

FBIF DM - VA b =TIER (Rt 7 B fhluis) 1%, 1ARBE2~3 A OfIC, K
ZHEDO BN NTHIET B ATREMEN H B, A =T IERICIE, BEE U CIRMERERE A~ T4
DT E b B D IESH, e T INEE, PR R OV UTEORE N H D, T D ORERITARH
BETHRIET S0, $HROPUEMBEEKOE M, mARICRBWT, FEHE R OEE
ERE V@L< D, RECPAN=TORIEY 2 71%, BHROEFETEAT 5,

EERRRICEVTRO Shi=BmMiR
RM—EER TS tFHBRBRIZE 1 8 FIEH

WA RMERE x5 & L2 10 ABILIFY & 75 v R & ikt % 26 M0 HEMRAR
ICBWTHE SNEIERIE, RROBBERNEm o7 2 & [ABILIFY B 8% (12/153) 2%t
L7 REE 2% (3/153) ] %%, S~ 7B RABRBICB O CHEINT-BIER & B
Bt H LTV, RO RIS (812 29EEE, 412 25 F5E) T, BEHM (9/12
P49 HELN) ICHBLTHY, EEHEARSA TV (712 728 10 HREIBLN) . i &
T ABILIFY O# 5 -2 H 1L L72fEGNT D 2007 (1%AR0) » S HICRY (52 ) FE3Ek)
FALLBGRIBRIZ 515 5 ABILIFY BEOIREIRIL 5% (40/859) Thotn, Eim, WHEEHE
HBF KT 2 BEAEEL N F 7 ATV P a B OmBEE L L ToEBRBRICBWT
LEREO T 1 7 4 — LN ST,

ABILIFY ORI AREBRICBWV TR b+ OMoRIER

UUTOU A MIILLTFOEZREFLHE L TZeny 1) BEHOR IR SCEICTHE SN TN D
Lo, 2) EENEBEMRIFRREEZOND LD, 3) EFICHEETHL-DERE L TH
TR WHD, 4) BEMICEERERNPLNEEZOND LD, 5) BERNT TR EFH
HEXEXT TRV ENED

RITER Z 8 B IS LB OBV b O bR,

K< HBRD 1006 1HILL LI 53

FAUZADBID 21000 51 1L _E100% H 151K 12 B
MEIUTTHALD 100061 T LA I FE 3L,

BAZE - BORS

11K TN Y N
FRFEFICH DS : MR IE
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LA

ERICHBRG : IR, B,

FEEFUCHRBILS - DFHB), O, FET T 2, LEME, o O,
LAFER, DT

IRfEZ
FRICA LS - B
MREIIZHES  BR

Bl &

ENICH LIS B RE ISR

PlFFR OGS P RE

LS AHRLAS EIE,

FRICH OIS : KPEIZIE, W
MRFEFUCH SIS : SHIETTFNE

HTHEE 7 o 2
BENICH SIS @ JTR, HH

TESER
BEIUZH LG : BEE

G, 1k ORE G IHE
EICHLNSG -
FEEFUZH 515 : B

HR R
LS HBbNS - KERL
EIUCHSNES : JTBER LA, M7= F OHEEN, P LK FEREF LGN, - 2 5 3k

A Z R T Z— T

FEENICHR LS - M1 77 7 2 F 800, M PRFLEN, M2 L7 F= 20, M E
Y E A, DERKQ TR, 27V a~F2 o B

R MR
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LS HLNS  RETIR

EN~BEEIUNCHLIE BV Y U AMIE, K7 F Y 0 AME, (Rl #E
B RS R O e il it

FICHALNS HVKT, B8R

HEEIICH LS - BATAE, EBIEAE T

HRET A5
FRUZHBINSG AN V=R, T, R, EIEF, $77m—XX,
BN

ENICHONS - MEB) (JF) , I3 02 —XX, BHEBEY, DalEE, KRR
10,000 47771 B - #EEEI T T b —E

FETE A

EFICHLNES : KB, JEF—IHR, i

ENICH LS : VEF—Iil, AN GRLIE, T2, RADE, V5 F=— R
HFGFTTHE

B R CR B fit
HEENICH SIS - RIF, KGR

IR O 7l
EFIUEHLNS - HETE,
HENICH LS LEEALE, TR, AR, FLEHR, FveaiiiE

IR g7, NIZER Ot 5 2
ENICH LIS - B, R

ST R OB it 2

EHICHSNS : FZ, ZITHE, T OFEIE, EREBIERIE, BBE
BENICH LS : FIFE

1 Bl

ENIZH LG - ME,  EilE
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MWEEE - BORS

INREBE (6~185%) 1,686BIDFET —H X—ATRDOLNTITE A EOFEERN, WA
BETLRD LN, NEBFIZRD b ERRUAORIWERIE, UToEEY Tho,
AR

FRICHR LS - RERIAEFEE

Bk &

ERICHBRG : R, T

Vi S
LS HBONE - M X T A

PRE R i
EICH LS - BE

BR OUR B foet 27
LS HBLNS  HR

SR OV TR 2
EFcH LS - BUMEEIE

BABE - BENZES

ABILIFYVERF A 5 LI N T4 OFEET — F X— A TRH LI & A EDRIE
M2, BOABILIFY Z #5: L7 s NEFE T HERO H L7z, ABILIFY Al A £ 5 L 72 s A&
FIZRD bz ERRUAORIERIL, UToEBY THL,

PRI OBEGJFITERRE
100 AL BILL F - VESHAAL G 5 1000 #7471 FILL 100 A1 HL G - SRR ERAAAL PN H if

6.2 MREOMER

ABILIFYZ&FBZIC, & SNTCBWERZLLTIZE T, (AL, REERDBENL O HFEHRE
TohH7=, ABILIFY & ORZEEEVPHEE L TS EIXEL2 0 - EeT LA —KIED
B (77 4 77X —ROS, WERE, WREUREE, £ 9 FERE/ERRS T 0 PEIRERRAE) |
G, Lo < 0 RO 7 Ko EZEE,
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7 EMEEER

7.1 BREKMICEELGHEERADHSEH
£ 25 : BEERRIIZEE L ABILIFY EDOEMHEEER

DEREET 2 T 2

B R DR

FRIR £ O HELT IR

7172 CYP3A4 FHEH] (B - A
roaF—, 75 ) 2a~w
A4 ) XTI I17: CYP2D6

FREEH] (] : =, 7vF
¥tFr, NundtFr)

J8 )72 CYP3A4 X CYP2D6 BH.
=X L OPEFIZ L Y ABILIFY H
FMFEFIC e, ABILIFY D% &

BN 5 [EREEE (12.3)
ZH],

ABILIFY %5 /) 72 CYP3A4

X CYP2D6 FEHI & OFH 3

H5E121% ABILIFY O &

BWETHZEHIE - HE
(2.7) ]

TR SI78 CYP3A4 3K H (] -
IRV, U757 AEY)

AN B EDOHHICEY
ABILIFY LA HIZ A,
ABILIFY D #i#& &332
[ERPREEEE (12.3) W],

ABILIFY %5877 72 CYP3A4
a2 56T
ABILIFY ® imiﬁi%@fﬁ
Az & Mk HE 2.7)
Z M,

ITERRRE o SE AR~ DFEHER
NHDH7-0, 7TV VST —iZ
& HREDEITEIEDZh T A 7R

T DAREMED B D,

I ) E LRERITIS U T
MEZHES D 2 & [EE
O LR (5.7) ZH,

ROV UTEEY (fFlusE
RD)

oI EBRALEOHHIZED T
v T — VBRI I,
BEEOEEWNR®RL 25, 07

EARLEAERICES, 7Y B

= EDfAT, it
1K 1 ENZ LB Hiiz,

PEF D BEG N & I A I E
Lt RIS U TR 2 diE
THI L,
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72 BEMICEETEGVMEEERDH L EAI

HYEEERBR OFE RIS T, 772 F V0, ST ug, VF UL, n B LLO0 H
C ABILIFY O &% i3 2 LBEIT R0,

F 72, ABILIFY & OfFHIRFIC CYP2D6 DIEEB]: 7 F A hr A M7 7 o0 TAFFEF |
NaxtFr, XUTF 77Xy, CYP2CY OIER| : U7 7 U, CYP2C19 OREH
FATT =), ONT 7Y, ZAVEOT TN, XL CYPIA4 OFEEF| . 7% A b 2
MV 7 O EEFET 0BT/, AT, ABILIFY &0FHTHERIC, ST aig,
UF oL, JERMIF, nI¥RL, Tk TV O HEFHEITLIER O [HF R
(12.3) &M,

8 RHRER~DHRE

8.1 MiE

2R 7 = —C

AR ARG B

FEBRIC ABILIFY (28 L7 DR O R 2 B D IR BB RERN H D, FEMIE
National Pregnancy Registry for Atypical Antipsychotics (FEAG# 5 : 1-866-961-2388) (ZiH#&ET 5
7>, http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/?> Website %
RO &,

U X2 DR

IR (BB = h U A 2% —) Wi, ABILIFY % & {ePUkEtmsIcigeE S hi-5a, A%
AV HERSN SRR IR K OV SUTBEBUE IR S BT D B Z N3 8 5, MEimTxtd S b) ¢+
SICEH SR I S T, BT DT v RT3, pERT~ERY O
Zy relwv, 7IETIY— VAT AR E LT-, Ty MUY RICERETR
B, B b TCoOREHER A E (MRHD) LV b RWHETT VBT 7 Y — L& &0 LU Ik
WG L& 25, RIROEL, KRIEOERERAD, (SHEE, BEBIE, Bi%REKOMR
JENNV =T R BTz, Ty MCER~FEERBT, v FToi&E#EE (MRHD) LV b
BOHEBETT VET 7Y — LA ROEIRNIR G Lo L 25, IRMIMOER, 5EE, H
AR ORERFD K OEFROIE TR DT, HIRMIE, BE~OB(EY 27 Z2E4{tT 2
1B EOFWRMENH 255120, ABILIFY #5952 L,

[ T O

& R A R ORIER

RS (5= F U A 2% —) H1|2, ABILIFY Z & Toh ik mm SR Ic iR @ Sh-grE ke,
PRk, RERRRITME, FRERIRIKT, MEER, (EER, PRUREEIE K OWHILEEE 7 & O SERIME R
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TR B OSUTBERUAEIR S STV D, Zh b OIEROBEIEE 3k~ T, FRHIIBE D
R EERZe W LECH FPICEE T 256 b Hiud, ABRBIROER 2 E S 55605 -
oo BEARISRESAEIR K O SUTHEBUIER (I OW TR 2835 2 &,

F=F

Yo = —x

YRR T, TV ET TV, Ty ROV X CEAEO AT E ST A
BN O b,

R T > M23, 104030 mgkg/H [mg/m 5 Tt MIB 2 RE A& (MRHD) O,
3RON0RE] DTV ES T — LA SE AR A5 L=, 30 mgkg/ H CHEESIR 23 H
IMCHER: L7z, 30 mg/ke/ H O AR THRIEOKERD, SR, BBE (10 mgkgTh 5
i) LWV o BIRBAED DT NREBIENRD bz, BIRSUIHAERDOEFITHEERE
IR o T, HAEROKRERD (10% 030 mgke/B) K ORI s i M ORERRE R~
=T OFRELFEDO L5 30mgkg, 72721, ZORTRIZOWTIEMho FHE#E THRE Lo 70)
MBIz, AT, 105030 mg/ke/ TR D ELE, 30 mg/kg TASABIE OMREE  (HEH
HEWRA~OFBEN LT ATREEDOE 2 bivd, ZhE, B8, EREL OVEFR R OB
N OERBIET O A5z, 30 mgkg/ H TREMIIZEEN A LTZN, b D3
OB R RN RO IR ETH D 2 & 2R T DR 05 T,

IR T » MIT3, 9K U7 mgkg/ HOT V) ST — LA BETERINCHER G L L 2
A, i HET, IBIROERERD L OVEALBIES R 5, ZOHE TIIREWEELRE ©
bz,

IEgR T H 1210, 30%TM00 mg/kg/H (AUCHLS CTMRHD®2, 3, 114Kk O'mg/m L5 ¢
MRHD®6, 19, 65(%) DT V7TV —/L&2EARIIIREO#S L~ 100 mgkg/ H
TEHRDOEBEIEDIKT, WEDCHEMM A LT, R TEO LA (100 mgkg/ B) , A
RAREOREAD (30 TN00 mgkg/H) KMOVEHET ORBLRD LH (WESEO/E, 30
K TM00 mg/kg/H) MRABAVT,

TR D K123, 105 TV30mgkg/ H DT ) 7TV — L& EARINCHTER S L= L 2
A, Ao pniiEmEER Lo REHET, BEKREORD, KIEREE oM (&
[ZEAS) ROMREEILDIR T 2580 b7z, 10 mgkg/H (AUCHLE CTMRHDTOE KT
DWEFE B D515 [ O'mg/m* a5 CTMRHDD6f%) Ti, JRIZICH T 2 EBIX R b e o 7,

Z v MZ3, 10030 mgkg/H (mg/m* % TCMRHDD1, 3K ON0RE) OT UV ET TV —
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V% JEPEMI R OVrtdete GEIRLT A 2260 10 5%21 A £ C) ISR AKE LR BRIZI W T,
30 mg/kg/ B CHEE 72 REEN Rtk AR O DT RIEE SR bz, ZOM&ET,
SEREVR O, HAERKEORDY (RIKIC2 D £ TRkt M OVEGFROK T RA LT,
Z v MZ3, 8K U20mgkg/ HDOT U BT T — va, EIR6H Bk 20H £ THHE
BhHLIZEZA, 820 mgkg/ H THER DM, 20 mg/kg/ A ToHrifhiz FHI O H AR
DIRER EFEOR T RRBD LN, TNUOOHET, BEWEENS RN, &
B OITE N OVERER AT BT 2 o T2,

8.2 SHBBRUHE
b hOSH - HFEICXIT 2 ABILIFY OFBIIAYITH S,

8.3 #RELig
ABILIFY I3t N ORFLICRITT 5, BHIE~D ABILIFY 50O 0EMA2EE L9 2 T, %
FA2 LT 579 ABILIFY OF5-Z2H 13 2 23Rk 5 LB 8 5,

8.4 INRADEMA
KD OIMEREEO/NRBRE, A ITRHIE ST AR BRI L D A2 A9 5 /NERE BT
B2 R OV W I IHESE S U TUVVR L,

10~/ NRBEICBIT AT I T — KOS Ka7 U BT — L OEyEiE,

REMIEZITR ST RRANICRT DR BRE L Rk TH D [(FEYBIEE (12.3) Z/H]

HEE AR

A ITVE D/ EBE TORENEEGINEDE, 13~17TmO/NEBE20261% 5t 5 & L7-6iH
D7 T RREERBRIC B THNL S Ve - A 2.1) , #IFEAH 6.1) & Vs
A4.1) ] . NRBIFICET DHEFFRIEO T REANCTHE S TR0, AR
FOTFT =2 K, RANBREL/NEBREBOT VT T — )VEYBIRE T A —F —D g
SHEMFRECTH D,

R 1 7R e

PG ISR O /N BFE TOR ML AL, 10~17O/NEBF 1976 2 x5 & L 7= 48[
DT Z AR ERBRIC I CHSLE NI 5 - HE 22) , #IfEH 6.1) & K
42) =] . NREEIZEB T DHERREORIRITREANITM S TV RN, AR
HOT—H KO ANBE E/NEREMOT IV ET T ) — VEYFRE /X T A — X — D5
HERFRETH B,
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BRT B Y — FUTRAG MY — FE2 AT 5/hNEREE 25 & L7 iBiEE TOABILIFY
DYV F U LTI T a gl OB OG ML, SRHEBNZEHE S LTV 7R0,

LinL, TOEPHEROT )V ET T — e ) F U AT VT afii L ORYENRET 1 A
EHOXINZ, RANEEOT =% LORNERE L/NREEMOT U BT — LI B RE S
T A—H =Dl LHERIFRETH B,

H PAPERE I X 2 BLAEPE

BB VE A R B BAMEREE O/NELBE TOLR ML FOMEIL, 6~17m 0/ N EE 21261 % %5
& LSO T T v R BR CREE S iz [5E - 218 1), Wik - HE 24) , F
B 6.1) ROVMAFE 14.4) 24 ] . BEEZRT HMEEEO/NEEE (6~175%)
ERIGLE U MR RERBR A EM S e, ZORBROBIHTHLIEEMRAILHENY (7Y
v'77 Y —/L 2~15mg/H) (ZABILIFY D 1218 [#] Dk % G- TERF DR %4 % E & 72 [ABC
OB T RE (ABC-D) OER >25%T, KRS RELERE (CGI-D) A [HhEEE
B T TEWUGE] LER]. BIETSHIDOBEOIERNBLEL, F2HTH D160 Mo
THEERMIA~BITL, ABILIFYfi& 5 L7 7 R EG~OYEZ OV I EES
FF T b, Z ORER CHIE M A T B PAVERE S OMERRRIEIZES LABILIFY O A 20 136
RES Ao T,

oLy MESE

My Ly MEEO/NLBETOT U EF T — OV O X8 5B (7~17m%)
B ON0EFRER (6~18m%) 23\ T1944 O/NRBFE CGES e [H05 - HE 25) , &l
1E/H 6.1) K OVgEFKE 145) 24 ], /NREBEE TORERRIEITIRENICHRG ST
/A%

MIESE L /EN

Ty MZT UV ET TV —L%10, 20, 40 mg/ke/H O ETHEFLIF (21 Hi) 75 plidd
(R0H M) ETRAKLL Lizb 2 A, LA, HRIEOEKERE, W - FEHECKT, &
OMERLAVDIBIE DGR BTz, 40 mgkg/ H OHETIX, HCHI, IEEINEIRT, %K, M
0L, EEGH, IRk, ROV OMO PSS MERE T o b TBIE ST, S I, PERR
ROBIENHET >~ FTRO LN, 2 TORARICEWCHRBKRFMIC, LE - FEHEDKT,
EEREEOEM, K OLL T OM ORI FRIE (LB S, THEIK (FEHE) , Bl &I
REERKR) , FLAR (IR, W) |, M7 o b OATERRE (BRRDW, 15 NEZERE,
YIETFIRDWD) o MET » b OEFERE OZLITE 7 v 7 7 F I L D k72 o
ThodEZZ LN EEMERITIETE T, MBICHWZRIEH ED10 mgkg/ HIZTHBWT,
INEOREHRARETH 515 mg/ HEHEOT U BT — L O O EEEEAHH O F
WETORHVERTER (AUCo,) &L CLEEEN e oTe, 2 TORYBIEESIT2 %
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HEOEEM OB LE Lz, ST > TR b EA OB R D% < 13l &I H L7k
A7 v hoRBRTHLBEIN,

WA X Qr AlR) 7 VBT T —)LE3, 10, 30 mgkg/H OHET6» AR AOKE L
&2 A, RN, TEBIMEIRT, GEBVAFE, BAR, MK OMRIE F OAR T o R M ER R U 23R
DT, PR E K OREIEINEI I TOHEREOMEA X C, SFRBEOMEIZ R L TR K18%
KR L7, WEtEEiE &3, BBRICHWIZRIEHED3 mgkg/ HIZBWT, /NEOESH
HRARTHDISmg/ BFREGRHOT VT TV — LR OZOEEEERHY OFVETOL

H VBRI R (AUCon,) & Wl L TN o7z, £ TORYBEFSIT2 5 A omE

HootkdeE LT,

8.5 BEE~DEA
FREICT VT T =V E&G5T 554, AERBIIHER L2\ [fEADES, BE5R
MEH Fo/EE 6.1) , ROBEKFERE 12.3) /]

ERREBRIZ 3T ABILIFY 2R 05 S4v7z 13,543 BloBFED 5 6, 1,073 i (8%) 7% 65
LA b, 799 61 (6%) 23 75 WA ETdh o7, A RIE, ARRPERRE TR 5 SWtEES 2
L Lz, &0 ABILIFY O7 7R REBRIZE N T, 65 bl EoBEHIsaFE & R’
725 RS2 ™I I 2 HIWr TSI R 5B TIE R o Tz,

BRIRFABRIZ 3 T ABILIFY ESAIZ G- Sz 749 BloBFED 5 6, 99 5l (13%) 73 65 7%
Lk, 78 B (10%) 7% 75 LA ETH o 7=, ABILIFY FEHAID, A ICTHIE T A B
\ZFE D Bl 2 A9 2 BF I 2 7 7 AR EERIC W TR, 65 kbl Lo BRI ER
LB D O E ™I G 0 W DI R S ETIE o Tz,

ABILIFY [X7 VY A < — IR Z B9 2 850 itk 2 A 3 5 BE OIRIFEICHR L TR &
TR [FRFAAR DB Je OV R OMEH L oorEE B.1) =T

8.6 CYP2D6 R¥#EMREE

CYP2D6 fRHHEMERIBE TIET VBT 7V — VRENEL 257, HEFENER SN D,
FADK 8%, BN/T 7V HRT AU AND 3~8%E CYP2D6 (2 L HHREARA L TE L
T, RENEEXEE PM) (OB IND [ - HE 27) kOHKRERE 12.3) =/

8.7 HRUEBESE

BEONFHERE (BRE) D EE OJFFEEE, Child-Pugh A 27 5~15) , IIBHEEE (BENGE
FEDE AR, SRERIRIEIE R 15~90 mL/%)) &8 L T ABILIFY Ol &% iH4 5 L2
N [ (12.3) 2]
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8.8 ¥k EM
PERI], AT R ONWRIERR 19 A4 & & L C ABILIFY O &% g4 5 VMBI [fRR 12.3)
2]

9 EWELRARMKRENH
9.1 HHFEMHE
ABILIFY [3HIHI3) Tl 7e vy,

9.2 #.A

b NI 5D ABILIFY OFELA, M, HREEMEICET 2 2R REHI T hILTueun,
Lo T, BEOEMILHOMAEZEEIZML, F0 k5 7RBE X, ABILIFY OB XX

SLH O (B 20F, mEoRE, HEORN, HEWIRRZITE) (oW TR Blg421T o
N

9.3 {KfFE

PINZBT 2 F KRR T, 28R 05 H1 1R K D IBHIER AR 0 b vl FARHER T,
EMIRFATEN IS SRS T2, RMHZRBIE TR, Eriitk, TARMEAEOBRHM, it
K OYSIEEL D ATREMEIZFR & M 7= R BR DI TITFHITE 7220,

10 BE®RS
BIVEF O3 3121% MedDRA HEERMEH STV 5

10.1 E FTORER

B AR SRR B OV AR AR BRI C U, R TR D ABILIFY O 4B KA LB I3 B4 553 )
HEINTWD, Z2OHIZIE, #H ABILIFY B R OMoW'E & HFHIC K Dl ER G E £
%, ABILIFY Al HIZ X 2581 O@E T 720, d5IfavHiH L7ERI o 5 5, #10 ABILIFY
SVEER G O mEIE 1260 mg (1 H O =#ESEH RO 42 %) T, Z OREFNIERICEIE Lz,
(12 ELAT) ~Of%& 1 ABILIFY (195 mg &£ C) O SUIMIAEAE &L G OWE b
HoTM, FLEOHE TR,

A ABILIFY (BUMSUIMOWE &) Zi&HR G S BIERI D 5%EL I i&iéﬂf:
RIEANC, WEek, EIR L OMRERS8 5, 2 Ol ABILIFY (BT oWE & FH) ©

BHRE T, 1 GILL IS8R SRR E B 22 e - ek E LT, 73 R—3 X, BUBM,
AST ¥90, O ME), RIR, SE, SEELIREE, K&, Mo CPK N, EML~LVoET, &
M, R0V U AMmiE, KiE, "BIR, ZE#dE%k, QRS BHER, QT MLk, RAMErk:ftizk, PF
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Wiz ik, TADLAEBRELR OHIRY H 5,

102 BER/EDEE

ABILIFY i &4 5 OIRRIC BT 2 Kl 2 i e v B b L7258 10 ERR A 1TV
H L QT MIMEAIER L TV ARSI RO E=Z U V%175 2 L, 9 TRVIEE, i
EEGOFHLE U, ML, WU KGEMR, BEWRA, N LTIRRR & OYERE BIC4E
hnz L, BENEETLETHIRBIEEZITY 2 L,

IE 1R  ABILIFY % e G- U7c 556, TEPER O R G- 23852 ABILIFY OWI 2 #ifi4-%
DIZH WD S Liv7e, 15 mg @ ABILIFY H[EE A5 1 FFE#ZIZ 50 g OTEMHER A2 532
& ABILIFY O] AUC K TF Crpax 23 50%3800 L 72

M1 /&ZEHT : ABILIFY i 8¢ 5 OIRHEIZ 1T 2 MR EHT ORI T 2 HIL 2023,
ABILIFY 2MAUEE A ICEEICREAT 2 2 &0 d, SR ER 5 O BIZIZAH TRy
EEZLND,

11 SF D#EEE

TUET T — LM A TH Y, ABILIFY® (7 VU 75 Y —/L) B, ABILIFY
DISCMELT® (7 U 75 —)) DEENHEEE, ABILIFY® (7 U E75 Y —L) WK,
ABILIFY® (7 U E 7Y — ) BANKESHEREND 5, %41,
7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl|butoxy]-3,4-dihydrocarbostyril C & %, 4§ =i,
Cy3Hy7CLN3O, C, E D431 8ild, 44838 Th D, #EXELLFITRT,

cl /m ™~
SN\ / \ |
/ \ / \ - - //-Q::\
( —N N-CH,CH,CH,CH,0 N o)
\__/ H

A\ 72
A\ y

ABILIFY $E121%, &2 2mg, 5mg, 10mg, 15mg, 20 mg & N30 mg OELELNH 5, TN
Y (RIEYVERSY) LT, houEravT o7y, e Raedrraeibin—2x, K
W, 2770 s 7Ry L, TCHSEELVE—22GHLTND, AFL L T="
fefbgk GEEAXIIRE) W FD&C HEB2 5T VI =V AL —X 2B 67 5,

ABILIFY DISCMELT BN AREEEEIC 1T, SR 10mg & 15 mg ORLLNH 5, Wy ORIE
PERRSY) L LT, TEALZ 7 AHUTA, TANVTF—A, FABHLT TN, JOAY
NAB—=AF RNY DA JaRARE Ry, R=F7 ) —LFE (RRERALER) , A7
TV U IR UL, fmtre—, b A%, Eag, TNk b= EE
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HI 5, aFEL LT, = bek GEEXITRE) , NI FD&C HH@2 57 VI =T L L
—XE2E5H67 D,

ABILIFY WH#IE, AL ORHEEEAOERIKT, REITX 1mgmL T o, ™Y (REME
B4y) LT, =7 M RY LA, BEE V'Y S, d-EEE, ATFARTNY, TeEe
Vo7 a—), TrEAnRTRy, KT Y A, vakE WONOKEEAT D, W
HiEIL, RBRA L V7 U =2 EDMDORIRER TERE SN TV 5,

ABILIFY {EHRIL, HEIHO /N1 7 VRFIT, ready-to-use O & 9.75 mg/1.3 mL (7.5 mg/mL)
DA LR OKEK T, HRANKREREHTHL, i ONEMERSY) & LT, 199.5
mg DR—HZ - 70T F A K ALK TF )L —T )LiEEIK (SBECD) , Az (10.4 mg) ,
KEEAET BV w2 (pH 4.3 ICHF%E) W ONTIESK (133 mL (ICFH%) 25/ 5.

12 BRPRZFE

12.1 {EFA¥F

WA IRE ST BABMEER 62 7 ) 77 Y — VOEREFIE A TH 528, K83 v
D, U m b= 5-HTjp BRI T 2807 T =2 MEME L, 5-HTon ZAEICHT 57
YH A=A MEVOW A2 L CHREFRET LD LB HND, FOMOERK TOIEH
WZOWTIE R RI U D L b= 5-HT o KON 5-HTop A OZFRIZHT T HEAIZE D
MATE2b0LHD0E Lk, BlxE, 7V ET T YA EERICH LD RN
MEZHDNWTIE al-7 LT U UZFRICHT HT7 o F A= MERICLVFHTZ 501D
LALZ2\,

12.2 FEER

TIUET T =T RX2 Dy WDy, B 1 b= 5-HT 4 MO8 5-HTop Z BRI HKE LB
itk (K EIZZN20 034, 08, 1.7 R34 n0M) %, K832 Dy, £8 b= 5-HTyc K
5-HT;, ol-7 FLF U R A% I Hy RISk LR REOBMME (K Eixzhth
44, 15, 39, 57 (61 nM) %, £ LTk b= FHEV ALIBALICHELE OB FME (K =98
nM) AR L7z, 2 U AREMEL A U 2R~ OBIPEITERD b e h o 72 (ICso > 1000
M) ., TIET TV —LE R D, ke b= 5-HT A BRI LSy 7 2 =2 |k
LT, S-HTpW ZARMEICH LT v Z2 T=2 k& LTERMT %,

12.3 EpEhiE

ABILIFY OFEBIEMETEE L CTRHEAM T VBT T ) — s, HTEER#HT e ka7 Y
V7T WCHKT D, T ka7 U ET T —iE, DyZAERICK LEHMEA Y & R
OBFEZ R L, MIETH CRALAMOBRBERED 40%%RT, 7IET TV =L EOTE RKe

57

78



TVET T =V ONEEEIAERINIE TN EIK 75 KN4 K CTh S, mifbEam & bis
% 14 AUINICEFRREICET 5, SRMETHRRERGZOEYEE) O TR TH L, EH
WRREIZBWT, T ET 7Y —LoEMBEEITAREICHEIT2, 7V ETI7 Y —midEe L
THHE COMRBIC L VKT D5, ZOMREHNTIE CYP2D6 & TN CYP3A4 @ 2 D P450 7 A
VA LHELT 5, CYP2D6 (EBHEMERIBHFIZH T 57 U 7TV — )L D2 R -0
1349 146 FffITd 2,

B RERBR D5 S, ABILIFY DISCMELT® [ePNAREESEIX, ABILIFY 88 & W22 7%
ThoT,

®&ng&s

I

FEA : BERIBR G DOT VT T — L OWIIE BIFC, 3~5 R LN iz e AE o B |2 5
T2, SEAIZ IR NG RO NA AT XA FZE VT 11X 87% Th o7, ABILIFY [IRH
IR KR TE %, ABILIFY 15 mg SEAIRESENE L L bICRAI LSS, 7 E
TI = AREOIFEENRHY T E T U777 = ®D Cpy XiE AUC IZA B 72 BITRE
DN, TIET TV =D T (X3 W, T8 Re7 77— L 12 k
< 7 o7z,

A R E L CTR OG- LIZBEoT IV ETS T Y — L ORINITREFTH 5, FUARICE
F57 VT T = OREAIP RO MAE TR EEAR G L @ o T, A Z IS
Ll 30 mg DT VSTV — /L ONBKKL T30 mg DTV T TV — /L OFEHIOIEY)H)
REZ LI T~ D AHRI I NA T _A T U 7 4 BRI N T, B Cpa XY AUC fHIZIS
T DAL OSERI D LLRIZZNEN 122% & 114% Th o7 [ - i (2.6) /], HA|
BeH LT )77 — LY, 5~30 mg ®HBEORTHRIE TH W RGN Z R
L7,

gl

TVET TV — R OEFIREBICE T 2 0MmARIIRE < (404 L XX 49 Lk , M
PMTIRFIC T D, FNRBIEE CIIT VB 5 Y — & 2O FFRE D 99%LL A% L
HEA, EFELTTATIVTHALTVS, BEAIZ05~30mgADT VET T Y —1L%
14 AR&EE LG, DySBABREAERITHEICEFEL, & ME~OBITHRB I,

A AOSEES
TIVETT Y — i EE LTBAKEL, KEE{L, N-BL7 L 4bo 3 FEOMRBEHRREIC L DR
FEN D, invitro RER Tl CYP3A4 Y CYP2D6 (12 L 0 ik FE(L L OUKER{L &+, CYP3A4
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WZED NPT TSN D, EHREERLET TIEEL LTT I ET T Y —ARnftisn s,

EFERETIE, EEREYTE ka7 ) 77 Yy — L oifEd AUCIEZT Y B 7 — /Lol
HErh AUC OF) 40% Tdh - 7=,

MCICHERR L7=7 Y T Y — LA HERO#%E LT-5E, %5 SN BEHEEDRK) 25% K%
W 55% D FVEARF L OFER IR Sz, IRPICHRE SN RERITE G ED 1%AK
T, FEPNHOEU SN ARERITROZE G EDOR 18% ThHh -7,

Y B AERRBR

OIERNT VT T —A0T e Ra 7 U BT T Y — L OlgEEE B RITTREIZONT,
FNENX 1 O 2 128K T 5, YIalb—railkbdl, CYP2D6 IEHMAHNEMES I
587)7% CYP2D6 FHERE L CYP3A4 [HEK AN Hixh Lo & &, EFIREBDIFL Chp HEX Y
AUC 1T 4.5 512N+ 25 L& 2 55, CYP2D6 {UHHEERIBF 1257172 CYP3A4 BRFE SR
EOFRT 2 L, EEIREED T Coa fER OV AUC fEIL 3 512845 & PRI,

1: OEKINT Y ©F 5 — L OEWENREIC RIT &
{23 ABILIFY |2 & 1 F 522

PK TYUETSY—ILIZHITBEEER Y 90% Cl

CYP3A4 R :

rhary—i CJ}TL'é(l:K i —

CYP2D6 [REE -

*=vy Cﬁ#r%cx i I B I

CYP3A4 FE %
AL EEY AUC F
Cmax |-pl_|—|

BELS NI -
ITEFIY C&r%cx [ HH

HH
ZDith
LT Ok AUC
’ Cmax [ w
YFoL AUC F
Cmax | ﬁ

=X JAVN AUC F HH
Cmax [ o
0.5 1.0 15 20 25 30

HE (HEMERELGL) ST HELL

59

80



X2 :OEFPTE a7 U vrs Yy — LORyERIC RET e
L #2S ABILIFY (2 & IE 4 B8

PK FeEROFZYETSIV—ILIZEITBELBEERY 90% Cl
CYP3A4 [HEE : ALC
Fharvy—n Croex —a |_._|I
CYP2D6 [AEZ :
=9 AUC F ——
77 Cmax | -

CYP3A4 FHEE
HILRTELEY Auc F

Cmax - IT-.l—_||
BRI -
TFEFIY C’}rLé:x [ I-H-I
Z Dt ALC
NLT OB Crrax b , = !|
UF oL AUC —a—

Cmax —s—]
OS5+/\4A

AUC |

Crmax [ w

T 1 1 1 1 1
0.5 1.0 15 20 25 30

H#E (HEMEREGL) 2T HEI

ABILIFY HMiD3EF| DI RS2 RIE T HOWT, K3 ICENT D, KOOk ERE
Zxtg L UTc RHMERISE BN BT CIE, EHIRERFO 7 LA Xt F > (20 XiE 40 mg/H)
SNaFxtF o CR (375 XIE 50 mg/H) KOEA T YL (100 X% 150 mg/H) o
I RERBALIZH SR oTz, T XREF U RN LT IVF FBF o OEIRENSE
FIEEL, TNENR18%M N36% LS L, NeXxtF o Tl 2I%E N L, TIETFT
= e LTS E, BV RT Y ROT AAT AL RN T Y COEFRELSEHREIC
RERBEITH BN o T2,
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X 3 : ABILIFY Ml 3EA D IKMENRRIZ RIZ T HE
ABILIFY HMANZ R FE 5 52

CyPaDs PK ZALEER T 90% Cl
FTERAROAMLI 7Y
CYP2C9, 2C DMDRP =
YP s 19
e S- AC
T oLz7 Yy Cmax I—I’I—1
R- AUC
o7y Cmaxr )_|I-|_|
MR | ]
AATSI— AUC - |_|_||. |
UGT1A4 Cmax
SERYDY AUC
Zott Cmax | m
ALTOE AL i
AUC
YFoL AL 1|
OS5 €/ A AC B
7 Cmax = I-H
U577
N RS AUC
B :\__:/377 max F I_w
O-FRAFIRYTT7HLY
AUC
Cmax m
IRYAEATS LA AC
Cmax |'ﬂ|
1 1 1 1 1 1
05 1.0 15 2.0 25 30
HE HEMERELZL) ITXTHEL
RRERZXE & LIZRAR

BB ERICBITATIE S — A RO e RaT7 ) ©r5 Yy — LORBERICHOWT, Fih
T 4 KO 5 BT 5, £72, ABILIFY (20~30 mg) #=#5 L7=/)
) ICBWT, KETHIELETIESS Y —ADr7 VT 5 RTHRAE OETL LD

o7,
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B4 : NRMERFRT ) ©F 5 — L ORWENRIC RIETRE

Rz SRl

ICYP2D6
ﬂ’t%!ﬂiﬂ"fiﬁié% VS.
EERBEESE

TR
ZE vs. B

3]
18~64 i% vs. 65 WLl L

PK

AUC
Crmax

AUC
Crmax

AUC
Crmax

AUC
Crmax

AUC
Cmax

i

S

FUVETSY—IIZHEITHEERERRVT 90%C

I i
i i
——]
J am— |
05 10 15

HEITHT BEAL

62

&3



B5: NRERFRTE FaT ) eF7 Y — L OEMERRIC RIETRE
PK TERATYETSV—ILIZHIFBEILBEERY 90% Cl

CYP2D6
RBEMEREE vs.
EHRBELE et - |= & :
TR
= . B
% vs. Bt @n"}a% |
FHh
18~64 % vs. 65 MLl E
AUC F -
Crmax [ ——
FFEEE -
B vs. EH Quer |F—;*———j4
FEE vs. EH UC —a—
o sl Hay
EE vs. EF CArTU.a% g | - = | |
Il 1
BEHEEIES -
" CATTL'IIJa?{ [ : | = B : |
B I 1
1 1 1 1 1 1
05 1.0 15 20 25 3.0
HEIIHT HE

NS

EEANZSRE LTV T T Y — LERFIO 2 SO FRYEERBRIC B\ T, e
JEBER I O P REE, 1R O3B CTh oz, Fe, TUET TV b Smg fHiEDH
KIS AT A T YT 1%, 100%TH o7, FHRNEEGHE D Copa DREMEHEIL, 1
L CEAIL Y 19% @m0 o7, 24 B O HREEEIL, 7V 77 Y — /LR & # 0 5EAI Tt
NFERTH 2708, F51% 2 R D AUC 1XEEAI L 0 FiTED TS 90%m - 1o, ZE L7 iRKRE
2 & DB RAE SIS RFRIGEEFE O BEZ BT, 7V V7T Y — Vi oKy
REIX, 1~45mg OHEGPFHCHIEL R LI, 7V ET 7Y —AEHAIOMRHIZONTIE, &
BN STV RN, AN GIC LD RN LD L Z &30 L Bbhd,

13 JEERRREE

13.1 AARMNE, EEEE ZHREES

AV V); K

ICR ¥ 7 A, Sprague-Dawley (SD) 7 > KK TUNF344 7 » b Z TS AR RER 23 52 S 4
7zo ICR <=7 2|21, 3, 10 }2TX30 mg/kg/H, F344 7 > M1, 3 KON 10 mgkg/H [mg/m’
BT MIBU A REHEARE (MRHD) OZh2h 02~5 5K 1N03~3 (%] o7 Ve~
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5 — )& 2 EMIBEER S L7, £7-SD T v MIiZ 10, 20, 40 &% 60 mgkg/H (mg/m’
BABCTMRHD D 3~19f%) OF7 VT TV — L& 2ERBARE LT, TIETSF Y — LT
e~ AROWET » MG Z B ESEenoT-, M~ A TiX 3~30 mgkg/ H [1R#EE
(AUC) i Cld MRHD # 5D b R 0.1~0.9 %% Ot mg/m’® #T MRHD @ 0.5~5 %]
IREEH G- C TR NRE, LIS, BBEEORBIEN EH Lz, M7~ FTiX 10 mgkg/
H (MR & (AUC) i Tix MRHD # 50D b ko 0.1 £} O mg/m? #5 T MRHD @ 3 ]
IRET G CHLARRMEARIE DR BLEN EF- L, 60 mgkg/H [IBFEE (AUC) Lt#:Tid MRHD
BEEOE RO 14 7550 mg/m? #ET MRHD 0 19 fi5] #% 1 -5 C I R O b O F 5 35
BB 2 B O PR s D A RN R 5 LT,

F o I 1T D N EAR K PR O FETEMEZ (LI I O FUE R E ORI 5% I bRO b
TRBY, 7ud7F 05N TH500LEXLNTNWD, TUET T —LORAFHERERIC

BWTIE T 7 7 7 F UAEITRE SR> 7203, M~ o A CTIXELIR & OVF BTARIEE O % Bl
RO EABHBLNTCHET, 13 ERERGRBRICENTIE Y27 7 F 8D EJPEO L
i, W7 > N CIRAREREORBEED LEARALNT-HEICBTAMIE TR T 7 F a0
FRF 4L O3 BRI CII A bR o Te, ToWBICB T 27 v 7 7 F o250
Lo EEED e MZBIT2 Y A7 L OREHIIAITH 5,

BiEE
in vitro (233 1F 2 Ml O IR 28 BakBR, invitro 12351 D O DNA EERER, invitro (28 1)
B~ A o8 EME A O T REZE BERER, in vitro IR F v £ =— AR Z —fili
(CHL) ffaz H - e BeilBe, in vivo lIZ81T 5~ AD/MERBR K VT » hORTE
H DNA AEGERBRICBW T, 7V T 7Y — Lo EEEsHRT Sz, 777 —L
&2 O (2,3-DCPP) 1, invitro (Z331F 5 CHL flila 4 v 7= e iR B ilBR i B8\ ¢
REHEE LA D 6T, Je SR 5% L, @ 2,3-DCPP 1%, CHL #f
Jid % FVN 7= in vitro sREBR IRV T, ﬁﬁ%ﬂ%‘ﬁft@@b‘xﬁﬁTf, RS A BN & 7=, invivo
BT 2~ U AD/PMERBICB W THELIS AR B2, ZHUTEREHA CiTiE s &
WEBZONOEFICLAbDTH ST,

e E

MEZ > M2 2, 6 %120 mgkg/H [mg/m* #5H T Mok 2 ik mHEEH & (MRHD) O 0.6,
2RV 61E] OTVETTY— a2 AZR 2 BRINGER 7 AL TRAKEG Lz, $XTOM
B CHEHIOELN K OB R OBEMARD bz n, ZRECHEFILIRD b oT, 6
KON 20 mg/kg/ H CHERRIBELE 23 L, 20 mg/kg/ H THIZOMERE I A L=,

HEZ > B 20, 40 K1Y 60 mgkg/H (mg/m> #% T MRHD @ 6, 13 LN 191%) OF7 U
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7 — VB AR 9 WA O AERIM Al L TR D5 L7e, 60 mg/kg T - IZAIE S, 40 K&
Y 60 mg/kg THISZMRZERENNGRD HITZ, ZIRREDFEEITZRD bR o 7=,

13.2 BB IT 5B RP/IRITEHEE

TV ST, 26 HERER G5 BERER O 60 mg/kg KT, 2 4505 A REPERER D 40
Je 60 mglkg T, T/VE ) T v MIHABEZN: 2 %4 L=, 40 KT 60 mg/kg/ H O £1% mg/m’
BETE MoBT AR E (MRHD) o 13 XN 19 £%, MRHD # 5 ot Mk
IREE & (AUC) L OHEET 7 KN4 5Tk T2, 78/ 3w U AR LV OMEOME T
IIHBE AN 2 R TR RITER D b o Tz, T OMF %2 S DITHRFTT 2 720 OB INakbk i35
i STV, ZOFRICET I MIBIT2 U A7 & OBEEMICOWTIERHTH 5,

14 BEEREER
ABILIFY (7 V77 Y —n) RAORA O, TomaxiEeslss, ISEHES
TR BRI B W THER S LT,

o  MAKMIEMNEE ZXIG L Lz 4 SOREHEBRKL O 1 SOMERHRIERER, WOITHE
FAWEFDHEEE (13~17 %) Xt e Lz 1 SOmMEER A5 14.1) 2/,

o BT EY— FUZRAEMETE Y — F2ATORABEZNGRE LT 4 SOmBHEAIEK
B K& N1 20 6 BB ERER, WOI/NEEE (10~175%) Zxdfe Lzl >
DEIEAN BGRR[0 14.2) ZH]T

o WM I MBEEDORANBEE ZXGRE Uiz 1 DOBAMERRRIERER, KO 1 SOMBhHERE
ERER [k 142) 2]

o HUEDOTE Y — FIZHT D800 SIIBR THRRRPIGEENLRD TR D ORitkiEE
RN ZRRE LIc 2 oOmERAER [k 143) M) .

o HPAMEREFICH S BEMRZ AT 5/NEEE (6~177) xR e Lz 2 SO /4

Ktk 144) =/

by Ly MEEEZATLNEEE (6~18 %) g s Lo 2 >OmEMEER /A5

145) =] .

ABILIFY (7 VU V77V —)) EHFIOFEML, LLTFomasdisiE, I<EHSN
7-RBRICB W CHER SN,

o HEASHTRAE IR [ RUEE (BURARSMET B Y — R) (20 IRk e DR A BRE 2 %)
Geb L7z 3 o0 24 Wi ER (M7 14.6) =)
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14.1 #EKRE

FRA

A KTVEIRIRICEB T D ABILIFY OAWEIE, £& L TRAEKIIEICE T 5 DSM-IIIV %
WICABT D AMIE AR E 2R E Lz 5 o0/ @G #HE6#) , 77 vRxH
RERICB W TR Sz, S RBRT 4 R BRIT, ABILIFY & 77 2R TENRD LR,
BOBHLO/NSN I HBROALEDBO DR oTe, £, ZOHH 3RBRTIE, UAXRY
Ry (3B X el R—b 235 NIEESRE LTHWLRTWS 2, ABILIFY
L IR A iS5 K 5 T A SR BRI e o T,

BHARNFRD H72 ABILIFY (7 U BTV —)L) O 478BRTlX, R isuse-ome ik 2 57
T 57O 4 FOFEFHREL A S ALz, ARMEIE, Btk - BRERERFEM R EE (PANSS)
Z VTR &7z, PANSS 13, SEAKIRIEDBGMEHERNE (7IHE) , HAKREDRME
JERRE (7THEE) EOWMAREMRERLE (16HE) O30 HEAENLRS, FHEEIX 1 (ER
72L) b7 (ORERE) CTHMliSi, PANSS A AT I1X30~210 Th D, HRREMHIGE

(CGD 1%, HAKFIEDIERITKHEE L TV D3GE L7BEE 0, BE ORI IREIC
BTG A KL= D TH D,

2 FEOEE H & ABILIFY (15 XX 30mg/H) %77 &R & g3 2 4 5308k (414 )
IZHB\ T, ABILIFY [l & & & PANSS iRA A a7 (26, #Bi 1) , PANSS BtERE K&
N CGL-HIEFEA AT IZBWNW T ZEAR LD bER TV, £72, 15 mg I% PANSS [2 R E
IZBWTC, 78R ED bEAL T,

2 FEO [ E H & ABILIFY (20 X% 30mg/H) %7 7 &R & ik d 2 4 & 5308 (404 1)
\ZB\UW T, ABILIFY [Zlif&E & PANSS #8227 (5 26, #klk 2) , PANSS BGEREE,
PANSS &t RJE K X CGLI-EIEE R aTICBNWT T IR LD HENL TV,

3 FEO[EE A & ABILIFY (10, 15 X 20mg/H) % 77 &R & k45 6 @& 5 B (420
f) 12T, ABILIFY 13 HE L © PANSS G A7 (26, #BR3) , PANSS R
JE R TNPANSS FEMEREICBWT T 78R L0 HEN TV,

3D EFAED ABILIFY (2, 5 X310 mg/H) 277 vR &+ 25 6 B 5RER (367
B) TiE, REROEET 7 b A ThHDH PANSS #2227 (3 26, iklik 4) (28T ABILIFY
10mg X7 78R LD HEN TV =AY, ABILIFY 2 KON 5mg 1377 AR L0 ERLTIIW 2
-7,

XY, 1 HHE&E10, 15, 20 K30 mg DA NMEITSAHEE S 2 DORBRICTIH W T, ML
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SNz, WTHORBRIZBWTY, BHENSKEAERL Y LERL T D &V ) IRILTR
SNz oT,

BT T N—T DMITIZIBNT, Fim, PERISUIAFEIZ LD 5072 OZEITRO i/
Nl

L OFUEHIRIL T 3 » AL Bk ORE L T8 A RATRIE DSM-TV I &5 803 5 AREE
FHIH A 310 44 % BRHIEBRICHA AT, T E TOHUSMREOR L 2 ik L1,
B % ABILIFY 15 mg XX 7T B ARBEICEAEZ IR T, 26 £ THBICOWTHIZE LT,
THEERMMNOERIL, CGlWEE AT 5 (BEE) LIk, PANSS #E UTIEH RN
2a7 5 (RREE) Lk, XX PANSS G A7 O 20%LL EHEIN & EFE S, 26 HH
OB I\ T, ABILIFY 15 mg BEORBENHHR E CICE LZRRIZ Y 7 B RREC
REBIEDNo7 (K6, RBRS)

INRRE

NREE (13~17 %) OFERKIVEIRRIZI T 5 ABILIFY (7 U 77 Y — L) OF9WE%,
FEARKIIEICEE T 5 DSM-IV EHEICAE L, _X—A T4 D PANSS Aa7/R” 70 LA ETHD
Sk A xtg e Uiz, 6 I~ 7 & A st FREER 1 BRIV TR L7z, Z 0Bk (302 41)
T, 2 FEOMEEHED ABILIFY (10 X130 mg/H) 27 TR L, BIAGAE 2 mg/
H2 5, 10mg BECIL S BHIE, 30 mg B ClE 11 BRI CHAER&EE CHilg L7, ABILIFY X
ALY, RBROFEET 7 I A THD PANSS i 2T (326, ilbr6) ITBWTTI®&
ANEVENTH, 30 mgHEN 10 mgHEL D A THDL LW Z LIRS nienrolz, /b
RBE TR T DHERRIEO D RITRHEBTHH SN TORWD, RABREOT =2 KDY, ik
NBEF L/NRBFMOT VBT T — VIEYERE T A — 2 — Ol b HER A RETH 5,
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3 26 : E R

B D EEFMGRE : PANSS

¥ N—=RZ7A v

RRES R ReRAF4y mboLsr 72 ETRERE
a7y (sD)  ©DZE{k (SE) PE" (95% D
R 1 ABILIFY (15mg/H) * (?gé) ('zli‘(f) (_lgﬁi_z)
ABILIFY (30mg/H) * 3313) (-21.13'3) (-14?2,'5-2.1)
77ER fﬁ% (%% -
=N ) ABILIFY (20 mg/H) * (?312) (21335) (-15;91,'6-3.8)
ABILIFY (30 mg/H) * (?‘éﬁ?) (213249) (-14?2,'(23.1)
7 7R (%% (fﬂ) -
Bk 3 ABILIFY (10mg/H) * 5;; 53& (49&£;AU
ABILIFY (15mg/H) * é?é) gé;) (455if30&
ABILIFY (20mg/H) * (3(2):3) (_21.1?) (-18.-5132,.-15.68)
77eR (2% (%% -
B 4 ABILIFY (2 mg/H) 3312) (i%) (-8.2-92,.92.47)
ABILIFY (5mg/H) (?gﬁg) (_11,8'36) (-10._75,'20.19)
ABILIFY (10mg/H) * (?(1)(9)) (-11,18.5) (-11.-35,..90.58)
77X 3%> (g% -
NN ABILIFY (10 mg/H) * (?ﬁj% (_123'17) (_10._75,'-50.21)
13~17 %) ABILIFY (30 mg/H) * ﬁéf) (fgg (42??21&
7 IR (?gﬁg) (12}932) -

SD : fEHE(F7E, SE : fEYEgRZE, LS ¥« /b T IREY, Cl: RFFEEHEXM
CR—RATA DD DOERNRFHMOELDE (EE—-TTER)
* FIRRIIx L CRENC A B R BN b &
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X 6 : R BEOREES D Kaplan-Meier #EE GRBR 5 : A LTE)
1.0

0.97 — ABILIFY
- 5K
0.84
0.79
0.64

0.57

BRE

0.4
0.3

0.29
0.1
0.0

WRERER

ABILIFY]148 138 111 104 96 92 88 84 78 76 75 73 71 22
J5+HR)|149 139 105 89 76 66 59 53 50 49 46 46 45 12

0 14 28 42 56 70 84 98 112 126 140 154 168 182
BEALEISOEBBEH

142 PIBHERESE

BR vy — RRREMET E Y — FORMEERER

HA

L F =37 S

AMEER T B Y — NIRIRIZI 1T 5 ABILIFY HLAREE DA LMEIL, A [ BRSO #p — &/
— RFRAMETE Y — RO DSM-IV EHEICEET 5 AR FE A5 L L 3 M7 784
KHEABR D 4 REBRICEB W THENL SN T, 2 ORBRICITRARG 2 A9 5 XUTHA S0
FEREEN, 2HRBRICITAEZAER IEFEZRI TRV EBEELEEN TN D,

B OFER 0 BRI 21X F BN 70 SR E T d 5 Young BEFREANR L (Y-MRS) & V-,
COFHMEREE, 1THEENLRD, AT (BRI LWY) 205 60 (REaR) O#FH
ThY, WHSNTWDEREOFHMIZCLDIRETH D, ERERMFHETE L L TIXERR
BRENGRE OAME)  (CGI-BP) 72 &% Hu iz,

ABILIFY % 15~30 mg O#i T, 1 B 1[5 (BIaaHEIL 2 38 T 30 mg/H, 2535 T 15 mg/
A) RAZBRE L, R0 biviz 3 i~ 7 & At B o 4 38 (268 51, 248 51, 480
B, 485 f1) TiX, ABILIFY (X Y-MRS #&& A =27 OFD (G527, Bk 1~4) , CGI-BP i
AT () ICBWTT 78RLD bEA TV, BABHED 15 mg/H D 2 R TiE,
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48% & 44% D BE VK TIRFIZ 15 mg/H O 52517 Tz, B &N 30 mg/H @ 2 3Bk T
1%, 86% & 85%D B ML THFIZ 30 mg/ H OFe 5252 17 Tuiz,

BRI

BYR T B Y — FUTIRAGMETE Y — RE2H T 2 BEOMYPIFIEICIIT 5 ABILIFY O U F ¥
AT v T alg b OGFRAREOFINER, SR 1 RREEICEI 35 DSM-IV FEHIZAE L7k
NEBEEZE G L Uiz 2 B ORD L EKBEAIFIEDOEAMZ LS 6 HH D77 & At FEER
(384 fil) IZBWTHENL ST, ZORBRICIE, B Y — FXURRAEZE Y — FEWY
g2 AT 5 IIH S RVEBENEGEND,

BEAT, FERTHREEOMAIRED U F 7 L (0.6~1.0 mEgq/L) XiE/ L7 mfE (50~125
pg/mL) OFH AL, 2 WL EREEHR L, 2B OKDYIC, VF UL
T afE~ORAL3 2B (Y-MRS #8822 72816 LU E, Y-MRS #8822 7128V T 25%LL
ToOW®) 2R LEEEE, FERTFTTOY F U LIV a g 512N %2, ABILIFY (15
mg/H X7 A H % T30 mg/ A ICH &) LT T BROWT OISR G EES
B 21T o7, 6 MO 72 RMBRBRICEBNT, VF AT LT ek (ZhEho
RIFEHIPATH 2 0.6~1.0 mEq/L X% 50~125 pg/mL) & OO AR OMBIRIEIZI 1T D ABILIFY
%, BB ETH D 15mg/A T, Y-MRS & A a7 O (%27, Bk s5) &K CGI-BP &
JEFE (Bi) 2728\ TC, UFUAXE VT el 77 v RGhEZ A L& 5
HLVENTH -, SATa@BRiFHOBE T1% &Y F 7 A0FHOBE 62%0 6 # R T
@ ABILIFY O# 5 &L 15mg/H Th o7,

PIEBE

NREE (10~175%) O I BEETRIRICI T 5 ABILIFY OF&MEZ, A 1 RIFEE O
MR A AT 5 UIA ERVER T B Y — FXIRAMET E Y — N2 DSM-1V A #EC
BEL, X—=RATA D Y-MRS 22720 LL ETHDISREFEZXG L L, 4 B0
Z AR HEERER 1 3R (296 1)) ICBW TR L7z, O _HEEMRY 7 AR REERTIX, 2
FEDEE M & ABILIFY (10 XL 30mg/H) # 77 AR &tk L7z, ABILIFY OB 2
mg/HIE, 2 B%ICSmg/H, 10 mg BETIELS AR, 30 mg #£Ci 13 AR CHEM &S Tl
L7, ABILIFY IZiif&E & HI1C, Y-MRS AR a7 (£27, RBr6) ICBWT, "—2TA
VB ABEBEETTIERIVENRL T,
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R 27 : BBtk ERER

BEOEEFHRE : Y-MRS

S o N ) NR—RFA = s
RBpEE B 58 NeRS A4y BOLSTE Z;Jgiﬁ/—bfﬁ)&
xa7 (SD) DZ4k (SE) i

o 29.0 12,52 533
= iz %
AR 1 ABILIFY (30/15mg/H) (5.9) (1.05) (-7.90.-2.76)
R 28.5 -7.19
7 7R (4.6) (1.07) -
. 278 8.15 480
= ic *
B 2 ABILIFY (30/15mg/H) (5.7) (1.23) (-7.80. -1.80)
R 29.1 3.35
77 (6.9) (1.22) -
B 285 12.64 3.63
= ~ *
AR 3 ABILIFY (15~30mg/H) (5.6) (0.84) (575 ,-1.51)
e 289 9.01
77 R (5.9) (0.81) -
B 28.0 11.98 228
ey ~ *
Bk 4 ABILIFY (15~30mg/H) (5.8) (0.80) (444 .-0.11)
N 283 -9.70
77 ER (5.8) (0.83) “
a5 ABILIFY (15 (%30 mg/H) * 232 1331 2.62
A T N ol (5.7) (0.50) (-4.29 ,-0.95)
TR+ Y F U LT Bk 29 07D -
(4.9) (0.69)
298 142 5.99
- I *
St (), ABILIFY (10 mg/H) (6.5) (0.89) (-8.49, -3.50)
10~17 %) . 29.5 -16.5 -8.26
ABILIFY (30mg/H) 6.3) (0.87) (-10.7, -5.77)
e 30.7 8.2
77 R (6.8) (0.91) -

SD : #E¥ERZE, SE : fRYERRZE, LS ¥ : f/h T3, CI: RFEE XM
TN=RT A G DR/ IFIED AL D (FH—-T TR R)
* 7T BRI UCREIC A R EAIMEDGR D D B

PRE | BUEE OHERFIRE

AR FFATS

RHH LW E Y — RO TR AT TH 20 1 HEE (DSM-1V) T, FEER FI
ABILIFY Z #5341, iR ZE Lo, BRI 6 MU LR Sz 25 & L
ToHERPRIERIBR S Bl S 7z, ZORBROE I, ABEE R OISREE 2541 LIk
B FT? ABILIFY (15 1% 30 mg/H, BAtaHE 30 mg/H) &5ICLHLZENHTHY,
BRRICZEE LT-# 6 ML B L CENAHERF STV D Z L &8 L7z, KW\ T 161
BIOIRBFE & EAE L 1T ABILIFY (ZEMERH D& & [l Ui b&) X377 B AR IZEIS T,
R Y — R XL 9 DWW Y — FOBRE “HERIEIC TR L, BIELEIR 1
IZBWT, ZORBROFET U+ L TH DL D DO I £ TOHIM T ABILIFY 1
TIRRICHLERL T (K7, #{B7) ., —EHERMMTICEEH S5 oKy Y —F
OHBINAH BT, 19 14443 ABILIFY BECTH Y, 36 X7 7R TH 72, ABILIFY #C
HONTEIRTE Y — K (6) X7 7 BREEOK (19) L0 HIELS o7y, 22— E Y
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— REUZ oW TIE ABILIFY ARl (9) THY, 77 AREE (11) LIZERILCTH -7,

BT T N—T DI T, Flin K ORI K DB B2 TR OEITRD biginolz
25, NFRIZ K 222U T 2 72 DI i3S NHEOBE BRI AR+ Th o7,

7 : BRAEORMEES D Kaplan-Meier #EE FRBR 7 : PUBRMERE)
1.0

0.9 — ABILIFY

05 -5k

0.7

BRE
[=]
L4}
1

WRERE

ABILIFY| 77 75 61 58 50 47 46 43 42 41 40 40 40 36
FS5+K| 83 74 62 56 53 52 48 45 41 39 35 30 30 25

1 | | 1 | | 1 1 | | | | |
0 14 28 42 56 70 84 98 112 126 140 154 168 182
BELAEMAOOFABR

FEBY RN ko B REFF IR
RHH LV B Y — RPEEH UTRAMETH 2 35 1 HEE (DSM-1V) A7 2k ANBEIC
B DRI L DHERRIERBR 2 £l L=, BE~T, EERTHRBERO M FREZED Y
F 72 (0.6~1.0 mEq/L) XiZ/Nv7afig (50~125 pg/mlL) OG- ZBAtA L, 2 HEZEH
BEMERI L, 2BOKDVIZ, VF LIV T BlB~OR+372 )5 (Y-MRS #84&
A7 16 LLE, Y-MRS A A2 TIZE N T 35% L FOW#) 2x L-BEE, EEMRT
TOUF 7 AXI N7 aiEbe s OBk & LT ABILIFY (15 mg/H DHETHIAL, 4
HEmymgamﬁixmumgamﬁiwgmim)@%%%ﬁotoﬁW%ﬁﬁma
HEM T TO ABILIFY & U F 7 ATV F oo H#EG 42500 TR, @kt 12 8 RE
IWAZEE (Y-MRS LN MADRS At A3 778 12 ALLTF) LTWSEREETIR LT, 337 4
DOEF AR _HEMR T CERLERHE TRROMAE LR UHED ABILIFY KOV F U AT
AT aBEFRBET T 7 AR KON F U AU VT BRI RS ICEIM T, 523
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MIZhZ VR Y — R, IREMETIE Y — RUII DW= Y — FOFEROFEEZBIEL
72o ABILIFY |ZFEFHIE H CTh 2 BAEAFIS MO X0 B Y — ROHI E TORFFIZIHB W
TT7ERIE STV (M8, AR . [y— Y — NI, By —F, BREMEoy
V— RXIE 9 DFTE Y — RIZK D ABE, Y-MRS A7 3 16 s & UYL MADRS 728 16
S ERE D SRR K AR IR, XX Y-MRS A2 7 A3 16 AU MK OV iE MADRS 73
16 SEBEMEIFROB(LE VWO BEERAERERL L, —HEBRBIMPIZEE 68 o5y
TEY— RRH LT, 25 428 ABILIFY B CA LN D THY, 43 HNRT 78 RHETH
o7, ABILIFY BECTHAONIZEIR =YY — FOME (7) 1377 8 REEOHE (19) Lo b
WIRDNS TN, 9 ODIFTE Y — RIZ DWW T ABILIFY BEOH% (14) 1377 REEO 5 (18)
LIFIER L ToHh o7z, ABILIFY BEL OV 7 2 RBECRIT 5, S2 o —HeBREIIZE T 25
AEALEI D B A T EY — ROHHR £ TOR# O Kaplan-Meier iR % [X] 8 (2787,

X 8: &Rt Y — NERBEDREEE D Kaplan-Meier #EHE GRBR 8 : WARMH:[EE)
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BRE
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D, ABIC XL AEEZFEICEMT 57013/ NBEOBRELENAR 55 Tho T,
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143 X5 OEEEEOMHBIEE

FRA

KD DIRPEREE OMBIFRIEIZI T 2 ABILIFY DA %011, DSM-IVEHEIZ A L, BIEDOIER
WXt LC, HU9o 2FEIC K DR (1~3E) ~ORIERAR+53T, 612, i) 2K (=
FBF UARBHERF], R T 7 7R URBMERA, Tt FeTFr, 2R EIuTT A,
BN T U N)ICEB8AMDO T 0 AT T 4 TIRFEAS~DORIE S A+ Th o T2l AK D D
PEEREEZRIGE L, 77 2R REY (6AMK) RBRo2RABRIcB\WOREn, oo
DT AT T 4 TIRESDO R BIG E1E, IV S 2D DMl R EE 175 H ki
(HAMDI17) 2 =7 OUEREA50%A01 T, HAMDI7O A 27 251484 &, % L TR 2]
REOA a7 PEEWEIT L ER Lz, BNERA~O AT 06 L1, AhEUTZ L
FEoH S o3 EGEMLL EIRA L7 %I BE DR T D UEENS0% AR Th D Z & & ER
L7,

9 DIEIR O FHEEMIZ 1%, Montgomery Asberg 9 ¥ LAfi L E (MADRS) & HW\ =, Z o
AR, 10EENDRY, WMREOHMICEIAIRETH D, £, FRENRIEFHEE L
T, Sheehanf&ERE (SDS) Z AWz, ZhE, 32D RAA BT D 9 DO EL
F T 5720 D3HEENLY, FHEZ0 (£<72L) 1510 (W) ORAa7 THRFEEY
DT 2 RECTH D,

2O DEEHRRER (38141, 362%1) ([ZBWT, 7T wAREEL D ABILIFYEED )7 SMADRS & # A
a7 EHEOBD DK E ot (3628, RERL, 2) . £72, 1OOREBRTIL, SDSA a7
EOWA S, ABILIFYRED TN K& o iz,

WaER & b, PO OIOMBIRIE L LT, ABILIFY 5mg/H Z BE &G Lz, AEMEROH
BRI HES &, LEFMNG CS mgH i CHEZFE cE L2 L & Lo, FFA &I, 2, 5, 10,
15mg/H & L, A72CYP2DOILEIKTH L 74t F o, XaxkF 2 &5 LT an
BEIIT20mg/H B ARE L L7z, 2B RARA v MBI D IEHARO WM, Th
FN10.7% R11.4mg/H ThoTz,

YT I N—TRITTC, Fin, OFH L7t 0 SO, AREIZ X550 R BOSTED TR

O BRI Tz, HRNZOWTIX, MADRSGRFA 22 7 b OSEMED, ZetE L 0 B 7B
KD/ Ehot,
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F 28 : K9 DR EDOHBEREDORER

A3 ED EEFMHRE . MADRS

Sy R—RFA

RS Bow R—RFAY  BHOLSTH Z);Z Zﬁfﬁ)&
227 (sD)  DZE{k (SE)
SR | ABILIFY (5~20 mg/H) * 252 -8.49 -2.84
e +Hi 5 o (6.2) (0.66) (-4.53,-1.15)
e b s 27.0 -5.65
TT R+ O (5.5) (0.64) -
488 ABILIFY (5~20mg/H) * 26.0 -8.78 -3.01
e +H1 5 D (6.0) (0.63) (-4.66, -1.37)
T 26.0 -5.77
772 R+ HH (6.5) (0.67) -

SD : ¥R ZE, SE : fRYERZE, LS ¥ f/h Y, CI: RPEBEIEXH
CR=ZT A PO/ REMEDEALDZE (FEE—-TT & R)
* TR U CRGEHIICH B BB b &

144 BRMEEFICLIREM

NRBFE

HEAVEREEICB 9 2DSM-IVEHEIZ A S L, 22A L <, BYE, AETEH I 0HE
17270 EOITE 2R3/ hNEEE (6~17%) X5 L L7287 7 & AN HEBR2 BRIz B0
T, HEAEREEIC L 2 BEMEOIRE CABILIFY (7 U 77V —) OFRPENRH LI
STz, WERE DT5%LL L3R CTh o7,

HEITEF = v 7 VAN (ABC) MOFKSMEIGE (CGI-I) D2 oDFHliREZ W Th
EERRF U2, RO EET 7 b Ak, ABCOBEN FALRE (ABC-I) (2B 5
— 254 NS DELEE LT-, ABCIREEIZ LY, BRIz 5 BB MEER ORE
LT o7,

BRI T LY TH D,
QM D7 T £ ARG T, HMAMEEEO/NEROEERE (6~17m)  (98f1) (T
77 R XITABILIFY 2~15 mg/H Z 1 H 1[E# 5 L7z, ABILIFY (B#sH &2 mg/H & L,
BERSOSIC E D 1S mg/H £ CHEREEL L72) X, 77 &R &L CABCIRNER )
CGILIRE DR a7 A EICcE Lz, SEM ORI TRFOEE)1 A 5 5138.6 mg/H
Thoto (F29, #ERL) .
HPAMEREE O/NR R OF DGR (6~17m)  (218f) Zxigl LoD~ 7 &
ANXRIHGRER Tl, ABILIFYD3fEOFEEME (Smg/H, 10mg/H XiX15mg/H) BT 5
7T 'R LD EIT o7, ABILIFY OB H &2 mg/H C, LEMZIZS mg/HIZH &
L7, 20, 10 mghk NS mgH &FFOBF T10mg/ HIZHE L, JEMEZIZ, 15mgH
EREOBE TS mg/ IR L7z (3829, #B#2) , ABILIFY(I3HETXCIZBWT, 7
TERELE LT, ABCAIRERAT 2 A RICHE LT,
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29 : HEAMEEIC L2 HBEEORR (MAR)

BMEDO EEFHERE : ABC-I

5 N—=RTA YV

PR S B R=2RF7Lv PLOLSFEH Z);f gﬁfﬁ)&
Aa7 (sD) D%k (SE)

AR 1 ABILIFY (2~15mg/H) * é%‘% (-1131249) - 11;9 A1)
77eR (2953) (iiig) -

Bk 2 ABILIFY (Smg/H) * (3?35'2) (-11.32) (_7.'2'?0. 4)
ABILIFY (10mg/H) * (3?3%) (_11.32'52) (-8.2?1.3)
ABILIFY (15mg/H) * éi?) ('113'14) (_9.'66"?2.3)
77ER (2.882) (1?3';) -

SD : ¥R ZE, SE : fRYERZE, LS ¥ f/h Y, CI: RPEBEIEXH
P R=ATA P ORNRTIMEDOZA LD (RE—-T T w)
* 7T R RIK UCHERHNC A B AR BALEATR D b i &

145 ko Ly MEE

/NRRRE

ko Ly MNEEDODSM-IVIEREZ 72 L, YalefffiEF ~ 7 BIEHE A 7 —/L (YGTSS) D4
Fyv s Zay (TTS) 7320~220/NREFE (6~18mk) ZxIHRE L7z, 8l (7T~17m%)
KLON0#EME (6~1853%) D77 ARG TABILIFY (7 UV EF 7Y —L) byl
NEEOIEBIZANTH D Z EMFEFES NIz, YGTSSITHAED T v 7 HIEE Z#ET D
HETT YA &, +ICRAESNIZRETH D, AT >OFHMERE, BIH1)
YGTSSOAF v 7 Za7 (TTS) , KU2) b v by MEMEEEOEBRKEMAISE (CGI-TS)
EHOTHAGE L7, BFILERENEDTZEHIRETHY, FIFAFRER T X TOEEE
WMAEZBRIZANTND, ZIHEED65%LL RIXI3 AN CTh o7z,

MEREBROFEZET 7 I AL, YGTSS TTSO K SIZBITAR—AT A4 b OE{L&
E LT, EET v LERT 7 ENENSHEBIZOWTO~SERECRMAL, 2451058
HOoZa7D&EH%#TTS (Blh, 0~50) & L7,

INORBOBRIIUTOLEBY TH D,
SEM DT T EARMBEEHERRT, v Ly MEEO/NEENEDEBRE (T~175%)
(133f4) %, KA EABILIFYEE, & EABILIEYEE, 77 BARBEIC:1:1 CEEIEAIZEIFT

7. AR EABILIFYRE M OVE JH EABILIFYRE O B B4 KREICESEXHRE LI,
X H ZABILIFY#E D50 kg AR O BFITIIFHEHEZ2 mg/H & L, 2HERICEEHED
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5 mg/ BB U7-, IR EABILIFYREDS0 kgbh Lo B I12I1L, Bt EZ2mg/H & L,
2HZICS mg/H, FEIZTHRICHERED10 mg/HIZHiE L=, & HEABILIFY#EDS50 kg
AR O BF VL, A EZ2mg/H & L, 2H%ZIZS mg/H, BIZTHZIZHEHZED10 mg/
HICHiE U7, & EABILIFYRE D50 kgbh Lo B I21E, BB EZ2mg/HE L, 2H
%25 mg/H, FIZTHHIZI0 mg/BICHiE L, @ H&JHE 45 mg/ B HALTITW, 21H
I BFEFHE 020 mg/ B IZHiHE AT HE & L=, ABILIFY (F H EX OMEHEO L) 1L, 7 7
R & L CYGTSS TTS (3630, illBR1) K OCGI-TSD A 21 7 & et A Z ok #
TDHZEDNRENT, ARBRD 23— ALKRITHTZDYGTSS TTSOHETE S5 e % X9
2R,

X 9:YGTSSTTS IZBIFABEIEDR—ZAF A D DOBLOBR/N_FEHE (Fy Ly b
EEDORER 1)

YGTSSTTIS DR—R 54 Uh5DE(L

== ABILIFY {2 ==ABILIFY SFE =#=75+K

b )
EFEHIE

YGTSS TTS |
ZibD&/D

-20

100 D77 BRI ZHERR T, by Ly MEFEO/NEROFDEERE (6~185%)

(61) 177 BARIFABILIFY Z 1 H 1[E#% 5 L7z, BRAAH®EIZ2 mg/A & L, FERES
2L V20mg/H £ CTHiEAIAE S L=, ABILIFYX 7 7 &R & il L CYGTSS TTSRJE |
DAAT Rt FRICHBICWET 5 2 L AVRENT- (3230, #BR2) . 1058 B D ABILIFY
B HA&E T RE DY) B & 5 #136.54 mg/ H Th o 72,
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#30: by Ly NEFEDORER (DR)

B EOEEFMERE : YGTSSTTS

REREE B ER I A E Ryt ey

v Aa7 (SD) 2Zﬁfé§w nZE? (95% CI)
W 1 ABILIFY (i) * (i.gég) (_11.35'94) (-103,'3-2‘3)
ABILIFY (7 &) * (2.143) (_112'19) (-13T§;9.5.9)
77w é%; dﬁ%
ik 2 ABILIFY (2~20mg/H) * éiﬁ) ('112'10) (_9.55,'_30.9)
7R (?.968) (féi)

SD : #E¥EF7E, SE : fRYERRZE, LS ¥ : f/h T3, CI: ARFEEHEX M
CR=ZT A D ORNTIREMEDELDZE (FEE—-TT L R)
* 7T R LGRS BB ST i

14.6 #ME KA [EIIBERRMRITEE S B
T JRIE & BRI PR CREFRR DA E4 R D 2 VB URR G E Y — R) L) 2 o
DR WA 24D ABTBRE xS & L3 >0 48R 7 7 &R IR T,
ABILIFY O INESHIEBOBRICAED CTh 5 Z EndErani, &llie b, ~alY
R— LU A RTERER) Xitn B 80 CUBMERRRER) OV hho—%E
FOFRBEZ TR T 7o, HRE ~OVEFHI24RF M O G-I 3£ T & Lz, 72720, 2[HH
DS, WIEE G20 0 B EFHM R I X 2 A MEOFHME% & Lc, £72, Zo#BRIC
ST HEBEOFMHILUTOLIBY & L, (1) BRBICHBIRETH Y, HRNERICE
DIEPRDERIR ) Chd 5 L IRBRETEER AW L7 iEF,  (2) ko L~uuig, BiE& O
@érﬁﬂﬁﬁﬁ‘QM@waxo®FAEJ@E(@@ﬁm@km B, WoE, FEmEE
LOHEE) ([CBIF D A7, 1mbTIBREOREHIS A7 A (1=72 L, 4=P%E, T=HKEEK)
fwuh_ﬁéb,9@<&%ﬂﬂ%ﬁcﬂwmuhﬁ%éoLﬁ@ﬁ%ﬁ%wf,mmﬁ
(67 | THH OPHR—ZA T4 L AaTIXI9TH Y, A 7#HPHIZISHD34TH 7= (i
RAa7E35) ZEnn, BEOWMB L SVIRENRPEETHY, —HOBFITREXTE
FEDWEEN A DT 2 LoD, ZORBRICEBWT, MO OJERIZOWTOARR)
PEO EEFM R L1, G 20ERIIZ 31T HPANSS THLE | THHOX—A T4 Vb OBk L
U720 7R BIRIRHG 7 LG R 2 EI S (CGI-D) TH Y, ZOFRERIILL TO L0 TH 5,
A RFHIE ODSM-TIVE2 W R C FICREY LIl 2 T D AR E 23R e Lie 77
RATHERER (350%)) T, 4MOMEEHAE (1, 525, 9.75X1%15 mg) DABILIFY{EHHIIC
DWTRHI L7z, G2 ORFAITI, 5.25, 9.75K& NS5 mghfny, PANSS [HLF )
HE (331, RBR1) KOCGLHIRED A a7 THRIFMICT TR LY b ERL TV,

A KGHIE ODSM-IVIZWr FEHE I FICREY LI 2 BT 5 AR E 2 x5 L L1-2-o
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HDO 77 a5 EER (44561) <, [EEHE9.75 mgDABILIFY R AN DU TR
U7zo RS20 OFF 5. C, ABILIFY{EHANIZPANSS (B | THE (31, #BR2)
K OCGIIRED A a7 THEHFIIIC T 78R LD bENL TV,

PRI (B AR AME) ODSM-IVSKi R e 2 0l 7= LI 2 295 Abei
Zxtge e Lo 7 7 e AR SR (29141]) <, 2foEEHE (9.75EX15 mg) @
ABILIFY RS AN DU TR LTc, TEST22IFM OFF 5 TlE, ABILIFY O i & #F &
%, PANSS (87| IHH (F31, RBR3) DR a7 THEHFMICT TR LY LENL
TWe,

YT T N—TIRAT T, AR, MHERIUI AT X2 RSO EITFES Do Tz,

K 31 : A RTVE XIS BHBRIERRRIC & 2 Bk DBk

B DO EFM N - PANSS 8% 15H
) N—RTA

= —_ >
HRRES R “ iy b 7LETRS
227 (SD)  OEk (SE) °
WA RTRE I & BB
" 19.16 447
B 1 ABILIFY (I mg) (326) 0 21,19 (-2.96 , 0.59)
ABILIFY (525mg) * 19.41 (3.31) (32’85) 237 (-4.10 , -0.63)
ABILIFY (9.75mg) * 19.42 (2.80) ('(?'76;) -3.40 (-5.18 , -1.62)
ABILIFY (15mg) * 19.34 (2.38) (37722) .44 (-421, -0.68)
e 1308
75K 19.18 (2.95) 070)
BB 2 ABILIFY (9.75mg) * 18.82 (2.67) ('g 5297) 22,48 (-3.77, -1.19)
o 478
75K 18.74 (2.71) 0o
THRHEERR - & 5 Bl
R 3 ABILIFY (9.75mg) * 18.77 (2.45) -8.74 -2.99
ki 775 mg 7. (0.57) (453, -1.44)
-8.67 291
ABILIFY (15mg) * 18.29 (2.49) 0 4dh 138)
o 25,76
75K 17.95 (2.63) 0%

SD : ¥R ZE, SE : fRYERZE, LS ¥ : f/h Y, CI: RPEBEIEXH
CN=ZT A b DR/ TIRIEDO R LD (FHE-T TR R)
* 7T ARITKR UCGRETRIICH B EAEAGED Sl &

16 #HEME/ARERVEKL
16.1 #t#aRaE

ABILIFY® (7 U B 75 —L) §8l%, FNCEBIZFERAH D, FERIR L E, LOvalk
TEREDBIL N B 5,
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% 32 : ABILIFY S804 81

FEA SERIE R B NDC
R FAIR AR ¥ a—F
ko “A-006” 30 FEAY AR hov 59148-006-13
2mg EREHE Le«2”
H “A00T" 30 BEA Y R hv 59148-007-13
. ., i 100 EEAY 7' X
5mg KR TTTE Les” e 59148-007-35
=) “AL008” 30 EAY R hov 59148-008-13
. y i 100 5EAD 7' U A
10 mg KT &10” e 59148-008-35
) “A-009” 30 5EA Y AR bv 59148-009-13
, e 100 #EAY 7'V X
15 mg A &£“15 b 59148-009-35
HE “A010” 30 EA D A v 59148-010-13
y o 100 5EA Y 7Y A
20 mg AN &£20 e 59148-010-35
=) CAOLL 30 BEA Y AR hv 59148-011-13
. i 100 5EAY 7'V A
30 mg I L30” 59148-011-35

&._.

ABILIFY DISCMELT® (7 VU 75 Y —/) OFENREESEE, I OREAIT, SEXIO ANz

WRERBH Y, KIBITRLIEEE, UEVEORLLEH D,

3% 33 : ABILIFY DISCMELT D EENAREESE DHVEL

A sl gl P e
=2 R BT _— e
eamberqn | S0BEAD 7Y
M vy memcEs) kl Of“o e 59148-640-23
306EAY 7Y A
“A” 3 41” ) )
tomg s (A B ‘isf 7 59148-641-23

ABILIFY® (7 VU 75V —) AR (I mgmL) 1%, FrA /L RLIAZ L ADR FVIC
FEINTEY, EHOBEOOW T v 7H$E L TS, ABILIFY WHKIZRD & DR
fifrEnsg -

150 mL & bV FEiE M NDC 59148-013-15
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ABILIFY® (7 V) © 75 —/L) HANESHESFANL, ready-to-use ® 9.75 mg/1.3 mL (7.5

mg/mL) DEHFHIT, BARLA T 1 OHF AL TCHEEENTEY, KOHOBPHE

b,
9.75 mg/1.3 mL H[EIEH D1 T 1 NDC 59148-016-65

162 BRE

HEA

25°C (77°F) I\ZBRE T 5 Z &, 15°C /5 30°C (59°F 2> 5 86°F) &N Ol iXFF A S5 [USP
Controlled Room Temperature i DIEZR]

N A&

25°C (77°F) I\ZARE 95 Z &, 15°C 725 30°C (59°F 725 86°F) #ilH N OMMLILFFA <5 [USP
Controlled Room Temperature SR OS] , BAE#IL, ARBIREHE 2 2V T, 6 » A
DWNIZERT 2 Z &, AMIBREZBI7-001%, RMVENEWEREEST DL Z L,

S

25°C (77°F) 295 Z &, 15°C 735 30°C (59°F 725 86°F) #ilH N OMLILZFS S5 [USP
Controlled Room Temperature SO ESRI] | 4V DT VDO EZRICASTIRIET, Sea#E) T
ETHZ L, HHKFET, I—PFrNIBRETDZ L,

17 BEAOAIUE)VTER

BT EFE L1 NS

EMIT TFREROFHIZOWTABILIFYZ G2 BF L +HICELE D 2 &,

5 DR DEREIERDEA L AR Y 2

BE, TOFBELONHEZ IR L, FFTH D DI K 2 IHEYII0HA o0 1 B TR 2

X, R, Wl =7 R%ME IR, @éﬁ MOE, WOt BBk, 7oA U7 (et
HEEIAEL) , R, EYRN, ZOMEEE B 5TEIOEK, ) OROE LU H R EE D%
BUCHEET LR T22 L, BIITEREZ RN H D720, BEDOFEKER O #
%mi FROERPHBE L TWRWNrAAXEET L2508 T52 L, EFLOIERIEE
L7256, RS, ZOMERPESERNT, BHE OERO—EH TIIRWEE, ZOFEAOR
T X iEE@‘fBﬁ%%‘ IHET D, ENOOERIT, HERSELXOCABITEHOY X7 % LS
HHAREMNRH D120, THRE=F YV IHRBETHY, KAOEELZRINTEETH
B [BELEROMEH FoEE 63) 2H]

W7 T ORIERRBIRE 1T, B, ZTOFIRMLOINT#EEITH L, ABILIFYIZ X DI6HRIC
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PES RN E U AZIZOWTEH L, £ 20U R EHFIEIC DWW TS EIT O LER S D,
ABILIFY|ZI%,  TH09 D3, 52 M O OMMEE MR LY, BREEN O HZTH)
WZOWTOBEMITERDTA RPHEINTWD, WLFHEXTT OMERBEGRE L, BH,
ZOFBERONERIC, BEMTERLIA FEH I HEEL, TONFZHEMETED X
IVAR— LT HI L, o, BED, BEMITERLTA FKONFIZOWTHLAEY, £0
NEICBET 20 2 BRI B RIZEEZ G ON LS Z38T 5 2 &, ABILIFYIX, 5 DO H
FNAREHE L L CIIAR SN TE LT, £72K) SWEEEO/NLEBEEICOWTOREHEITH
LTV 720,

F 2PN R B E DA TR

IRATHHERFNTEHETT Y RAZ— "y 7 2T IR B2, 1 BT T 72DI2iF,
FHEZBIE L, 7Y RAZ—DBRA N ZER UICHN L TEEAZDSHLICTS Z &, §EAIC
BEEZHEZDZEBHLDOT, "AND ENLERZMHI RN L, 7V AX —%BETRE
<lz, W L7=FT, BEFZEY, Fo L2, ABILIFY DISCMELT® OERNHESE 4 £ D %
FEL L, SERIOREEL, MERIC XY AT Z 5, ABILIFY DISCMELT® [P AisEsE
3K GRIR) 72 LCIRIET 2 Z &R S D, L LR s, & LEETHIIE, K (K
) LHICRATHZ ENTE D, BEAZNEILE D L LTER bR,

FRANEE < EEIREDREE

TUET T Y=, BETEBREEZ R I BNRHL0T, TI VT TV —kE
DEENRNZ ENHERETE D2 ETIE, HEIEOBERSEERA M O WA RELRVE O /&
BT DL [BEREN LortE (610) M) .

=i
FLRICEERBIEM N IEE T 5 aleEMED & £ 728D, ABILIFY AR FUEFLIR~DORAZkET 5
FOMBERIRET DL [HHELN~DORYT 83) ZMH ]

(RES
BRI AERR Z R LT 2303 T 2 TEN S 2 BT, MEERO MRS S
0T, ERICEOEEMST L X OMET D2 B aEE (1) 2] .

iR K Ok
W EE BT IR TR S D Z L ROMKEZRET D72 DI R E AT 5 L O BEEEET L L
[BEHR O LoEE 611) ZH]
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v

ABILIFY WAWIZIZ I mL &72 0 3 2 400 mg V7 L7 h—A (FFE) 200 mg 23 E £ T
WL EEBEICEET L L,

7 =)V NV RE

T2 =)VT T2 UNET AT — LD T %, ABILIFY DISCMELT® O FE A EESE, 45 1
FERND, 10mg $EIIX 1.12mg D7 = =0T 7=V KON 15 mg BEIC1E 1.68mg DT = =L T F
=UBEEND,

FEAIHLE © Otsuka Pharmaceutical Co, Ltd, Tokyo, 101-8535 Japan
Y

FZEN AR EESE, PN K ONESAIHLYE - Bristol-Myers Squibb Company, Princeton, NJ 08543
USA

Wit & M52 : Otsuka America Pharmaceutical, Inc, Rockville, MD 20850 USA

ABILIFY [Z KRB IR SO PG T,

,Olsuku

Otsuka America Pharmaceutical, Inc.
03US16IBR0001 2016 4F 1 H ki

©2016, KEFHERRASH, HAE, 101-8535, HAS
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

ABILIFY 5 mg tablets

ABILIFY 10 mg tablets
ABILIFY 15 mg tablets
ABILIFY 30 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

ABILIFY 5 mg tablets

Each tablet contains 5 mg of aripiprazole.
Excipient with known effect

67 mg lactose per tablet

ABILIFY 10 mg tablets

Each tablet contains 10 mg of aripiprazole.
Excipient with known effect

62.18 mg lactose per tablet

ABILIFY 15 mg tablets

Each tablet contains 15 mg of aripiprazole.
Excipient with known effect

57 mg lactose per tablet

ABILIFY 30 mg tablets

Each tablet contains 30 mg of aripiprazole.
Excipient with known effect

186.54 mg lactose per tablet

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet

ABILIFY 5 mg tablets
Rectangular and blue, engraved with "A-007" and "'5" on one side.

ABILIFY 10 mg tablets
Rectangular and pink, engraved with "A-008" and "10" on one side.

ABILIFY 15 mg tablets
Round and yellow, engraved with "A-009" and "15" on one side.

ABILIFY 30 mg tablets

Round and pink, engraved with "A-011" and "30" on one side.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

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 | Disorder
and for the prevention of a new manic episode in adults who experienced predominantly manic
episodes and whose manic episodes responded to aripiprazole treatment (see section 5.1).

ABILIFY is indicated for the treatment up to 12 weeks of moderate to severe manic episodes in
Bipolar | Disorder in adolescents aged 13 years and older (see section 5.1).

4.2  Posology and method of administration

Posology

Adults

Schizophrenia: the recommended starting dose for ABILIFY is 10 or 15 mg/day with a maintenance
dose of 15 mg/day administered on a once-a-day schedule without regard to meals. ABILIFY is
effective in a dose range of 10 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 | Disorder: the recommended starting dose for ABILIFY is 15 mg
administered on a once-a-day schedule without regard to meals as monotherapy or combination
therapy (see section 5.1). Some patients may benefit from a higher dose. The maximum daily dose
should not exceed 30 mg.

Recurrence prevention of manic episodes in Bipolar | 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.

Special populations

Paediatric population

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 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 (see
section 5.1). ABILIFY is effective in a dose range of 10 to 30 mg/day. Enhanced efficacy at doses
higher than a daily dose of 10 mg has not been demonstrated although individual patients may benefit
from a higher dose.

ABILIFY is not recommended for use in patients with schizophrenia below 15 years of age due to
insufficient data on safety and efficacy (see sections 4.8 and 5.1).

Manic episodes in Bipolar | 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 undesirable effects including EPS related events,
somnolence, fatigue and weight gain (see section 4.8). Doses higher than 10 mg/day should therefore
only be used in exceptional cases and with close clinical monitoring (see sections 4.4, 4.8 and 5.1).
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 (see sections 4.8
and 5.1).

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



in section 5.1 but no recommendation on a posology can be made.

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. Currently available data are described
in section 5.1 but no recommendation on a posology can be made.

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 (see section 5.2).

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

Elderly

The effectiveness of ABILIFY in the treatment of schizophrenia and Bipolar | Disorder in patients
aged 65 years and older has not been established. Owing to the greater sensitivity of this population, a
lower starting dose should be considered when clinical factors warrant (see section 4.4).

Gender
No dosage adjustment is required for female patients as compared to male patients (see section 5.2).

Smoking status
According to the metabolic pathway of aripiprazole no dosage adjustment is required for smokers (see
section 4.5).

Dose adjustments due to interactions

When concomitant administration of potent 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 (see section 4.5).

When concomitant administration of potent CYP3A4 inducers with aripiprazole occurs, the
aripiprazole 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 (see section 4.5).

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 (see section 5.2).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

During antipsychotic treatment, improvement in the patient's clinical condition may take several days
to some weeks. Patients should be closely monitored throughout this period.

Suicidality

The occurrence of suicidal behaviour is inherent in psychotic illnesses and mood disorders and in
some cases has been reported early after initiation or switch of antipsychotic treatment, including
treatment with aripiprazole (see section 4.8). Close supervision of high-risk patients should
accompany antipsychotic therapy.



Results of an epidemiological study suggested that there was no increased risk of suicidality with
aripiprazole compared to other antipsychotics among adult patients with schizophrenia or bipolar
disorder. There are insufficient paediatric data to evaluate this risk in younger patients (below 18 years
of age), but there is evidence that the risk of suicide persists beyond the first 4 weeks of treatment for
atypical antipsychotics, including aripiprazole.

Cardiovascular disorders

Avripiprazole should be used with caution in patients with known cardiovascular disease (history of
myocardial infarction or ischaemic heart disease, heart failure, or conduction abnormalities),
cerebrovascular disease, conditions which would predispose patients to hypotension (dehydration,
hypovolemia, and treatment with antihypertensive medicinal products) or hypertension, including
accelerated or malignant. Cases of venous thromboembolism (VTE) have been reported with
antipsychotic medicinal products. Since patients treated with antipsychotics often present with
acquired risk factors for VTE, all possible risk factors for VTE should be identified before and during
treatment with aripiprazole and preventive measures undertaken.

QT prolongation

In clinical trials of aripiprazole, the incidence of QT prolongation was comparable to placebo. As with
other antipsychotics, aripiprazole should be used with caution in patients with a family history of QT
prolongation (see section 4.8).

Tardive dyskinesia

In clinical trials of one year or less duration, there were uncommon reports of treatment emergent
dyskinesia during treatment with aripiprazole. If signs and symptoms of tardive dyskinesia appear in a
patient on aripiprazole, dose reduction or discontinuation should be considered (see section 4.8). These
symptoms can temporally deteriorate or can even arise after discontinuation of treatment.

Other extrapyramidal symptoms

In paediatric clinical trials of aripiprazole akathisia and parkinsonism were observed. If signs and
symptoms of other EPS appear in a patient taking aripiprazole, dose reduction and close clinical
monitoring should be considered.

Neuroleptic Malignant Syndrome (NMS)

NMS is a potentially fatal symptom complex associated with antipsychotic medicinal products. In
clinical trials, rare cases of NMS were reported during treatment with aripiprazole. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of
autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis and cardiac
dysrhythmia). Additional signs may include elevated creatine phosphokinase, myoglobinuria
(rhabdomyolysis), and acute renal failure. However, elevated creatine phosphokinase and
rhabdomyolysis, not necessarily in association with NMS, have also been reported. If a patient
develops signs and symptoms indicative of NMS, or presents with unexplained high fever without
additional clinical manifestations of NMS, all antipsychotic active substances, including aripiprazole,
must be discontinued.

Seizure
In clinical trials, uncommon cases of seizure were reported during treatment with aripiprazole.
Therefore, aripiprazole should be used with caution in patients who have a history of seizure disorder

or have conditions associated with seizures (see section 4.8).

Elderly patients with dementia-related psychosis




Increased mortality

In three placebo-controlled trials (n = 938; mean age: 82.4 years; range: 56-99 years) of aripiprazole in
elderly patients with psychosis associated with Alzheimer's disease, patients treated with aripiprazole
were at increased risk of death compared to placebo. The rate of death in aripiprazole-treated patients
was 3.5 % compared to 1.7 % in the placebo group. Although the causes of deaths were varied, most
of the deaths appeared to be either cardiovascular (e.g. heart failure, sudden death) or infectious (e.g.
pneumonia) in nature (see section 4.8).

Cerebrovascular adverse reactions

In the same trials, cerebrovascular adverse reactions (e.g. stroke, transient ischaemic attack), including
fatalities, were reported in patients (mean age: 84 years; range: 78-88 years). Overall, 1.3 % of
aripiprazole-treated patients reported cerebrovascular adverse reactions compared with 0.6 % of
placebo-treated patients in these trials. This difference was not statistically significant. However, in
one of these trials, a fixed-dose trial, there was a significant dose response relationship for
cerebrovascular adverse reactions in patients treated with aripiprazole (see section 4.8).

Aripiprazole is not indicated for the treatment of dementia-related psychosis.

Hyperglycaemia and diabetes mellitus

Hyperglycaemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or
death, has been reported in patients treated with atypical antipsychotic medicinal products, including
aripiprazole. Risk factors that may predispose patients to severe complications include obesity and
family history of diabetes. In clinical trials with aripiprazole, there were no significant differences in
the incidence rates of hyperglycaemia-related adverse reactions (including diabetes) or in abnormal
glycaemia laboratory values compared to placebo. Precise risk estimates for hyperglycaemia-related
adverse reactions in patients treated with aripiprazole and with other atypical antipsychotic medicinal
products are not available to allow direct comparisons. Patients treated with any antipsychotic
medicinal products, including aripiprazole, should be observed for signs and symptoms of
hyperglycaemia (such as polydipsia, polyuria, polyphagia and weakness) and patients with diabetes
mellitus or with risk factors for diabetes mellitus should be monitored regularly for worsening of
glucose control (see section 4.8).

Hypersensitivity

As with other medicinal products, hypersensitivity reactions, characterised by allergic symptoms, may
occur with aripiprazole (see section 4.8).

Weight gain

Weight gain is commonly seen in schizophrenic and bipolar mania patients due to co-morbidities, use
of antipsychotics known to cause weight gain, poorly managed life-style, and might lead to severe
complications. Weight gain has been reported post-marketing among patients prescribed aripiprazole.
When seen, it is usually in those with significant risk factors such as history of diabetes, thyroid
disorder or pituitary adenoma. In clinical trials aripiprazole has not been shown to induce clinically
relevant weight gain in adults (see section 5.1). In clinical trials of adolescent patients with bipolar
mania, aripiprazole has been shown to be associated with weight gain after 4 weeks of treatment.
Weight gain should be monitored in adolescent patients with bipolar mania. If weight gain is clinically
significant, dose reduction should be considered (see section 4.8).

Dysphagia

Oesophageal dysmotility and aspiration have been associated with antipsychotic medicinal product
use, including aripiprazole. Aripiprazole and other antipsychotic active substances should be used
cautiously in patients at risk for aspiration pneumonia.



Pathological gambling

Post-marketing reports of pathological gambling have been reported among patients prescribed
aripiprazole, regardless of whether these patients had a prior history of gambling. Patients with a prior
history of pathological gambling may be at increased risk and should be monitored carefully (see
section 4.8).

Lactose

ABILIFY tablets contain lactose. Patients with rare hereditary problems of galactose intolerance, the
lapp lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

Patients with ADHD comorbidity

Despite the high comorbidity frequency of Bipolar | Disorder and ADHD, very limited safety data are
available on concomitant use of aripiprazole and stimulants; therefore, extreme caution should be
taken when these medicinal products are co-administered.

4.5 Interaction with other medicinal products and other forms of interaction

Due to its a-adrenergic receptor antagonism, aripiprazole has the potential to enhance the effect of
certain antihypertensive agents.

Given the primary CNS effects of aripiprazole, caution should be used when aripiprazole is taken in
combination with alcohol or other CNS medicinal products with overlapping adverse reactions such as
sedation (see section 4.8).

If aripiprazole is administered concomitantly with medicinal products known to cause QT
prolongation or electrolyte imbalance, caution should be used.

Potential for other medicinal products to affect aripiprazole

A gastric acid blocker, the H, antagonist famotidine, reduces aripiprazole rate of absorption but this
effect is deemed not clinically relevant. Aripiprazole is metabolised by multiple pathways involving
the CYP2D6 and CYP3A4 enzymes but not CYP1A enzymes. Thus, no dosage adjustment is required
for smokers.

Quinidine and other CYP2D6 inhibitors

In a clinical trial in healthy subjects, a potent inhibitor of CYP2D6 (quinidine) increased aripiprazole
AUC by 107 %, while C,.x was unchanged. The AUC and C,« of dehydro-aripiprazole, the active
metabolite, decreased by 32 % and 47 %, respectively. Aripiprazole dose should be reduced to
approximately one-half of its prescribed dose when concomitant administration of aripiprazole with
quinidine occurs. Other potent inhibitors of CYP2D6, such as fluoxetine and paroxetine, may be
expected to have similar effects and similar dose reductions should therefore be applied.

Ketoconazole and other CYP3A4 inhibitors

In a clinical trial in healthy subjects, a potent inhibitor of CYP3A4 (ketoconazole) increased
aripiprazole AUC and C..x by 63 % and 37 %, respectively. The AUC and C.x of dehydro-
aripiprazole increased by 77 % and 43 %, respectively. In CYP2D6 poor metabolisers, concomitant
use of potent inhibitors of CYP3A4 may result in higher plasma concentrations of aripiprazole
compared to that in CYP2D6 extensive metabolizers.

When considering concomitant administration of ketoconazole or other potent CYP3A4 inhibitors
with aripiprazole, potential benefits should outweigh the potential risks to the patient. When
concomitant administration of ketoconozole with aripiprazole occurs, aripiprazole dose should be
reduced to approximately one-half of its prescribed dose. Other potent inhibitors of CYP3A4, such as



itraconazole and HIV protease inhibitors, may be expected to have similar effects and similar dose
reductions should therefore be applied.

Upon discontinuation of the CYP2D6 or CYP3A4 inhibitor, the dosage of aripiprazole should be
increased to the level prior to the initiation of the concomitant therapy.

When weak inhibitors of CYP3A4 (e.g., diltiazem or escitalopram) or CYP2D6 are used
concomitantly with aripiprazole, modest increases in aripiprazole concentrations might be expected.

Carbamazepine and other CYP3A4 inducers

Following concomitant administration of carbamazepine, a potent inducer of CYP3A4, the geometric
means of C..x and AUC for aripiprazole were 68 % and 73 % lower, respectively, compared to when
aripiprazole (30 mg) was administered alone. Similarly, for dehydro-aripiprazole the geometric means
of Crax and AUC after carbamazepine co-administration were 69 % and 71 % lower, respectively, than
those following treatment with aripiprazole alone.

Avripiprazole dose should be doubled when concomitant administration of aripiprazole occurs with
carbamazepine. Other potent inducers of CYP3A4 (such as rifampicin, rifabutin, phenytoin,
phenobarbital, primidone, efavirenz, nevirapine and St. John's Wort) may be expected to have similar
effects and similar dose increases should therefore be applied. Upon discontinuation of potent
CYP3A4 inducers, the dosage of aripiprazole should be reduced to the recommended dose.

Valproate and lithium
When either valproate or lithium were administered concomitantly with aripiprazole, there was no
clinically significant change in aripiprazole concentrations.

Serotonin syndrome

Cases of serotonin syndrome have been reported in patients taking aripiprazole, and possible signs and
symptoms for this condition can occur especially in cases of concomitant use with other serotonergic
medicinal products, such as SSRI/SNRI, or with medicinal products that are known to increase
aripiprazole concentrations (see section 4.8).

Potential for aripiprazole to affect other medicinal products

In clinical studies, 10-30 mg/day doses of aripiprazole had no significant effect on the metabolism of
substrates of CYP2D6 (dextromethorphan/3-methoxymorphinan ratio), CYP2C9 (warfarin),
CYP2C19 (omeprazole), and CYP3A4 (dextromethorphan). Additionally, aripiprazole and dehydro-
aripiprazole did not show potential for altering CYP1A2-mediated metabolism in vitro. Thus,
aripiprazole is unlikely to cause clinically important medicinal product interactions mediated by these
enzymes.

When aripiprazole was administered concomitantly with either valproate, lithium or lamotrigine, there
was no clinically important change in valproate, lithium or lamotrigine concentrations.

4.6  Fertility, pregnancy and lactation

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 potential developmental toxicity (see section 5.3). Patients should be
advised to notify their physician if they become pregnant or intend to become pregnant during
treatment with aripiprazole. Due to insufficient safety information in humans and concerns raised by
animal reproductive studies, this medicinal product should not be used in pregnancy unless the
expected benefit clearly justifies the 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 extrapyramidal and/or withdrawal symptoms that



may vary in severity and duration following delivery. There have been reports of agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, or feeding disorder. Consequently, newborn
infants should be monitored carefully.

Breast-feeding

Avripiprazole is excreted in human milk. Patients should be advised not to breast feed if they are taking

aripiprazole.

4.7  Effects on ability to drive and use machines

As with other antipsychotics, patients should be cautioned about operating hazardous machines,
including motor vehicles, until they are reasonably certain that aripiprazole does not affect them
adversely. Some paediatric patients with Bipolar | Disorder have an increased incidence of

somnolence and fatigue (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in placebo-controlled trials are akathisia and nausea
each occurring in more than 3 % of patients treated with oral aripiprazole.

Tabulated list of adverse reactions

All ADRs are listed by system organ class and frequency; very common (> 1/10), common (> 1/100 to
< 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000) and
not known (cannot be estimated from the available data). Within each frequency grouping, adverse
reactions are presented in order of decreasing seriousness.

The frequency of adverse reactions reported during post-marketing use cannot be determined as they
are derived from spontaneous reports. Consequently, the frequency of these adverse events is qualified

as "not known"

Common Uncommon Not known

Blood and Leukopenia

lymphatic system Neutropenia

disorders Thrombocytopenia

Immune system Allergic reaction (e.g. anaphylactic

disorders reaction, angioedema including
swollen tongue, tongue oedema,
face oedema, pruritus, or urticaria)

Endocrine Hyperprolactinaemia | Diabetic hyperosmolar coma

disorders Diabetic ketoacidosis

Hyperglycaemia

Metabolism and
nutrition disorders

Diabetes mellitus

Hyperglycaemia

Hyponatremia
Anorexia

Weight decreased
Weight gain

Psychiatric
disorders

Insomnia
Anxiety
Restlessness

Depression,
Hypersexuality

Suicide attempt, suicidal ideation
and completed suicide (see
section 4.4)

Pathological gambling
Aggression

Agitation

Nervousness

Nervous system

Akathisia

Tardive dyskinesia

Neuroleptic Malignant Syndrome
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Common Uncommon Not known
disorders Extrapyramidal Dystonia (NMS)
disorder Grand mal convulsion
Tremor Serotonin syndrome
Headache Speech disorder
Sedation
Somnolence
Dizziness
Eye disorders Vision blurred Diplopia

Cardiac disorders

Tachycardia

Sudden unexplained death
Torsades de pointes

QT prolongation
Ventricular arrhythmias
Cardiac arrest
Bradycardia

Vascular disorders

Orthostatic
hypotension

Venous thromboembolism
(including pulmonary embolism
and deep vein thrombosis)
Hypertension

Syncope
Respiratory, Hiccups Aspiration pneumonia
thoracic and Laryngospasm

mediastinal Oropharyngeal spasm
disorders
Gastrointestinal Constipation Pancreatitis
disorders Dyspepsia Dysphagia
Nausea Diarrhoea
Salivary Abdominal discomfort
hypersecretion Stomach discomfort
Vomiting
Hepatobiliary Hepatic failure
disorders Hepatitis
Jaundice
Increased Alanine
Aminotransferase (ALT)
Increased Aspartate
Aminotransferase (AST)
Increased Gamma Glutamyl
Transferase (GGT)
Increased alkaline phosphatase
Skin and Rash
subcutaneous tissue Photosensitivity reaction
disorders Alopecia
Hyperhidrosis
Musculoskeletal Rhabdomyolysis
and connective Myalgia
tissue disorders Stiffness
Renal and urinary Urinary incontinence
disorders Urinary retention
Pregnancy, Drug withdrawal syndrome
puerperium and neonatal (see section 4.6)
perinatal conditions
Reproductive Priapism
system and breast
disorders
General disorders Fatigue Temperature regulation disorder
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Common Uncommon Not known

and administration (e.g. hypothermia, pyrexia)
site conditions Chest pain
Peripheral oedema
Investigations Blood glucose increased
Glycosylated haemoglobin
increased

Blood glucose fluctuation
Increased creatine phosphokinase

Description of selected adverse reactions

Extrapyramidal symptoms (EPS)

Schizophrenia: in a long term 52-week controlled trial, aripiprazole-treated patients had an overall-
lower incidence (25.8 %) of EPS including parkinsonism, akathisia, dystonia and dyskinesia compared
with those treated with haloperidol (57.3 %). In a long term 26-week placebo-controlled trial, the
incidence of EPS was 19 % for aripiprazole-treated patients and 13.1 % for placebo-treated patients. In
another long-term 26-week controlled trial, the incidence of EPS was 14.8 % for aripiprazole-treated
patients and 15.1 % for olanzapine-treated patients.

Manic episodes in Bipolar | Disorder: in a 12-week controlled trial, the incidence of EPS was 23.5 %
for aripiprazole-treated patients and 53.3 % for haloperidol-treated patients. In another 12-week trial,
the incidence of EPS was 26.6 % for patients treated with aripiprazole and 17.6 % for those treated
with lithium. In the long term 26-week maintenance phase of a placebo-controlled trial, the incidence
of EPS was 18.2 % for aripiprazole-treated patients and 15.7 % for placebo-treated patients.

Akathisia

In placebo-controlled trials, the incidence of akathisia in bipolar patients was 12.1 % with aripiprazole
and 3.2 % with placebo. In schizophrenia patients the incidence of akathisia was 6.2 % with
aripiprazole and 3.0 % with placebo.

Dystonia

Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in
susceptible individuals during the first few days of treatment. Dystonic symptoms include: spasm of
the neck muscles, sometimes progressing to tightness of the throat, swallowing difficulty, difficulty
breathing, and/or protrusion of the tongue. While these symptoms can occur at low doses, they occur
more frequently and with greater severity with high potency and at higher doses of first generation
antipsychotic medicinal products. An elevated risk of acute dystonia is observed in males and younger
age groups.

Prolactin
In clinical trials for the approved indications and post-marketing, both increase and decrease in serum
prolactin as compared to baseline was observed with aripiprazole (section 5.1).

Laboratory parameters

Comparisons between aripiprazole and placebo in the proportions of patients experiencing potentially
clinically significant changes in routine laboratory and lipid parameters (see section 5.1) revealed no
medically important differences. Elevations of CPK (Creatine Phosphokinase), generally transient and
asymptomatic, were observed in 3.5 % of aripiprazole treated patients as compared to 2.0 % of
patients who received placebo.

Paediatric population

Schizophrenia in adolescents aged 15 years and older
In a short-term placebo-controlled clinical trial involving 302 adolescents (13-17 years) with
schizophrenia, the frequency and type of undesirable effects were similar to those in adults except for
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the following reactions that were reported more frequently in adolescents receiving aripiprazole than
in adults receiving aripiprazole (and more frequently than placebo):

somnolence/sedation and extrapyramidal disorder were reported very commonly (> 1/10), and dry
mouth, increased appetite, and orthostatic hypotension were reported commonly (> 1/100, < 1/10).
The safety profile in a 26-week open-label extension trial was similar to that observed in the short-
term, placebo-controlled trial.

In the pooled adolescent schizophrenia population (13-17 years) with exposure up to 2 years,
incidence of low serum prolactin levels in females (<3 ng/ml) and males (< 2 ng/ml) was 29.5 % and
48.3 %, respectively. In the adolescent (13-17 years) schizophrenia population with aripiprazole

exposure of 5to 30 mg up to 72 months, incidence of low serum prolactin levels in females (<3 ng/ml)

and males (< 2 ng/ml) was 25.6 % and 45.0 %, respectively.

Manic episodes in Bipolar | Disorder in adolescents aged 13 years and older

The frequency and type of undesirable effects in adolescents with Bipolar | Disorder were similar to
those in adults except for the following reactions: very commonly (> 1/10) somnolence (23.0 %),
extrapyramidal disorder (18.4 %), akathisia (16.0 %), and fatigue (11.8 %); and commonly (> 1/100,
< 1/10) abdominal pain upper, heart rate increased, weight increased, increased appetite, muscle
twitching, and dyskinesia.

The following undesirable effects had a possible dose response relationship; extrapyramidal disorder
(incidences were 10 mg, 9.1 %, 30 mg, 28.8 %, placebo, 1.7 %,); and akathisia (incidences were
10 mg, 12.1 %, 30 mg, 20.3 %, placebo, 1.7 %).

Mean changes in body weight in adolescents with Bipolar | Disorder at 12 and 30 weeks for
aripiprazole were 2.4 kg and 5.8 kg, and for placebo 0.2 kg and 2.3 kg, respectively.

In the paediatric population somnolence and fatigue were observed more frequently in patients with
bipolar disorder compared to patients with schizophrenia.

In the paediatric bipolar population (10-17 years) with exposure up to 30 weeks, incidence of low
serum prolactin levels in females (< 3 ng/ml) and males (< 2 ng/ml) was 28.0 % and 53.3 %,
respectively.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Signs and symptoms

In clinical trials and post-marketing experience, accidental or intentional acute overdose of
aripiprazole alone was identified in adult patients with reported estimated doses up to 1,260 mg with
no fatalities. The potentially medically important signs and symptoms observed included lethargy,
increased blood pressure, somnolence, tachycardia, nausea, vomiting and diarrhoea. In addition,
reports of accidental overdose with aripiprazole alone (up to 195 mg) in children have been received
with no fatalities. The potentially medically serious signs and symptoms reported included
somnolence, transient loss of consciousness and extrapyramidal symptoms.

Management of overdose

Management of overdose should concentrate on supportive therapy, maintaining an adequate airway,
oxygenation and ventilation, and management of symptoms. The possibility of multiple medicinal
product involvement should be considered. Therefore cardiovascular monitoring should be started
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immediately and should include continuous electrocardiographic monitoring to detect possible
arrhythmias. Following any confirmed or suspected overdose with aripiprazole, close medical
supervision and monitoring should continue until the patient recovers.

Activated charcoal (50 g), administered one hour after aripiprazole, decreased aripiprazole Cax by

about 41 % and AUC by about 51 %, suggesting that charcoal may be effective in the treatment of
overdose.

Haemodialysis

Although there is no information on the effect of haemodialysis in treating an overdose with
aripiprazole, haemodialysis is unlikely to be useful in overdose management since aripiprazole is
highly bound to plasma proteins.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other antipsychotics, ATC code: NO5AX12

Mechanism of action

It has been proposed that aripiprazole’s efficacy in schizophrenia and Bipolar | Disorder is mediated
through a combination of partial agonism at dopamine D, and serotonin 5HT, receptors and
antagonism of serotonin 5HT,, receptors. Aripiprazole exhibited antagonist properties in animal
models of dopaminergic hyperactivity and agonist properties in animal models of dopaminergic
hypoactivity. Aripiprazole exhibited high binding affinity in vitro for dopamine D, and Ds, serotonin
5HT 4, and 5HT,, receptors and moderate affinity for dopamine D, serotonin 5HT,. and 5HT5, alpha-1
adrenergic and histamine H; receptors. Aripiprazole also exhibited moderate binding affinity for the
serotonin reuptake site and no appreciable affinity for muscarinic receptors. Interaction with receptors
other than dopamine and serotonin subtypes may explain some of the other clinical effects of
aripiprazole.

Avripiprazole doses ranging from 0.5 to 30 mg administered once a day to healthy subjects for 2 weeks
produced a dose-dependent reduction in the binding of **C-raclopride, a D./D; receptor ligand, to the
caudate and putamen detected by positron emission tomography.

Clinical efficacy and safety

Schizophrenia

In three short-term (4 to 6 weeks) placebo-controlled trials involving 1,228 schizophrenic adult
patients, presenting with positive or negative symptoms, aripiprazole was associated with statistically
significantly greater improvements in psychotic symptoms compared to placebo.

Aripiprazole is effective in maintaining the clinical improvement during continuation therapy in adult
patients who have shown an initial treatment response. In a haloperidol-controlled trial, the proportion
of responder patients maintaining response to medicinal product at 52-weeks was similar in both
groups (aripiprazole 77 % and haloperidol 73 %). The overall completion rate was significantly higher
for patients on aripiprazole (43 %) than for haloperidol (30 %). Actual scores in rating scales used as
secondary endpoints, including PANSS and the Montgomery-Asberg Depression Rating Scale showed
a significant improvement over haloperidol.

In a 26-week, placebo-controlled trial in adult stabilised patients with chronic schizophrenia,

aripiprazole had significantly greater reduction in relapse rate, 34 % in aripiprazole group and 57 % in
placebo.
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Weight gain

In clinical trials aripiprazole has not been shown to induce clinically relevant weight gain. In a
26-week, olanzapine-controlled, double-blind, multi-national study of schizophrenia which included
314 adult patients and where the primary end-point was weight gain, significantly less patients had at
least 7 % weight gain over baseline (i.e. a gain of at least 5.6 kg for a mean baseline weight of

~80.5 kg) on aripiprazole (n = 18, or 13 % of evaluable patients), compared to olanzapine (n = 45, or
33 % of evaluable patients).

Lipid parameters

In a pooled analysis on lipid parameters from placebo controlled clinical trials in adults, aripiprazole
has not been shown to induce clinically relevant alterations in levels of total cholesterol, triglycerides,
HDL and LDL.

-Total cholesterol: incidence of changes in levels from normal (<5.18 mmol/1) to high (> 6.22 mmol/l)
was 2.5 % for aripiprazole and 2.8 % for placebo and mean change from baseline was -0.15 mmol/I
(95 % CI: -0.182, -0.115) for aripiprazole and -0.11 mmol/l (95 % CI: -0.148, -0.066) for placebo.
-Fasting triglycerides: incidence of changes in levels from normal (<1.69 mmol/1) to high (>

2.26 mmol/l) was 7.4 % for aripiprazole and 7.0 % for placebo and mean change from baseline was -
0.11 mmol/l (95 % CI: -0.182, -0.046) for aripiprazole and -0.07 mmol/l (95 % ClI: -0.148, 0.007) for
placebo.

-HDL: incidence of changes in levels from normal (> 1.04 mmol/l) to low (<1.04 mmol/l) was 11.4 %
for aripiprazole and 12.5 % for placebo and mean change from baseline was -0.03 mmol/I

(95 % CI: -0.046, -0.017) for aripiprazole and -0.04 mmol/I (95 % CI: -0.056, -0.022) for placebo.
-Fasting LDL.: incidence of changes in levels from normal (<2.59 mmol/l) to high (> 4.14 mmol/l) was
0.6 % for aripiprazole and 0.7 % for placebo and mean change from baseline was -0.09 mmol/I

(95 % CI: -0.139, -0.047) for aripiprazole and -0.06 mmol/l (95 % CI: -0.116, -0.012) for placebo.

Prolactin

Prolactin levels were evaluated in all trials of all doses of aripiprazole (n = 28,242). The incidence of
hyperprolactinaemia or increased serum prolactin in patients treated with aripiprazole (0.3 %) was
similar to that of placebo (0.2 %). For patients receiving aripiprazole, the median time to onset was
42 days and median duration was 34 days.

The incidence of hypoprolactinaemia or decreased serum prolactin in patients treated with aripiprazole
was 0.4 %, compared with 0.02 % for patients treated with placebo. For patients receiving
aripiprazole, the median time to onset was 30 days and median duration was 194 days.

Manic episodes in Bipolar | Disorder

In two 3-week, flexible-dose, placebo-controlled monotherapy trials involving patients with a manic or
mixed episode of Bipolar | Disorder, aripiprazole demonstrated superior efficacy to placebo in
reduction of manic symptoms over 3 weeks. These trials included patients with or without psychotic
features and with or without a rapid-cycling course.

In one 3-week, fixed-dose, placebo-controlled monotherapy trial involving patients with a manic or
mixed episode of Bipolar | Disorder, aripiprazole failed to demonstrate superior efficacy to placebo.

In two 12-week, placebo- and active-controlled monotherapy trials in patients with a manic or mixed
episode of Bipolar | Disorder, with or without psychotic features, aripiprazole demonstrated superior
efficacy to placebo at week 3 and a maintenance of effect comparable to lithium or haloperidol at
week 12. Aripiprazole also demonstrated a comparable proportion of patients in symptomatic
remission from mania as lithium or haloperidol at week 12.

In a 6-week, placebo-controlled trial involving patients with a manic or mixed episode of Bipolar |
Disorder, with or without psychotic features, who were partially non-responsive to lithium or
valproate monotherapy for 2 weeks at therapeutic serum levels, the addition of aripiprazole as
adjunctive therapy resulted in superior efficacy in reduction of manic symptoms than lithium or
valproate monotherapy.
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In a 26-week, placebo-controlled trial, followed by a 74-week extension, in manic patients who
achieved remission on aripiprazole during a stabilization phase prior to randomization, aripiprazole
demonstrated superiority over placebo in preventing bipolar recurrence, primarily in preventing
recurrence into mania but failed to demonstrate superiority over placebo in preventing recurrence into
depression.

In a 52-week, placebo-controlled trial, in patients with a current manic or mixed episode of Bipolar |
Disorder who achieved sustained remission (Y-MRS and MADRS total scores < 12) on aripiprazole
(10 mg/day to 30 mg/day) adjunctive to lithium or valproate for 12 consecutive weeks, adjunctive
aripiprazole demonstrated superiority over placebo with a 46 % decreased risk (hazard ratio of 0.54) in
preventing bipolar recurrence and a 65 % decreased risk (hazard ratio of 0.35) in preventing
recurrence into mania over adjunctive placebo but failed to demonstrate superiority over placebo in
preventing recurrence into depression. Adjunctive aripiprazole demonstrated superiority over placebo
on the secondary outcome measure, CGI-BP Severity of Iliness score (mania). In this trial, patients
were assigned by investigators with either open-label lithium or valproate monotherapy to determine
partial non-response. Patients were stabilised for at least 12 consecutive weeks with the combination
of aripiprazole and the same mood stabilizer. Stabilized patients were then randomised to continue the
same mood stabilizer with double-blind aripiprazole or placebo. Four mood stabilizer subgroups were
assessed in the randomised phase: aripiprazole + lithium; aripiprazole + valproate; placebo + lithium;
placebo + valproate. The Kaplan-Meier rates for recurrence to any mood episode for the adjunctive
treatment arm were 16 % in aripiprazole + lithium and 18 % in aripiprazole + valproate compared to
45 % in placebo + lithium and 19 % in placebo + valproate.

Paediatric population

Schizophrenia in adolescents

In a 6-week placebo-controlled trial involving 302 schizophrenic adolescent patients (13-17 years),
presenting with positive or negative symptoms, aripiprazole was associated with statistically
significantly greater improvements in psychotic symptoms compared to placebo. In a sub-analysis of
the adolescent patients between the ages of 15 to 17 years, representing 74 % of the total enrolled
population, maintenance of effect was observed over the 26-week open-label extension trial.

Manic episodes in Bipolar I Disorder in children and adolescents

Avripiprazole was studied in a 30-week placebo-controlled trial involving 296 children and adolescents
(10-17 years), who met DSM-1V criteria for Bipolar | Disorder with manic or mixed episodes with or
without psychotic features and had a Y-MRS score > 20 at baseline. Among the patients included in
the primary efficacy analysis, 139 patients had a current co-morbid diagnosis of ADHD.

Avripiprazole was superior to placebo in change from baseline at week 4 and at week 12 on the Y-MRS
total score. In a post-hoc analysis, the improvement over placebo was more pronounced in the patients
with associated co-morbidity of ADHD compared to the group without ADHD, where there was no
difference from placebo. Recurrence prevention was not established.

Table1:  Mean improvement from baseline YMRS score by psychiatric comorbidity

Psychiatric Week Week | ADHD Week Week
comorbidities 4 12 4 12
ABILIFY 10 mg ABILIFY 10 mg

14.9 15.1 15.2 15.6
(n = 48) (n = 44)
ABILIFY 30 mg ABILIFY 30 mg

16.7 16.9 15.9 16.7
(n=51) (n=48)
Placebo Placebo
(n = 52)° 7.0 8.2 (n = 47)° 6.3 7.0
No psychiatric Week Week No ADHD Week Week
comorbidities 4 12 4 12
ABILIFY 10 mg ABILIFY 10 mg
(n=27) 12.8 15.9 (n=37) 12.7 15.7
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ABILIFY 30 mg ABILIFY 30 mg

(n = 25) 15.3 14.7 (n = 30) 14.6 13.4
Placebo Placebo

(n = 18) 9.4 9.7 (n = 25) 9.9 10.0

®n =51 at Week 4
=46 at Week 4

The most common treatment-emergent adverse events among patients receiving 30 mg were
extrapyramidal disorder (28.3 %), somnolence (27.3 %), headache (23.2 %), and nausea (14.1 %).
Mean weight gain in the 30 weeks treatment-interval was 2.9 kg as compared to 0.98 kg in patients
treated with placebo.

Irritability associated with autistic disorder in paediatric patients (See section 4.2)

Avripiprazole was studied in patients aged 6 to 17 years in two 8-week, placebo-controlled trials [one
flexible-dose (2-15 mg/day) and one fixed-dose (5, 10, or 15 mg/day)] and in one 52-week open-label
trial. Dosing in these trials was initiated at 2 mg/day, increased to 5 mg/day after one week, and
increased by 5 mg/day in weekly increments to the target dose. Over 75 % of patients were less than
13 years of age. Aripiprazole demonstrated statistically superior efficacy compared to placebo on the
Aberrant Behaviour Checklist Irritability subscale. However, the clinical relevance of this finding has
not been established. The safety profile included weight gain and changes in prolactin levels. The
duration of the long-term safety study was limited to 52 weeks. In the pooled trials, the incidence of
low serum prolactin levels in females (< 3 ng/ml) and males (< 2 ng/ml) in aripiprazole-treated
patients was 27/46 (58.7 %) and 258/298 (86.6 %), respectively. In the placebo-controlled trials, the
mean weight gain was 0.4 kg for placebo and 1.6 kg for aripiprazole.

Aripiprazole was also studied in a placebo-controlled, long-term maintenance trial. After a 13-26 week
stabilisation on aripiprazole (2-15 mg/day) patients with a stable response were either maintained on
aripiprazole or substituted to placebo for further 16 weeks. Kaplan-Meier relapse rates at week 16
were 35 % for aripiprazole and 52 % for placebo; the hazard ratio for relapse within 16 weeks
(aripiprazole/placebo) was 0.57 (non-statistically significant difference). The mean weight gain over
the stabilisation phase (up to 26 weeks) on aripiprazole was 3.2 kg, and a further mean increase of

2.2 kg for aripiprazole as compared to 0.6 kg for placebo was observed in the second phase (16 weeks)
of the trial. Extrapyramidal symptoms were mainly reported during the stabilisation phase in 17 % of
patients, with tremor accounting for 6.5 %.

Tics associated with Tourette’s disorder in paediatric patients (see section 4.2)

The efficacy of aripiprazole was studied in paediatric subjects with Tourette’s disorder (aripiprazole:

n =99, placebo: n = 44) in a randomised, double-blind, placebo controlled, 8 week study using a fixed
dose weight-based treatment group design over the dose range of 5 mg/day to 20 mg/day and a starting
dose of 2 mg. Patients were 7 - 17 years of age and presented an average score of 30 on Total Tic
Score on the Yale Global Tic Severity Scale (TTS-YGTSS) at baseline. Aripiprazole showed an
improvement on TTS-YGTSS change from baseline to week 8 of 13.35,for the low dose group (5 mg
or 10 mg) and 16.94 for the high dose group (10 mg or 20 mg) as compared with an improvement of
7.09 in the placebo group.

The efficacy of aripiprazole in paediatric subjects with Tourette’s syndrome (aripiprazole: n = 32,
placebo: n = 29) was also evaluated over a flexible dose range of 2 mg/day to 20 mg/day and a starting
dose of 2 mg, in a 10 week, randomised, double blind, placebo-controlled study conducted in South-
Korea. Patients were 6 - 18 years and presented an average score of 29 on TTS-YGTSS at baseline.
Avripiprazole group showed an improvement of 14.97 on TTS-YGTSS change from baseline to

week 10 as compared with an improvement of 9.62 in the placebo group.

In both of these short term trials, the clinical relevance of the efficacy findings has not been
established, considering the magnitude of treatment effect compared to the large placebo effect and the
unclear effects regarding psycho-social functioning. No long term data are available with regard to the
efficacy and the safety of aripiprazole in this fluctuating disorder.

16

16



The European Medicines Agency has deferred the obligation to submit the results of studies with
ABILIFY in one or more subsets of the paediatric population in the treatment of schizophrenia and in
the treatment of bipolar affective disorder (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Avripiprazole is well absorbed, with peak plasma concentrations occurring within 3-5 hours after
dosing. Aripiprazole undergoes minimal pre-systemic metabolism. The absolute oral bioavailability of
the tablet formulation is 87 %. There is no effect of a high fat meal on the pharmacokinetics of
aripiprazole.

Distribution
Avripiprazole is widely distributed throughout the body with an apparent volume of distribution of
4.9 I/kg, indicating extensive extravascular distribution. At therapeutic concentrations, aripiprazole

and dehydro-aripiprazole are greater than 99 % bound to serum proteins, binding primarily to albumin.

Biotransformation

Avripiprazole is extensively metabolised by the liver primarily by three biotransformation pathways:
dehydrogenation, hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and CYP2D6
enzymes are responsible for dehydrogenation and hydroxylation of aripiprazole, and N-dealkylation is
catalysed by CYP3A4. Aripiprazole is the predominant medicinal product moiety in systemic
circulation. At steady state, dehydro-aripiprazole, the active metabolite, represents about 40 % of
aripiprazole AUC in plasma.

Elimination

The mean elimination half-lives for aripiprazole are approximately 75 hours in extensive metabolisers
of CYP2D6 and approximately 146 hours in poor metabolisers of CYP2D6.

The total body clearance of aripiprazole is 0.7 ml/min/kg, which is primarily hepatic.

Following a single oral dose of [**C]-labelled aripiprazole, approximately 27 % of the administered
radioactivity was recovered in the urine and approximately 60 % in the faeces. Less than 1 % of
unchanged aripiprazole was excreted in the urine and approximately 18 % was recovered unchanged
in the faeces.

Pharmacokinetics in special patient groups

Paediatric population
The pharmacokinetics of aripiprazole and dehydro-aripiprazole in paediatric patients 10 to 17 years of
age were similar to those in adults after correcting for the differences in body weights.

Elderly

There are no differences in the pharmacokinetics of aripiprazole between healthy elderly and younger
adult subjects, nor is there any detectable effect of age in a population pharmacokinetic analysis in
schizophrenic patients.

Gender

There are no differences in the pharmacokinetics of aripiprazole between healthy male and female
subjects nor is there any detectable effect of gender in a population pharmacokinetic analysis in
schizophrenic patients.

Smoking
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Population pharmacokinetic evaluation has revealed no evidence of clinically significant effects from
smoking on the pharmacokinetics of aripiprazole.

Race
Population pharmacokinetic evaluation showed no evidence of race-related differences on the
pharmacokinetics of aripiprazole.

Renal impairment
The pharmacokinetic characteristics of aripiprazole and dehydro-aripiprazole were found to be similar
in patients with severe renal disease compared to young healthy subjects.

Hepatic impairment

A single-dose study in subjects with varying degrees of liver cirrhosis (Child-Pugh Classes A, B,
and C) did not reveal a significant effect of hepatic impairment on the pharmacokinetics of
aripiprazole and dehydro-aripiprazole, but the study included only 3 patients with Class C liver
cirrhosis, which is insufficient to draw conclusions on their metabolic capacity.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction
and development.

Toxicologically significant effects were observed only at doses or exposures that were sufficiently in
excess of the maximum human dose or exposure, indicating that these effects were limited or of no
relevance to clinical use. These included: dose-dependent adrenocortical toxicity (lipofuscin pigment
accumulation and/or parenchymal cell loss) in rats after 104 weeks at 20 to 60 mg/kg/day (3 to

10 times the mean steady-state AUC at the maximum recommended human dose) and increased
adrenocortical carcinomas and combined adrenocortical adenomas/carcinomas in female rats at

60 mg/kg/day (10 times the mean steady-state AUC at the maximum recommended human dose). The
highest nontumorigenic exposure in female rats was 7 times the human exposure at the recommended
dose.

An additional finding was cholelithiasis as a consequence of precipitation of sulphate conjugates of
hydroxy metabolites of aripiprazole in the bile of monkeys after repeated oral dosing at 25 to

125 mg/kg/day (1 to 3 times the mean steady-state AUC at the maximum recommended clinical dose
or 16 to 81 times the maximum recommended human dose based on mg/mz). However, the
concentrations of the sulphate conjugates of hydroxy aripiprazole in human bile at the highest dose
proposed, 30 mg per day, were no more than 6 % of the bile concentrations found in the monkeys in
the 39-week study and are well below (6 %) their limits of in vitro solubility.

In repeat-dose studies in juvenile rats and dogs, the toxicity profile of aripiprazole was comparable to
that observed in adult animals, and there was no evidence of neurotoxicity or adverse reactions on
development.

Based on results of a full range of standard genotoxicity tests, aripiprazole was considered non-
genotoxic. Aripiprazole did not impair fertility in reproductive toxicity studies. Developmental
toxicity, including dose-dependent delayed foetal ossification and possible teratogenic effects, were
observed in rats at doses resulting in subtherapeutic exposures (based on AUC) and in rabbits at doses
resulting in exposures 3 and 11 times the mean steady-state AUC at the maximum recommended
clinical dose. Maternal toxicity occurred at doses similar to those eliciting developmental toxicity.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
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Tablet core

Lactose monohydrate
Maize starch
Microcrystalline cellulose
Hydroxypropyl cellulose
Magnesium stearate
Tablet coat

ABILIFY 5 mg tablets
Indigo carmine aluminium lake (E 132)

ABILIFY 10 mg tablets
Red iron oxide (E 172)

ABILIFY 15 mg tablets
Yellow iron oxide (E 172)

ABILIFY 30 mg tablets
Red iron oxide (E 172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

Store in the original package in order to protect from moisture.

6.5 Nature and contents of container

Aluminium perforated unit dose blisters in cartons of 14 x 1,28 x 1,49 x 1, 56 x 1, 98 x 1 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any_unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Otsuka Pharmaceutical Europe Ltd.

Gallions, Wexham Springs, Framewood Road,

Wexham, SL3 6PJ - United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

ABILIFY 5 mg tablets
EU/1/04/276/001 (5 mg, 14 x 1 tablets)
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EU/1/04/276/002 (5 mg, 28 x 1 tablets)
EU/1/04/276/003 (5 mg, 49 x 1 tablets)
EU/1/04/276/004 (5 mg, 56 x 1 tablets)
EU/1/04/276/005 (5 mg, 98 x 1 tablets)

ABILIFY 10 mg tablets

EU/1/04/276/006 (10 mg, 14 x 1 tablets)
EU/1/04/276/007 (10 mg, 28 x 1 tablets)
EU/1/04/276/008 (10 mg, 49 x 1 tablets)
EU/1/04/276/009 (10 mg, 56 x 1 tablets)
EU/1/04/276/010 (10 mg, 98 x 1 tablets)

ABILIFY 15 mg tablets

EU/1/04/276/011 (15 mg, 14 x 1 tablets)
EU/1/04/276/012 (15 mg, 28 x 1 tablets)
EU/1/04/276/013 (15 mg, 49 x 1 tablets)
EU/1/04/276/014 (15 mg, 56 x 1 tablets)
EU/1/04/276/015 (15 mg, 98 x 1 tablets)

ABILIFY 30 mg tablets

EU/1/04/276/016 (30 mg, 14 x 1 tablets)
EU/1/04/276/017 (30 mg, 28 x 1 tablets)
EU/1/04/276/018 (30 mg, 49 x 1 tablets)
EU/1/04/276/019 (30 mg, 56 x 1 tablets)
EU/1/04/276/020 (30 mg, 98 x 1 tablets)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 04 June 2004

Date of latest renewal: 04 June 2009

10. DATE OF REVISION OF THE TEXT

{MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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LD AUC % 107%HEN S /7208, Cou (CEAGIZ R o T2, BB T E KT VeI —
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(BRI DD B 2B OULAE) DA U DTN H 5, VA b =—JERICITHR OFE NS F
A, & ZCTAMERIORE, WETIREE, PEREEE, KO UIERHA~EETT S, 2 b oERIE
RHETHAELLP, @Mk ONEHEOSE | HARFUEHRE CIIRBLRE L OCEIEE N &V, B
PR OFEZFIZBNT, BV == U 27 OEMBRD LTS,

Tz F
KRR SNSRI ORER L O T IRRERRR T, 7 77 Y — L oEbICy, EEAiE s
g L Cilig 7' v 7 7 F o O L B O G 3R bl (5.1 21R)

IR B e

W OWKREHEE K OIEE X7 A —% (5.1 2) CTHRANICEROODL LB NI L8 %
IRLTEBEOEGE, TIET IV — AL T TR CHER LTz & 2 AEFIICEE R ZITR
NIRRT, LTl CEERMED CPK (7 VT F 7 3 ARFF—E) o LT,
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BHOE (13~17 %) OMERFVERE 302 Fla ks L-mH 7 7 R EERRICBW T, #l
TEHOBEROHEEIL, UTOFERREZRVTHALFEK TH T, 7 I BT T Y — VBEOR AR
F LU L CHVERE CRABERE NS (O 7 T RBEL Y b RBBEERE N T2) F
B LT, fHIR/GEF R ORISR E N IEF IS @ WVBEE CHlE S G1/10) , OWNEzE, &5k
TUIEE R OV STEAR I 13— % F9 722 F 4 (>1/100, <1/10) & L TG Shiz, 26 B OIS ik
R ToOREN T 7 4 —E, BT T e RAEEBR TERO LN LD EIRIER L TH o7,
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483% TdH o7z, 5~30 mg DAET 72 » H L TORBEEZ T -HDE (13~17 %) OHEKRHA
JEBHEOEMT, kML OBHERETOME S0 7 7 F R ME (&M <3 ng/ml, B <2
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13 FRLL | D D MK 1 FE (T 5 BT £°2— N
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o7 (11.8%) 5 mBHE (= 1/100, < 1/10) EREERE, CMEGEM, EREM, SAOTHE, A,
B AF R —
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7 B8R T 1.7%)
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Ot LT DERE=2 1 7 b Gt nEE=2 1 72 EBICHGT 22, TIETT Y
— VO ER G PR S NTGE XTRDON O 5E1E, BEVNEET L2 E CEFHRERLE E=
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V S-HT A ZRIRICHT D80T T=A MEMEE, to F=V SSHTL, ZRIRICHT 57 v 7 3=

A MEEOW G ZN L THIRNBEINDI OO LM EEINTND, T ETT Y —E, K33
VEERETULEEOENE T VI W T X A=A MER %, Fo KX UK T oEE T LIS
BWTTd=2 M &R LT, 7T UEZT Y —idinvitro TRX U D, KUD;, Eu b=

> 5-HT o LY 5-HTop ZFRITKT LW FadE, R/ 0 Dy, B =2 5-HTyc KON 5-HT,,

a7 R T U RO AZ I Hy SRR LR EEOBFMEEZ R Lz, £/, v h=r
PRV AL & P OB EZ R L2, DAD Y UZBIE~OBRMITRD Sied-
oo ZOMODEFRIZZAFIZONTIE RANI VKRR = O% 7 X A4 TUNOZFERE D
AERICEVFBHATZ 25D H5000 Ltz

REEANCT IV ET T —105~30mg %z 1 A 1[0, 2#EHEL5T 5L, D, /Dy%FEKY T KT
b5 '"C-F7ruTF T4 RORREROWRR~OREENHEICKT L TR T 5 2 & 03 E ik
HW IR R k> TR ST,

FRRIR DA B e OV 4
P RIE
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%@Xi@@f%®%é%A THIERE 1,228 BB s Lz 3 DOEH T 7 R (4
~6 B I2BWT, TUETXI ) — I TR & LT, HEFFICE SR EBRERD
W& Lto

ABILIFY (%, #IHNERE THRDH - T2 NEBFE OEFHRIEZAT O &, BRIRIER O UEHERZZ)
BRH D, "o F—)L L ORIV T, 85 52 BH CHHENMHER SNV AR
YHE=DFEE, MESGHETHEKE T (TIVET TV =R 77%, »~uxXY F—/L#f
3%) . BIRORBRETHEOEEGIL, TIETT ) —NRE (43%) 28, ~aXU K= (30%)
LI EBICEP T, BIREEHEER & LRV S, B - FRMERGEHERE (PANSS) &
' Montgomery Asberg 9 DFEliRE (MADRS) % & TeifliREICH T HFEBEOR2TIX, 7V
v = AR N R R LB EICE W EE R LT,

EBYER G RTE TIEROEZE L TWDHHEFEEZXRE LTz 26 HE O 7 7 RS ERERIZB N T,
TIVETIZ = OB RIL A% E, T T BREED 57%I X THBEIE) > T,

K]

BRREBRIZBWT, TUET T Y — /WIRRKRIICEROH S REEIN 2B S SR o7, A
RAERS 314 Bl D EEAHMEEE 2 AEEMNE Lz, 26 HEOAZ7 e 5, —H
B, ZEBILFRRBRICBNT, R=2AT7 4 LI 0ERENDR ES 1% (F, #581F%
REN 80.5 kg FTTAH7 &b 5.6 kg DM LIBFEIE, 47 FEURE (456, SULFF
ATBEZR B D 33%) ICHARTT U S5 — B (18 fil, ITEHMIirfRE/2BE D 13%) TH
Bl o,

JEE N T A —2

AN ZE xS & LT 7 7 B ARk R RRER TR O BE N T A —Z 2OV THRFEIRNT 21T - 7223,
TIUET T —niFarxre—L, U7 U&Y K, HDL &0 LDL OEEIZEEENIC
OHDLELEFIER I SN ERRENT,

—a L AT o— b BENEE (<518mmol/L) 75O EE (>6.22 mmol/L) ~Z8k L7=EI&1%
T VT TS —REN 25%, 7T RREEN 28% Th Tz, N—RATA b OFHELEIL,
7V T Y — VEED-0.15 mmol/L  (95% fEHX M : -0.182,-0.115) , 77 & AREEA-0.11 mmol/L

(95% 1EHHIX[H : -0.148,-0.066) TH -7,

—ZEfERF R Y U ) R EENER (<1.69mmol/L) 7>5 & (>2.26 mmol/L) ~Z{k L 7=%|
L, TIVET IR 74%, T RREN 7.0% Thole, X—2 T A )b DYk
BIE, 7V STV VEED-0.11 mmol/L (95% fEHEXH @ -0.182, -0.046) , 7 7 EAREEN3-0.07
mmol/L (95% 15#EX[H : -0.148,0.007) ToH -7,

—HDL : JRENER (=1.04 mmol/L) 72>HAXfE (<1.04 mmol/L) ~ZE b L7=HIAIEL, 7V Er7
= VEERN 11.4%, 7T BREEN 125% Tholz, XR—AT7 A U nbONVHEEE, TIES
7 — LEEDY-0.03 mmol/L (95% {SHEX[H : -0.046, -0.017) , 77 & AREEA-0.04 mmol/L (95%
EHEIX : -0.056,-0.022) T -7,

ZEERE LDL : JRENIER (< 2.59 mmol/L) 76 &EfE (> 4.14 mmol/L) ~Zfb L7=EI&1E, 7
VT T =B 0.6%, 77 EREEN 0.7% CThoTz, N—RATA nbOENET, 7
U E77 Y — LEEN-0.09 mmol/L (95% fE#AXfH : -0.139, -0.047) , 77 & AREEH-0.06 mmol/L
(95% 1E4HIX[H : -0.116,-0.012) ThH -7z,

7rZ s F
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TIVET T =L OEHEIZOWT, SRR (WREK 28242 N) TFYrI7 7 F U RER
FHE L7, TV T I =L EERGEISNBETE T 0 T 7 F UM IRINE 7 e 7 7 F BN
DRI LIZEE (03%) X778 2G5 INT-BETRALZEES (02%) LFRETH- T,
TIETIZY—VERALEEET, B8 77 F UEXTNE T 7T 7 F 0 O8MMRRE S
HFETORM (FRIE) 1342 HTHY, MR (Pl X34 HThoTo,

TIVET TN INEETIR T 0T 7 F U EXIZE 7 v T 7 F U BB LT
FHEX, 77 EREZEEGEINTCEETRIELLEHE (0.02%) 1IZHL 04%Tho7z, TIETZ
V= NVERALEEE T, K78 T 7 FUMEXIXIE 7 7 7 7 F o ORD BN RBLT H F TORE
] (P fE) 13230 BHTHY, MkkehREi (P JE) 12194 R TTH -7z,

XK T ZPEZ (T (F D B &7 — N
Bl Ty — RXTRAMET Y — RE2F T2 0m I BIEEREZRGRE Lz 2 >0 3 BE A

HE7 7 v RABEAGERR T, 7V ET 7 Y — WEEEROBEIC VT 3 @I hz-
T 7RI BENAL TV, 26 ORBRIZIIEHIHERZET 5 IA SV isd, 20

BT AEAARB TR VWBEREEN TS,

BUR T E Y — R XULREAMZE Y — R a3 5 0 | BlEERE 2S5 E L2 3 BEEEEHEY
FERRBEANEERBR TIX, 7V T3 7T BRI L TEBEE RS 2o T,

BT e Y — RXTRAMET Y — RE A9 5006 1 BIFEERE, HBihgs a4 2 XIF 37k
WEEZXSRE LTZ 2 o0 12 7 7 v AR R OEERHEANEERBRCIX, 7877 —n
X3 EBICHDEICBW T ZEARLY bEN, 12 BHICY T U LI 2R F—)L & [F%
RAEMEDORE A R Lz, B2, TU IV —LiX 12 @B, BeREND OIERER A5
BEESICBWT, VF A I naxXY R—=LLERETH- T,

BRI O M PR E 2R3 F 0 L30TV 7 o lREAREREZ 2 8EET LT —HEISTH Y,
Bir ey — FUIREMETE Y — 2 A L, BB e AT 25 XUIA S 20 T RiEERE
ZRRE LTz 6 7 7 B ARREEERICH N T, MilEL LTI eIy — v aBlt 5 &,
BRIER DR, U F U LD WI IV T rEEANER LD BTV,

AVEZ LRI OREINCT UV BT 7 — L CHMBME LN BN BEF 2R 35 26 BEOTZ
AR R L OF O% 74 B OMEERER T, MRS (E& LTEYH) OFEThico
WC, TIVET TV —x 7 7RI LEBMEEZ R LZD, 2 DOBFRETHICO N7
AR T D EREEZ RS o T,

UF o LT v 7 afigl iEEsE LTo7 ) s —L (10 mg/H~30 mg/H) OfFf
HBICED 12 BREICHZ 0 EiE (Y-MRS & O MADRS & ity 12 fHLLT) Mo -ByR—
V— RTRAZEY — FE2AT 5 M 1 BfEERE LR ET D 52 BREO 77 AR
BRCIL, fBEIEE LToT U BT T Y — W3 IBMEREE O B TR0 T 46%D U A 7 OIX
T (NF—FKk 054) ZRLTT78RICE-TEY, BR-EY— FEETHICEWTIX
65%D U A7 DIRT (NP— K 035) 2R L CTHBIRESE LTOT T BRITES TWER, 9
DT E Y — REHEBGIEICB W I 7 7 e RICx T 2Bt 2 R~ S R2ho 72, fiEEE L TO
TVETT =ik, BIRAEEHMEEE TH 5 GCI-BP HEIEE A a7 (BYE) 2B\ THL 7 78R
WS TV, ZORBRTIE, MBRETEMAIEER N T F U ATV o i AL IR
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FEEOMT, RISARTSThHZ 2R LT, TD%, BEOERIIT IS 7V —1 L%
NETHEHA L TWeD LR CROLEFROHMBRIEIC LY 12 BEFLL Rk L TLE L T,
D%, TEROLE LT BEITEELALIN, TNETLER LR ZERICNMA T _EER FT
TIVET T =N IE T T RO ke LT, BIEACHI IR L@ EELOY 7 7 —7F
4 O ZAT 72 . T I TSI =N+ VF UL, TIVET TV — v+ 07 al, 778N
+UF UL, FTRA+ VT iR, fHBEERICBIT AR 0= — RO Kaplan-Meier %12 K&
HEIERIT, TR +TVTFTLEETAS%L N T TR+ T BB T 19% TH - 72DIZK L,
TIET T+ UFTLEETI6%E T VST — L+ )7 oGt Tli 18% CTh -7,

/N VAL

B EEDFE I

BtE X BEMEER D & B FHDHE (13~17 %) OMAKRERE 302 flzxtR s Lz 6 BEOY
TR RIMBERBRIZBNT, TIET I — I 7 TR LB LT, a2 e
WoOUEE R LT, 15~17 BOFVEREOT THITICBWT, 26 HEFOIEBE Rk R T8
A RIRD T4% R T O A MO RS 2 BT,

INER B PED IR T I D B 72— N

MR ROE IO TER T E Y — RXXREAETE Y — R385 ) DSM-TV FLHE 43 7= 3 R
[ BIfEERE T, X—AT 42D Y-MRS A2 77020 LLED 296 &4 D/NEROEFDELRE (10~
17 m%) Zx5 e 25 30 HEO7 7 vRdlEBRTTr I v 7 I Yy — Lo e mit Lz, F8EA
IHERET B & T o T2 BEHED 9 B, 139 413 ADHD Z#50F L T\ % L2 s vz,

TIETZ— T4 EHAKRIR2BEED Y-MRS AT DRX—RAT A4 b DELET, 77
TREVEN TV, FEEMBITC, V78R e L7 Z0%ET ADHD 2 460F L T\ 5 EBE
JECTEVEHETHY, ADHD 5 0FL TV WRERB T 78R EDMIZED RN ERREN
Too TR TENRIIMENT STV,
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#F1: BHEROSHOEMEIZLDHX—ZTF 42 YMRS A7 b Ok

R EOEH Y | 540 ¥ 123 | ADHD &50fH v 540 12 0
Abilify 10 mg (48 | 14.9 15.1 Abilify 10 mg (44 | 152 15.6
i) )

Abilify 30 mg (51]16.7 16.9 Abilify 30 mg (48 | 15.9 16.7
1)) %))

Z5€R (5240 * |70 8.2 FSvR @74 ° |63 7.0
FEEEOAD 2L | 55400 12 0 ADHD &ff72 L %4 #1238
Abilify 10 mg (27| 128 15.9 Abilify 10 mg (37 | 12.7 15.7
1)) %))

Abilify 30 mg (25153 14.7 Abilify 30 mg (30 | 14.6 13.4
i) )

7R (18 f) 9.4 9.7 77 AR (25 ) 9.9 10.0

A AT BT ST
b5 4 I35\ T 46 1Al

ABILIFY 30 mg Z 5 SN 7-BE T b S E [ CIRBR IR 514 (238 U= A E RS T MR
= (283%) , fHIR (27.3%) , ¥R (23.2%) , KROVEL (14.1%) Tho7-, 30 #HE o5
MR OREINONEEEIE, 77 8RR EHBFD 098kg 123 LT, 29kg THoTz,

BT S H PRI L S BEE 8.2 Z4)

6~17 WDEFEERGRE LT, SHEEOT 7 v ARREHER 2 R [ EAHE Q~15 mgH) 1R Bk
FOVEEHE (5,10 XX 15mg/H) 138k ROV S2 @R OIS B | RBRa 50 L=, BHtEH
X2 mgHEL, 1HBEEZICS mgBIZHEEL, £0%IEEES mg BT >AEHEE THEL

7o BREERE D T5%LL LAY 13 ARMOBE ThoTe, TV ET TV —EI7 78R EHKLT,

BEATE)F = v 7 U A L BN~ X r—/L (Aberrant Behaviour Checklist Irritability subscale)
Ze I CRl L 72 A MBS W TIREEHFRIICA BICE > T e, UL, ZORIROEIRNZ2E
TS EN TR, RO T a7 — WIIMEERINE T a5 7 F AEOLEE NG EN T
W5, EMZAERBROBEIL 52 B EWIRESNTHMTH D, HBREIFE LIERER, 7
V77— VOG5 A% T kR E (<3 ng/ml) KROBEMEE (<2 ng/ml) (BT SIMIES
177 FAREDORBLERIT, FEh 27/46 4 (58.7%) M TN 258/298 4 (86.6%) Th o7, 7
72 R ERBRIC B T A REINO VLT T v REET04 kg, 7TV ET T —LREET1.6 kg T
Holz,

Fo, 7R EMMERE | BREEHE L, 13~26 HEO7T UV ETT7Y— (2~15
mg/H) BHZENMHO®%, DWRNLEEL TWHEFIZ, LT 16 HET VBT T Y — L Ofkiif
5, X778 REBBROELLNE{THTZ, B TT2 <A —IEIZLD 16 BRFHHREITT Y
7T = PEE 35%, 7R EE 52% Th o7z, 16 HEILINOFFE AN — Kk (78R
WZRTH7IETTY—)) 1 057 Thole (MeEFHRAEETE) -T) . TIETTY
— N GZERE (R 26 HET) OEREIMOFEEIEIT 3.2 kg Thoto, /2, 77&8ART
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DIFEIE 0.6 kg L L, 7V T 7Y — /L THIZWVE 2.2 kg OFREHIINI YiLBRO 16 HH]
D 2 W G TH SNz, HERSNGIER T EICHR G2 ENH T 17% D BEICHERH Y, E
1% 6.5%% Hie,

PEEHBRE LT o by MEZEICHES T2 0.2 ZH)
Fw Ly NEEZHETL/NEBRE (TVETT—LEE 99 6, 7T REE44 6]) ZXRt8I2T Y
ST =L OEHMEE 8 HE DT T & A RIEVE b B MG TR L2, 2 mg/H
O ENOHAL, 5 mgHND 20 mg/H O &P CHREIZES < EE M & TR T2
RERT VA AN, BEIXTENLDL 17K T, X—R 71 KD Total Tic Score on the Yale
Global Tic Severity Scale (TTS-YGTSS)D A 271330 THolz, X—AT A 5 Week 8§ T
TTS-YGTSS N7 7 v R ERET 7.09 hFEL-DIZH LT, 7TV ET TV —LORHRREER
(5mg £721X 10mg) TIEL13358#F L, m/HEREGH (10 mg £721L 20 mg) TiX 16.94 S L
77
Fy Ly MNEEZATL/NEEE (TVEF T =R 32 6, 7T BREE29 ) 2627V
VST =R ERF Lz, BItHEIX 2mg/HE L, 2mg/HA D 20 mg/ H O 7] H &
PHC 10 M D 7 7 & Ak RREE(E 2 (b B S i LA 2 v [E T L7z, BFIL 6 5 18 %
T, N"—=RF A BED TTS-YGTSS DA a7 (L29 Thotz, X—AFA 05 Week 10 i
IZ TTS-YGTSS N7 TR T 9.62 FELI=DIZK LT, TUET T —ARETIE 1497 &L
77
2 SOEHERTIL, RERT T BRMR &L LT & & OBRIRDFROREE K O DB RE
(BT 2 R R A BT D L, AOMEICET 2RI ERITMNL TE R oTo, AEBWE
PRRBICKIT 27 U BT — O MR VLI T 2 BT — 2 13720,

DI 25 S8 i J T VR B SRR TR S OV A ST Bt S V5 9 % 52 ) 7o /N VR AR RS B L3R 0 45 4E [
T® ABILIFY OBzt 2852 ML 0D UNEToOMHICET L IERIZ 42 %
S

5.2 ZEMERE

WX

TIUEF T —ILORIUIEG T, #5% 3~5 BERIUNIC R m Mg EEIcES S, 7S
Z =)L OFEIEE N R IIRD T 7evy, BEAIZ R O 85 L7 BE ot AW Fr0R H RIT 87%
Thol-. WEVEIZT VST Y — /L OEYEhEEIZEE L7220,

paniil

TIVET T I EBFITIR A L, DT OSHEFE 49 Lkg &, MAEI~DILE 2045 %
RLTWD, IBRBECIITIE I Y — LT Ka7 )77 Y —/L (OPC-14857) @ 99%
PLERMIEER, EELTTAT IS LTS,

AN ZEAL

TUET T = ixEE LTBKFEL, KR, N -B7 X040 3 MORBREIZLY L
L T CRE D M S D, in vitro sBRTlk, CYP3A4 K OY CYP2D6 (2 & Y i/kFE(L LY
KEE{EZ4, CYP3A4 ICXD N-T7 ¥ fbasing, EFMHEMEF CIZEL LTI eSS
VR EN D, EFRETIZMEFT T U 5 — L AUC DK 40% 3 TEMERET £ R
o7 )77 —/ (OPC-14857) Toh -7,
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P
HRAREZOT V) ET T —)LOSEREIRMIE, CYP2D6 @ extensive metabolizer THJ 75 I
ffl, CYP2D6 ™ poor metabolizer CHJ 146 Kl TH 5.,

TIVETZ =g 7 )T 7 A% 0.7mL/minkg T, EIZFEIZ XL D,

[MC] CEH L7 VSTV — L EHERA®RE LB E, B SN HEHEEDR 27%M
RHNZ, ) 60%FHZEIN STz, IRIICHEIE SN2 R LIRIZ R G20 1%K0, #EH)HD
[FIY S 72 REBIRITH 18% Th » 7=,

FeskBH IS H 1 D A B RE

ik il

10~17 BO/PNRBETOT IV ET T — T Ka7 Y e T Y — L OEREMIER O KD @)
fEIE, MALIEERLCTH-T,

V. i

el E L BERAR T U BT — L OB EEIC TR ST, A KIERE O
RE2b—2ar7y—vaxRT v 7 AEIFTICBNTH, FEC L 2E2IT580 b o
77

R

EFRRB LM TT VBT T Y — L OIEYERRIETRD T, A RKEEEORE 21—
LT 7= AXRT 4 v T AEITICEBNT Y, RN K2 BTGB b o T,

g ey
REalb—TarTy—~vaxXx7 4 v 7 AT, 7V ETT Y —/LOEYEREIZEHKRIIE
WD & B IZ X 5B IR bR o T2,

NFE
ARE2lb—rar 7y —vaXRxs 4 v 7 AENT, 7V ST — L o3EyEhEIc NI
L7=ZE IR SN2 o Tz,

R EIE 2
HEDOEEERE L@EREERANIBITATIES S — LT Ra7 ) EF 5 ) —Lnik
WEhREREEIY, T 5 Z ERRD LT,

NI RENE

T2 DFLEDORFEZ  (Child-Pugh 58D 27 5 2 A, B KR} C) #BE Ik % HEHGHBRIZ B
T, WEEEITIETIZ =V ROT e ka7 U er Ty — LOEYEEICEEREZEL KT S
inotz, L LBRICIZZ A CHFRZERE N 3B LvEEN TR LT, HHEICRT 5 ki
EHTICEA S TH D,

53 JFERARREM

W OV, MIER G IR, @iaitt, 25 AR OVEFER AR T,
RICBWTHRFL T N EAEFHRROEI 2 RRY D KR ITE D Do Tz,
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mHEMERE, v h~O@E#fEE A E [MRHD] JUIFRMAERGROBRFER L TEHE LI AR
EERG LESAXIIEREREOESICOARO LI, BRICB W TRIT 2 /MM R &2
RENTWS, FMHEEME LT, 20~60 mgke/ B (MRHD # 5-WF 0D & 5 IR BE 0D - 14 Bk 78 &
(AUC) & DLbEZT 3~10 f5I2HY) & 104 A& G L7 v N TlE, HEKF 722 R E T
o (VARZ Z2F OB R OV ST EEMIEESR) , KD 60 mgkg/H (MRHD £ 5-I¢ 0D e KR
OFHNgEFE R (AUC) & OELT 10 1) &5 LT » MR 2 RIS R M & OV R
BRI & O & A R -3 BLEE S M LT, T > b O BIESE R BT &%, b b ToHEE
HERGERFORERED 75 Th o7z,

70, TUVET T —L25~125 mgkg/H (MRHD # 50D EFIRED LHRFER (AUC) @ 1
~3 %, T mg/m’ HH T MRHD O 16~81 %) ZKEROHEG%, Lotz nTT U
v — Ok Rax MR ORBIRAERSILE LR E LT, IAELRD N, L
7L, MRHD T& % 30 mg/H#&EFE, ot Mok oY OMBERE RIREIL, 39 HH
W ERICB W T L TRO LIV HNIEE D 6%LL T TH Y, in vitro TORMEDOIRFRLLT TH

ST,

hEET v " ROA XOREHRGRBTOT I T IV —LOFERT a7 o —UiL, REEMW TH
LN DO LRI U TH Y, MREME IR KT 2 HEERITRD o7,

—HOBIEFEMERROEENS, TV ET I — B EEIIRWEZEZ T, AR ETE
PERBRCIX, 7Y BT 7Y — VISR EE Lo 7o, AERIKGFET 2R IEOBILOENLS
LD AT REME 2 BT A TMED, TR T (AUC 1I2-5<) #5777 >y b, KD
MRHD # 5-F O E FARRED 45 AUC D 3~11 fFITHE T O HEm L2 &K G SN v IV TE
BINT, BB, INOOREFBHEEZFZRLIEHAR L IZEREZES L-BEWIIZFEN A D
iz

6  EF%HHE

6.1 #FmYyn') Xk

FERl =T

HAEAR T

N == I AN
Lo —=A

SN S = R < g = 3
ATT VW~ TR T L

BEfla—7 4 7
ABILIFY 5 mg £
AN I T AI =T AL—F (E132)

ABILIFY 10 mg £#
IRk (E172)

ABILIFY 15 mg £#
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o= Rkgk (E172)

ABILIFY 30 mg £#
IR bEk (E172)

6.2 FEEZ

7L
6.3 {EFAHAR
3 £

6.4 BELEODBER
BRAEBT AT, TOBEOFEFHEETH &,
6.5 Qi

SVUVHAYVDT VI =g LAT ) A K —a1dE
155 : 14, 28, 49, 56, 98 &E.,

EREOT A X NTEHIRS RV ATEED D,
6.6 BEE-WLSLEDIE

AAE I ST AN T4 E OB EA e - THEFET D 2 &,

7 BRFETEAEWRGE

Otsuka Pharmaceutical Europe Ltd.
Gallions, Wexham Springs, Framewood Road,
Wexham, SL3 6PJ - United Kingdom

8 HREXRDES

ABILIFY 5 mg £¢

EU/1/04/276/001 (5mg, 14x 1 §E)
EU/1/04/276/002 (5mg, 28x 1 &)
EU/1/04/276/003 (5mg, 49 x 1 §E)
EU/1/04/276/004 (5 mg, 56 x 1 #&)
EU/1/04/276/005 (5 mg, 98 x 1 §%)

ABILIFY 10 mg #¢

EU/1/04/276/006 (10 mg, 14 x 1 )
EU/1/04/276/007 (10 mg, 28 x 1 #E)
EU/1/04/276/008 (10 mg, 49 x 1 $E)
EU/1/04/276/009 (10 mg, 56 x 1 $E)
EU/1/04/276/010 (10 mg, 98 x 1 $%)

ABILIFY 15 mg #¢
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EU/1/04/276/011 (15 mg,
EU/1/04/276/012 (15 mg,
EU/1/04/276/013 (15 mg,
EU/1/04/276/014 (15 mg,
EU/1/04/276/015 (15 mg,

ABILIFY 30 mg £

EU/1/04/276/016 (30 mg,
EU/1/04/276/017 (30 mg,
EU/1/04/276/018 (30 mg,
EU/1/04/276/019 (30 mg,
EU/1/04/276/020 (30 mg,

14 x 1 §8)
28 x 1 §E)
49 x 1 §%)
56 x 1 $E)
98 x 1 $E)

14x 1 §8)
28 x 1 $E)
49 x 1 #8)
56 x 1 §E)
98 x 1 §E)

9  FIEAFRB/EXZEEHAE

AR A 2004 426 H 4 H
BACHEHH - 200946 A 4 H

10 ©RETH
{(MM/YYYY}

AREEIZE T DaEM 2 G HIT, FOINEREST (EMA) @ Web %A R TAFHHRETH %,

http://www.ema.europa.eu/
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<Versionl of CCDS>
CONFIDENTIAL
Aripiprazole

COMPANY CORE DATA SHEET

Aripiprazole

Cutoff Date: .---.
Effective Date: .—.-.

Note: This CCDS information is limited to the Otsuka territory

Effective Date:-ZO. Page 1 of 87
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1.7 RERDG—EX

ARHEEOBINGIRE & [ ULHAE « 20 A2 AT AP0 L LTY 2_Y Ry (F 17-1) %,
ARHFEOBMGEE & TR DA, HEMEEOME - SR 2 6T HFUEMEERE LTEEY R
(F 1.7-2) ZRFERZG—ERICTR L7,

1.7 [RIFE LR B b — T2
1



= 1.7

AERNS— k%

— A TR FTUETSJV—IL JRRY Ry
eV 77 A8Elmg, TEY 77 A5E3mg, U RZ—UEE T mg, U ASF—/LEE 2 mg,
T 77 A 6mg, TEY 77 A5 12mg, U ZNRE—)LEE 3 mg, U ASE— LKL 1%
TEY 77 A 1% Y 2% —)1 OD §E 0.5 mg,
W4, # x el 774 OD §E 3 mg, Y A% —)L OD §E 1 mg,
- T t'Y 77 A OD §E 6 mg, Y A4 —)L OD $E 2 mg,
Tt 77 A OD#§E 12 mg, H# Y 2 — LN R 1 mg/mL
TtY 77 A OD§E 24 mg
el 77 A NHIK0.1%
a4 BUEAGE T - RIFRUERE ST BERRSE G« Yoy 77— B RE R A
#E 3 mg, HE6mg, #L1% #E 1 mg, #E2mg, MK 1%
200641 A 23 H 1996 %4 A 16 H
$E 12 mg AR 1 mg/mL
200744 A 2 H 200243 A 28 H
§2RAE W 0.1% € 3 mg
i 200941 A6 R 2002412 H 16 H
OD #E 3 mg, OD #& 6 mg, OD #E 12mg, OD $£24 mg | OD #£ 1 mg, OD #& 2 mg
20124E1 A 18 H 200743 A 15 B
OD #E 0.5 mg
2009 47 A 13 H
BEEHM BEEHE BIEERAREAB
5O - FHEAMREAREHR 200842 H 26 A
SR 5 IRAE N ($E 1 mg, 2 mg, FHRL 1%, PN 1 mg/mL)
. B4 g’ (BEAFIRIE FPEFATER © JEAREM 14 G000 2 HE S ORRRIRG
HEA R AAE P, TH437%h FH) OWVTHIUTHREY L2,
RAEIRD BERRD B
3t =
- nzrnigs | BEEYE
WZBRED) (BB RAE)
i 2006/01/23 64 (i TAEA 200244 A)
3 mg ~ CNEWIOAPAANY N T MEICEE D BRREE)
6 mg 2016/01/22 44F (W THH 202042 H)
AR
B 2007/04/02
A - 12 mg ~
FREA 2016/01/22
113 200%) 123 2013/06/14
1% . ~
2016/01/22 | & K HE
Al . | omam | 20170013
W AR 2009/01/06
0.1% ~
2016/01/22
oD #i
3mg TR
6 mg 2012/01/18
12 mg ~
oD §i 2016/01/22 .
24 mg
By | B, IR BB, IR
N CHs
7
/N H CNr |
N NCH,CH,CH,CH,0 N 0o N
fesE Q \__/ @/j I .
a o« .
N~o
®ogEAl bRl
BElmg: 18EFTVETTY =L Img $Elmg: 15EFHFRY AU R 1mg
$E3mg: 1BEF TV BTV —/L 3mg fE2mg: 1EEFTHF/Y ARV F 2mg
FE6mg: 1BEFT YV ETT Y —/L 6mg FE3mg: 15EFHFRY AV R 3mg
A - & $E12mg: 1 HEF T IV ET TV —L 12mg ik A

"
WM1%:1gHh7 I STV~ 10mg
M IEN
OD#E3mg: 1 HEPT VS FY —/L 3mg

KL 1% : 1 g HJEY AU K 10 mg
DN R

OD #2 0.5mg : 1 EH1 Y AU R 0.5 mg

OD#E 1mg: 18EH U A=Y N 1 mg
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OD#E6mg: 1 EHF 7 U ET TV —/L 6mg
OD#E 12mg: 1 EEH T VBT Z Y —/L 12 mg
OD#E24mg: 1 88TV BT T Y —)L 24 mg
71|
WNHIK0.1% : ImLHF 7V EF T =)L Img

OD§E2mg: 1 §EH U AV F 2mg
A
WA 1 mgmL : 1mLFHFY AXY R 1mg

fE1mg, &&3mg, #H6mg, £ 12mg,

OD # 3mg, OD #& 6 mg, OD #& 12 mg,

1%, NE® 0.1%

@ A KHRE

@ PR 1T % BUER Dtk E

@ S oJi - HOWEE BEFRE THAORDIENRBD L
NRWGEIZIRS)

@ NEWOHAANRY T DEICEHE D SR

OD ## 24 mg,

@ A KRIE

@ AU E 1) % BUER Otk

f£1mg, $£2mg, OD £ 0.5mg, OD f& 1 mg,
OD # 2 mg, #B%I 1%, MMA& 1 mg/mL

o S AE

INRIIO A AR b T BIEIZPE S Bl
#&£3mg

o S AE

ZhiE - 2
\ZBET %
fEH Eo

NarE=-
HEE

® 505" - SOKE BIFABRTHALMDENRDS
hEWMEEIZIRS) OBE

() EROEE b= FRVIAABER It F=
Ve JNT R U IAHEERIEC L S
YIZRIBREIT > Th, o2k bt/
ARy, RREFALTERETSZ L,

QI SFDFEEGIZLY, 24 WL TFOBRET, HE
AR, BEREROYU R 7 BNHEINT D EOWENRD D
7o, AR EEETHHEARITE, VAT ERXRT 4
v hEZBETLHZE, (110, ZOHOFEEB))
DIES )

@ NEHOBBARY FSLEICHES ZREEOEE

FHIE LT 6 mbl b 18 mARMOBFITHTT 52

L,

NRIIO B AT & T DEICHE D BRI AHK &
R 2%, S LT 5 Lk 18 MR D&
FIMEMT D2 &

Mk -

@ i KIVE

WE, ATV EFFY— e LTI H6~12 mg

ZPHMEHE, | B 6~24 mg ZHERFAEL L, 1 BT

2 AT CROEET 5, 2k, Fm, ERICEY

HEHEET 225, 1 BRI 30mg 2BV &,

@ WBHEEEICHIT2BEROKE

WE, ATV ETFY = e LT 12~24 mg &

1 B 1 EROEST 5, 72k, BtAHEIL 24 mg &

L, 4, ERICEVEEEET 228, 1 BEIX

30mg ZEAZX RN &,

@ 500F - 5 ORE BIFARTHALEUNRNIED S
NEWNERICIRS)

W, ATV eIy —ve L T3mg% 1A 1

FERORET D, 23, Fin, ERICK D ETEET

D, HEMET 1 BEELT3mg &L, | HEX

15mg ZEx 7202 &,

@ NEHDBERARRY b3 LEICHES SHlEE

BEE, TV 7 = LT 1 H | mg 2B

&, 1 H1~15 mg ZHERHREE L, 1 H 1 ERO&S

T 5, 708, FERICK VEETIET 2%, BWEET 1

HELLTRK3ImgEL, 1 HEIZ 1S mg 2B

Z L,

1) HERFAE
WA, RAIZY A_Y Rt LTlm1mgl H 2
BEYBHEL, e ICHET 5, MEFEITERT 1A
2~6 mg ZJFHIE LT 1 H 2B TRO#EE
5, 0B, Fhn, ERIC XV EEEET 5, HEL,
lHEF 2mg# B2 &,

2) MNREOBRARRY T LREIZE S SHIEHE
KEE 15 kg LA E 20 kg R0 B -
BEE, VARY KL LTI1HI1[EO025 mg LB
ML, 4HEHELY 1 HO0Smg% 1 H 2 EIZ/HT TR
A#59 %, FERIC R BT 22, #HETd
LA 1 BEU EoMEEHIT T 1 BEELT
025mg T OMET S, AL, 1 HEIZ 1 mg Z X
AARIP
RE 20 kg LA ED B -
WE, VAU R ELT1H 1A 05 mg XY
L, 4 HEXVY 1 H1mg#% 1 H2ENZST TR
A#59 2%, ERICE Y EEERET 22, #ET5
et 1 AR EORREZHITT 1 HEL LT
0.5mg FOET S, AL, 1 H&EX, AE 20 kg
LIl 45 kg RIEDOHAIEL 2.5 mg, 45 kg L EOHA
E3mg ARV L,

k- A&
\ZB9E T2
i o

NarE=-
HEE

@ LS

AFINEFIREBICET 2 ETICH 2 BMEET -

D, 2 EMUAICHE L2V EnEE LY, ([EE

WMBEE] DIESBM)

@ MERREDHE

() AANOF G- EIVNER/NRE /D XD, BEI LI
HEICBHE LN ORI T L, (EHEICLH%)
EOWBRIIMFE SN THRY,  (BEREE] OES
&)

Q) tOPUEHIF IO ARFNETTHEFELL S, #
T A RIIE DR % BRtA T 2 A CRITER 2358
BLLOT W, 208 ) REETIT L IEEICE
REBELUNLHEZHABTLZ &,

@ WiBEEERIZH T 5BRERDAEDISE

BREEIR 3 C0E L7280 B 01T, A OB G OERIC

OWVWTHEL, AFIZEBREEGLAVWEIEETD

KENOEERHDIZ Y RY FoThHY, NY~NY R
DRI L VERAEIRT 2B TNRH 5720,
AAN LAY RY R 2 G 5RARA L OO,
BT D Z L,

O RBIDHDEEEIE)
0.25 mg HAL COFREH N LERGA Y, AR X ITM
BT 22 L,

#(OD fERIDAHDEEEIE)

1) 0.25 mg B TOFE N LB REAE, WHESUT
AR ERT 52 &,

2) AFNT EN CHESLCOICAET D 2 &0 BHER O B
(k72 L) THRAARETH D, T, ARANTORE
HEREES & DI K 0 Zh R B A B3 5 BAI <t
RN, FER MR IR TRAIAT Z &
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Z&,

® 5D0%F - SOKE BIFABRTHALMDENRDS
hEWEEIZRS) OBE

AANTRIRGE v b= FIRVAZRER T e b

=2 JVT R U EHRY GARBLEASE RS

52k, (900 - O MREBITK L TR HEME 5-C

OFEMEITHR I TR, (FBEREE) 0HES

&)

@ NEHOBEHAARY b3 LEIZES ZREEDOBES

R RIS R R O A L, Bk L K
bz b Lisnz &,

EHMIC R R OENEZTI L, 8RE
EHllcOl &G LN &,

Q) BIAHERLHE T 3 mg R TORHB L
BRAY, NAIR, WEEE X ITE AT
HT &,

(Y

@ OENEREREDHDEEEE

ARHFNEL AN THCONT BT 5 2 & HMER O &
k72 L) CTHIRHATRETH D2, DREEEN S
IR & 0 DR Bl 2 BiFF 3 2 A Tt 2o,
FAEL 1M 3K TR T Z &
@ NEKRODAHDIEEE

© AR EEERAT S, b LT RIORAEE
A%, BHELNIIY 2 —AHIRE T, av T
—F (I 150mL) < HWIZARLTHEHT S 2
Lo B, HRBITR DL HECHICHEMAT D &
SEETAH L,
Fh LT WKIEKIE, HRORBIZLVIRE
THLEGEMEFT 20T, R UCTHA L2
kofEdpro e, (9 BALEDZEEQR) @
THZ )
IREEHSRECEE (RLAS, v—m 28, kIS, LKA
) JOMRMII, IRAT D LR - TR E AR
U, G8BMETT20T, FRUCHH LWL
IEETH L, (9. BWALEDZIEEG) DHE
S )
—HBDIRX TN F—F— (FEDOENL D
L) E, RATHEREEAEL, SENMETTS
ZENRHBDOT, W ECEEAEITRA LW
kotgEdsrze, (9. BAEDIEER) @
THE )
Akt (ImL, 3mL, 6mL, 12mL) I%, 1[a/f#
WEI D T %, BIETZITARAZ 0N S &
5Tk,

1. BERIGIES RT3 R—3 R, BERIGIESIES DT
IZEDZ L b LIENRREANEIRT 2BENN
BBHDOT, AFNBES P& M OME - JERICER
THZ L, R, FERF XTI OBAERES L<IEE
DOERIR T %2 H 3 2 BEFICE, BFELEOARENG
Witk ElAl % &l S b a0aE 5352 8 b
L, &512H7-»> L, mMPEEONEEOB R %+
TIATH Z &,

2. #HHIZHE-TIE, HoOUH ERRIEMNFEST
DEAENRDD L, BEKLOZEOFEBRICHITH
L, N\, 2K, 2K, R 28R, BRSO
BEIERL, 20X RIERDH Hbni-aIc
X, EHICESEFR L, EMOREE2%ZIT5 K
5, BETsz e, (MEERE@G) 0HE, (2.
FELERNEEMG), 6)) OEEO T48ERN)
BERLEMER 6 ERBEHET b TV RF—U X, R
BHEEE 0HEBR)

*
il

BR (ROBEFEIZERELLGWVWI L)

I SHEREORE [FEREZE(LSEDIBTh 1S
%, ]

2. 2NV — VERFEER - BRIFA S O HOAR AR I Al

B2 (ROBEHICEEELGWN L)

1) SHEREOEE [FIERELE(LSEIBENEH
%, ]

2) PNV Y — VBRI EARSE O PRI O SR\
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— R4 B FUETSY—IL YRR FY
DIRNEETICH 5 B [HPHARRS VR 23 550 BRICH D HBE [PRARRMSIER 3 HR S5
INLIBENRDH D, ] ERH D, ]
3. TRV v aE5FoRE ([3HEERA) OHFE | 3) TRLFI v 2B5908R%F ( THAEER oEs
Z ) )
4. KHNO RS UIBBUE OB & 5 BE 4) AFIOERD B O YR AR U BUE o BEE
Db A
1. EERE (ROBHFICITEEIZHRETZE) 1. EERE (ROBHICITEEIZHRET L)
) FEEDH HBE FEELZELSELBEAS | 1) O« WEREE, BILE, UIZThDL08VDH
H5, ] LBE [@EOMER TR bbid ZEd
2) O MEHEE, KIOEXZZERSDORWOH 5 E %, ]
#FH [BMOMERETRAS bbh s BEhAH 2) FEAROBEEREO & 2% B3, RN QT IEREIERE
S HOBETIQTHEREZEZTZ ENHMBNTWY
(3) CTANASGOREMERB LI NS OBEAED & LA PG R ORE [RAIOEGIZLY QT 13
L ESMELZKTI®LZEnH D, ] HEETDAHEMN D D, ]
@) BERBXIIZOBEREEZHT2EE, LI | 3) =%V i UIL B —/MREERAIED H 5 B
PRI OFIENRE, b, AR OFERE O fERRIA F [EMEEGERE (Syndrome malin) 252 Z 0 04
TEATHEE EES ERT 226 {Ted, Fiz, HEERSBEEROE(LIZMZ T, 8
%, ] ([(ZBE) omE, 2. BEEGERNEE I, B#LSVOIRT, SE% 0k BAIALES
4), (6)) OHEREW 4, BHERNEXRLZEMER OIERBEBLT D820’ H 5, ]
BVMERRIBEMES b7V F—U X, HRFUESE] © | 4) TADLAEORKENRBIIZNS OBEROH
) LEE DRREMEZKTIE2B8E03H 5, ]
B o (5) BESEXIIAREROBETEOH S EHE, ARE | 5 BECNOBFEEROCARSEZAT HEE DERK
i BOboEE [BEASE, ARER S HbD FEAIEDIRBENLND D, ]
e ZENRHD, ] 6) MEHEOH LHEE [MEHELZELESELIBTAN
(6) MOTEMEED I 5 EH Dk 2 8 <& Hob, ]
LZENHD, ] 7 BEEOHDEE [AFIOI P OER L Y
(7) EEWEREOCOEREEZ AT 5 RE DEERZ AUC BHEERTHZ ENnH 5 ( [HpBife] oFE
WESELZENBH 5D, ] S . ]
(®) milE (15 BEME~DEZRE] OESR) 8) MR XITF DEELED & 5 BE, DV IR
JROFIERE, b, AR OFERIR O G 1
AHT5EE FHES LR T2 80885
( TEEAREARNEE] , [EXRAERH 0HE
ZH) . ]
9) &g [ mlmE~ofs) , [yt oES

2. EERERNER

() B, EED - E£97 - KEHEBRE I ZE O T2
RZDZENHDLDOT, AFELGHFOBEIZITA
B HEL D IR LR & 1 D B OB BT S H 72
WEOHEETHZ L,

() HAEKEDYE, WE, BE, HRESEORKH
JERNEATHZ ENRHDHOT, BIEE+0I2IT
W, BB R SN2 AITII M OEE S IEICE D
B2 D7 EHURAEETTY Z L,

RITBREEEDN D DY) 0 2 OBICIXRTR R O &
ER2ICHG LoD, REIOEEEITH Z L RE
F LW,

(3) WA KIE, BHRPEREE 51T D BER O SE
0%« OIREE (BEFFIEHR CH o2 il
LNRWEEIZRD) DG, BYEICRE, K
Mg, BBEOIERE R L TWABRFITI L, AHI#H
HAZ T3 e 3G i WA, SEEAl
OPHS, WO FEL BRI D L,

@) BERFMES b TV R—= A, BRI SRS O FE
CILELZ &b b2 ERRRIEHNIRET 282
NRHBHOT, FAFGHIE, 0B, 28K %
PR, BEIR, SR, Wi oo s o « SR
WCHEET D & b, FERF L2 OBEERES L
IEZEDERR T2 AT 5 BEICOVTIEL, I
EOWEZEDOBEEL +3Ic4iTo 2, ()
DO, M. [EEERE5@) oEKOX 4. BlEE
(MEXLEIEH 6)MERBHES 72 F—U R,
FERBMESE] OIS

(5) IRIMBERH oD Z L NHDHDT, AHFEH

]

10) /NE [ VhREA~DEE ] OIEBMK]
11) SEYNBHUE D BH
12) ik « REA KBRS 201 O SRR DO 5 % /&

2.
1))

2)

3)

4)

5)

6)

F DEMEEGERAE Z 0 090, ]
BEELERVEER

BE50, BERER, HMEBRIC o QR RIERTE
RS ESIMEMERN bbb Ex3d D
DT, LENLRAICHEEL, RILERSH DI
TG AR RS, MY REEITO 2 L,

RK, EESH - £9 - KA EERENZEOEK TR
EBZBZE8HDEDT, AFEHEFOBEICITE
BEOEGSMERE S R OBEICRE I
WESHEETDHZ L,
MARTPEDOBFITRBW T, BB, B, &
BEOBMERE B S5 AHEMENH 50 TH
25 +5ITATV, LR A SN TS AIC It oTs
FRIEICHI VR 2 57 CEE R UEERIT O 2 L,
AHNOFEIZ LY, EfECHE R OB H &
b, BERIEMES R 7 F—3 R, BRI EIE
WKEDLZERHDLOT, REFKG T, 0B, %
R, 2R, BRGEOEROBIUEETHE LD
W2, FRIHERRI XX Z OBEERE S 2 \WIXE OfER
T2 AT 5BECONTIE, WHFHEORES D
BEREHIATIZE, [ MEERE) , TEX
RREIVER ) oES ]

IRMBERH S s Z ENHDDOT, AKHlEkEH
I, B, R, WYF, IR, IR, Bk
EEOKMFHERICEET 2 & &b, meFHED
WEEOBE A oAt 2k, [ TEKXAREIE
A omEzi]
AHNOBEHITEEL, HENTH EFLE4) KVYS)
ORVERPRBT 2856135 L%, BEEKY
ZOFRITHICHA L, SipHER (0|, %
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1%, BORE, R, YT, IRER, GR, Bk
EEQORMBPHERICER T2 & &b, mbHED
WELEOBE X HmifTo>2 L, (4. BER
(MEXGEIER 7)EMEE OHEEM)

6) AFNOFEEITEEL, HE52 L ERE W) RONG) D
BIER AT 2580 DD L2, BEROZ
OFHICHDICEA L, SR (0, £ 7)
R, 2R, BIR, &, BIEE) , (KifhER
(B,  Ruk, MmiF, IR, BR, ke
EE) ICHEEL, ZOXSRERRH B b
HlTiE, EbicgEbGE2E L, EMoBRREZIT
&9, fHETHZ L, ([ (5 o, M. | 8
EEHRE@4) OHEED 4. gHER(N)EXEER
EA BMERFIEY F 7Y F—Y R, HRFENS
BE, 7)EM¥E DOIHBH)

(7) 20 » H OREEHT LEFICAREZEET S
e, UTORICHERTHI &,

D 2 ERE BT 2RFIMESESIHY, A%
EROBENNRHDH DT, ZDLHREE T
Bt R 70 b NS G- B2 AR DRI A
FOREROHRREOE(LEFFERERSBET L2
L,

2) A2, Bl WE, =7 R%E IR, Sl
Wk, EOE, DO, @EiE, TH YTk
MIEEARFREN D B D Z EnwAE I Tw
b, £, HEBRIEIHALHTEHRVR, Zh
B OER « 1TEN & ok LTEFNC RN T, JEREER
BOBUTARSE, ABREK, hETH2
WhEENTWDS, BEORELVREOE(L %
TEEECBETDI L L BIC, ThbDREROEY
ENBRSNEHAICE, REELZHES
el L, PIET 572 C R 0LE AT
Z &,

3) BEABMTOBRERBZE O, BRERN
OB BEINTTH56121E, 1 BG0
W A E BNRICE EH DTk,

4) FIREICARSES AKX, HE, BURE,
Dy RIAE S DITEN D ZEAb e OFERERR BB E A &
LD Y AT ZEIZONTHIAEZITY, &
Fifi & BREBICHAE 2D A9 L HEET L L,

®) AFIDOFEHIZ LV IKEDOZLEE) (8N, W) %k
FTZENHDHDT, REEGHIIEEOHR % 14
BR<BIEL, KREOEEHHMNRD LNIZHAICIE
AR (AIHEORBOFIS) 2EiEL, %
FZH UCHEEIZRAEZIT O Z &,

(9) thOPREFREZ I L LT DR &g m
T U F URENEWVEA A RS 5 L,
B0 T FUREMET LHROSHEETS 2 L
NHHOT, AREZL, A, FERNEERED
HBUCHSHEET DL,

(10)ME NN RET 28NN H 5D T, FRIFEME
PR DY 27 Do D BE AR FET D56
Wi, EEICREEZBSETS L,

(D PURARERICIB T, MigERE, FlRkmAeE S o
MAEFERIENREENLTWEDT, REkiE, R
HABNER, B9, MACKREZE DK% H 7 58
FIBREGT 2GR TL L, (14 EHE
BMEXGRIVER 10)MZERE, FEFFIRME
fE| DEZM)
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%, IR, SRS , KEER (B, Be
B, miF, R, IR, EIREEES) B L
ZDXIRIERNRS LN HEITE, B
&t L, ERIOREEZTHEORESLZ
Lo [ MEERS) , TEXREWEH] oEs
]

PO Ic VT, HZERE, SR MARAE % D
MARZERIENRE SILTWHOT, RENREE, £
WIENR, B, BACKREEZEOLBRR -2/ 54
FIEETHHEAICIEETH L, [ THKZ
BIEM) DIHES]
INEHIOBBAARY N T SREICEE D BRI st
L CAAIZ R 5T 25808, EMOICZEERLD
BEMEERHE L, BREEMIChIZVEE LR
&,
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3. tHEEA 3. tHE{EA

AFNE, EE U THRBIES CYP3A4 KON CYP2D6 | AFNFE L L CHMUHIEESE CYP2D6 TR#SN D,

TREtEns, ( (EDEE) OESR) F72, —EBCYP3A4 DEAELRIBEND,

(1) tAZE (BFRALEGWLI L) 1) BREZEZS BHRALAEWLI L)

e B&PRAEIX - B - . E&PRAEIX - B -
EHEF HEH® RRET xHEF HEH® ERETF
T RLFY v TRVvFEU T RLFY T RLFY v TRVvFEU T RLFY
ARV DOIERZ W | 127 KLU ARV ODEM %W [ 127 KLt

SF, MmMER | EEta, B SF, MER | CEEta, B
TEEITE | &K M TEEITE | Z&EOHH
ENDRDH D, AThHoy, K ENDRDH D, Hlchby, K

D 0% F R D a5z Z¥ PR
WrfEMIc L vp WiEMIZE VB
R I R 2 R R
i AR TR BN & T
v, mERKT v, MmERT
VB A3 88 o B I A3 18 9 &
b, NnNo,

(2) BrtAEE (BFRICEET S L (2) BrtAEE (BFRICEET S L
e EEERAEIR - R - e ERERAEIR - #5 HE - KRR
xHEF BEAE BRET xHESF BAE 7
HRAR AR AR FPR A AR P RN el HRAR AR AR MHICER % AR LR

il TERBNH 5D FRINEIEH % # (e bl b Sl B DEF| D
SLEY—L | T, WET S BT 5, — VEEFER BNHDHDT, F A Pl
BAFHEIR, B | R EEETD %) BWET DL Mick 5,
JF) zl, EEICRET

R 51 FHEICREE/E & HICKEIELE 52k,

i ks L A MEET5, K33 AEE) MHICER % AFNT F83
ZENBHDHO B W5 & VW ER %
T, WETD N5, ALTWDZ
7o SR e, ko
5452k, 2 RS AR
b= U AEH Pr= U AEH Ebichiay BACRBWTE
w9 2% Al RS D EREAET AR5
ZERBHBHD %, AIREMEDS &
T, WETH %o
T ClEEIC R 4IRS R AR 235 AR TR
5352 L, T BT EN 2Y%)

R o 1EHE) KX AR AFNT K83 b5, AN DA

3 ER %59 O R AEE T Fic k3,
LR R8H) | 282’ d YER%=HT T a—)L MHEIZER % 7V —uiE

50T, #h %, bl b Sl AR AR
BE#HETD BdHD, TERZ=HT
7p CIEEICER %,

G452 &, CYP2D6 % i ARH B ONEAE Zh B DIRHA|

Ta— FH R AR Ao & ISR AR 2 JKAl @ 1 D IR
(i) FRPNHIVEH % FRPNHIVER % (RuxtT PREEA A FIHFIERIC

WM S5z "I 5, V) LI LEND 5%,
L5, %, (3w

CYP2D6 FH5E AFIOIER D AFN O FEA BhE| DES

ER%EHT S T 5% HWEEETH D )

SEH nndHaso CYP2D6 % fHE CYP3A4 %3 AFHN e ONEME Z 5 DIRHA
=Ty, X | T, RKEIEWR T B T2 OAHA 372 3H i o 1 ® CYP3A4 7%
nXtbF UL | BT YE O I EE 23 (B NR<P A T3 HEMIC X

BToZ L, EAF28% vy, 7x= HIEND %o
e 5, rY, UZ %, (T3
( (EHE 7BV, B oms
) OESE Tz /e )
) A —)L)
CYP3A4 % ARH B ONEAE Zh B DOIRHA|
95 HEH R 1 @ CYP3A4
CENA=h WREMN EH3 EEMICK
Ve VE) HIENRD Do
%, ( T3y
e DIES
)
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CYP3A4 [HE AAHNIOVER A AH| D FEFA
ERZHT5 T P S R R TH D
FEA| nndHsno CYP3A4 % [HE
A NFaFy | T, KEIEWHE T 5 T2 OAHA
—, 7TV | BYApLE D I FP R E 3
Zua<wAvy | BEYhHZLE, R BZ
5 ks,
( (EnE
BE] DIEB
1)
SRR AFNDOVER A AF D FFEAR
(12 VBB R P Sk WEHETH D
CYP3A4) #HE | ind 2, CYP3A4 DiFE
tERZ=HT 5 Wz &0 AHlo
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SERYAERRS2.45% 5 56~995%) Tl ST K OV I 4% B
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WHCHO AL T2 L oHERD S,
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H o 72(F2)9,

(5)
1.8

®K2 7Y ET TV —IL3mgRIERSRDEENE/NT X — 42
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Cawve F7e. ERHYTH 5 O0PC-14857 0 MLifk i 4 4313
REAR L FBETH %,
3. X

TYVET TV = WMIEE I TRH S . wimbEERh R34 %
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£k (OPC-14857) A3 I HZ 3513 2 ERHW TH 5. OPC-14857
7V ET TV =) GREALKR) & RO EEE % K O shRe %
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F V' —V100mg: 7Y E TS5V —3mgDEHIC X V., 7
VET 5V = IVDCou L FAUCIE ZF N ZN19% J N48% 1
mr 8,
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Z, zarvras Iy EONaRY) K= k) K& o722,

4, /NBEIQDBEAZXNY b T LEICH D ZREME = S e 5 BeEE LR S <
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% i | misr2 | 1582100 | -u3e0n | [-78-on] | 2 R A EoESOIRREOR K TH L. XY VN T IV~
i B WIZET R BERA00) IR RE TR, K T
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@7V AFZ == b0 BT, ERHO Y —
FE2FHRLE, oL D EFOFETHLHITZ L.
KT RN UG aR AT sZ . O
DFEANCHERTR b OSPWD, V=P 2B sT
WL ZE) T2 LENLZ LD 5,]

BB E AT S0, FHERICHEWZTTTY R
==Y L, EHIZORIZARSLZ &,

WE-FFORETIE. KELTRALRZVWZ &,

GYNEDOTOREIPEVIHIEET LI &,

10. ZOMOZEE

(DARANC X 2 iR ERNAH O 2RI S hTw b,
QU oW (7 A, T v D) OFAFEERRIZBWT,
AMIEE (<> 2 3mg/keg/HPL b, MEF v k
10mg/kg/H) B O F TR (M~ 2 3mg/kg/H
D L)oRAEHED EARREINTHWSE, ThHD
JEE R oIkt re s 2 F oo A L
L7zt LTX<amoncTnwb, v hOBAK
PRI B W T, 60mg/kg/ H (B B R HE 3 = o
1005 2 24) o> M > e -3 ¢ Bl B R B I oD 58 24 3
EDOEAPFRE I N TV,

B Vo KERORSRBICBWTHD ) Nk
GRAR. MAS, M) 23458 1~ 5258 1 3R Bk 0 25mg
/kg/B UL Lo & T, B BR IR O BF RS A Ak
FRLRRAT FA339:8 [ 3Bk 050meg/kg/ H A L O T
MEIN TS, iERZ7IETS V-V HkOH
By VI h CIHEMEEZBZ HIBREE L
DB L7-bnEEZ LN, B, Tho Y
oe METRIZB T S8 (1 HH15mg/ H# 5.
Z @O %6 H M30mg/ H AR % 5-1) 123V v
BT LRENDS6%LU T THY, £/, b MEjh
BT BEBIREDS5A% T Th - 720

@HME T I S 7= AR VB L 7 ks Ik R ZR
ARRIEE - ) AT A REBE ENRE L2170
PRI BT, ARH 2 6 e I g RIPURS Al S8 3% 5
X7 R EGH LKL T, EEEIFL6~17HF
BholetoMEND L. FLHIEHA TH - 7225
DI SR DA A, 2R A055) S & S (M 42 55) 12
XBWEDEHh ol BB, RH D3R (5193861,
SERJAE RG240 5 56~995%) Tl FET K OV 55 b
ERER, BN IMIES) ORBFRLT 5 &
REWBRLTED» 72 72, HETOEFRAEIC
BT, S RIBURS ol SR 3 IR e B HURS o 3R & I Bk
WD LAICHE T2 E0WMEEDH 5.

(BNEAN T I N S 72K 9 D PERE 55 DR R B % A7
THEEENRE Lz, SO 2HoEY 7S5
L AR IR R R OB RSBV T, 24U T O
BETIE. BRSESCHBREROREH D) 2 7 235
IOHEEBMTT T RBEL LKL TELP 5720 &
B, B EOBRZICBITEREERPEHRERD
BHOVZ 70 EHEZFEDONT, 652 EIZBW
TEZFDY X7 WA L2,

sox (EMENE)
1. MR

(IR AT V) €S 5V — v 3mg (TP B S 38 )
Z 2R R P 5 L7236, AR R LRI I 13 3 5
B RISINE ] TR IS E Ly A E NS A60RE T T -
Too TUREPIAIBESESMEld K LT G T 213Kk L & H 2y
L725E 0w hizB T E@sE3mg & AW ENICHST
HolzOkE LS (K1, &1, k&S K2, £2)3),
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ﬁ( PIAE = B %
=
J
N 101
N
N
Y]
SN
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®
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o T T T T T T T
0 24 48 72 96 120 144 168
B M ()

1 EERALSIDT7IET T - 3mg B AR O SR DM iR HERS
(AEEmERSEK L LIRS)
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(5)

K1 T7IVETTJ—I3mg AR EHFOEYPENRE/INT X —4
(ORISR K 2 LiRE)

=% T G tie AUC anr
z (hr) (ng/mL) (hr) (ng+hr/mL)
L1 \V‘]ﬁﬁ BB 5142135 | 135343262 | 50639740 | 6304%1913
k% L)
g 329+245 | 1352+3.441 | 59.07 £9.778 | 637.6 % 209.7

CPIgfi + B S, 2160)

oo
=}
|

3 o LIRS MESE Ok )

£ —o— il

= 151 2081

= S B 2

2

R

~ 10

O

N

Y]

b o

g_% »»»»»

B © T T T T T T T
0 24 43 72 96 120 144 168

$e 5B ()
B2 BB AISTH7YET TV~ VImgBEE O 5RO MR EHE
(ORI AR K &) 5)

F2T7VETZJ—II3mgERIRGEFEDODEYENE/NT A —4
(OFERREREKD YV IRE)

s tmax Cmax t1/2 AUC‘SBh’
i (hr) (ng/mL) (hr) (ng-hr/mL)
Ia(ﬂé;)wy)h? e 270156 | 14142721 | 60.61£16.28 | 653.9*219.2
A HE 275125 | 1511%+3.635 | 62701891 | 678.2+238.8

CPIgfi + B, 2080)

AR AIBIC 7 ) €S 5V —3mgZ %1 H1E14H B )X
BERE LA, TVET I — Vol hiEE xS
14H F CICEFRBICEE L. ER S % OB BN
FI65IEH T d - 72 (#63)4)

FITIVET SV —I3mgREREHOENENE/NT X —42

A tmax (G tir2 AUC:n
L& (hr) (ng/mL) (hr) (ng+hr/mL)
REALR | 37+13 | 1200£7.96 - 159.0+95.1
?lildg ERED 154286 0632063 - 82%82
(OPC-14857%) | ™"~ ™70~ o
REACIR | 42+34 |44.26+29.28 | 6459£15.39 | 6780%4130%*
ﬁﬂg ERHD | 60a67 | 10884642 | 110236494 | 1857+ 93.4%*
(OPC-14857%) | >~ >1 | O Ao ORIR| oI

(= D3RI, P = B, 156))
* VR, wx B 5RIREIOAUC
TYVET )=V DCon e FAUCIC KT T EFHOBEIRD S
Nhroizd,
(SFEAIC K BERIR)
R AICBIF 5TV T T — VR 5. oM 19 41
IR FRIZT% T o 720 22IBF15m gt G- 0 -1 2
PRI TR T D - 720
A HE B AT 35 W T BB 5238 [ AP 2 F IR S FE L
BH514H HIZB U 5 PR DCon® BEEARTIZ34~60TH -
Too T BRSO S P 50 L FWEECTH - 720

.

RHFER A BT Z1HIE T Y €7 5V — b 3mg ATRE 19 1-
DA BERL8R6L/kgTh o 720 JEDRBIRANIZB T ST
¥ 75V — N 2mgi RN 58 D 734 ARG 134941/ kg T - 726
REARDOMIBE R EFRIZO9%LU LT, EELTTATI Y
LRA L. BARKAGICBWTILVTZ 7)) ¥ L OfEERIZEL
e 72, FAHW TH 5 OPC-14857 D LY & 1145 G I1d &
ZALRE MR TH %o

- fUE

TYVET TV =T EHIE TR S . wimbEERh R A %
WV, F2& LTCYP3A4E CYP2D6IC & o THIARFEAL & KL%
ZF. FRCYPSAUC L o TN-BT7 W F WAL % 20T %0 Bik#
R (OPC-14857) AU HFIZ BT 2 FAHW TH 5. OPC-14857
X7V ET TV =) GREALIR) & kRO K O SHR %
ko TREEIN S, EHIRE G140 H) TIEREMARIHT
3 50PC-14857TD AUCHEI 13 M27% T % o



4. HEit (SAELAIC & B EEHE)

R N ICUCHEER T UV €T 5V — W 20mg% %G Lz &

&, BB TE DRI27% B 060%H3 % 2 MR i L OFEAf e

PR S 7z RZBAARIE I R18% I S A, SR I

SNhheh oz,

5. HHE{EA

N X SEACE KRR
fEFER ANICB VT, CYP2D6D M EENZETHF =Y v
166mgk 7V €75 = V10mgDBEHIZE ), TIVETSS
V=L DAUCIZ107% 8 0m L 726,

2) NOxtF>
R ANICB VT, CYP2D6D L EME 243 550 F &
F20mg: 7TV KT IV —N3mgDBHICE D, TUES
5=V DCou e FAUCIEZ N2 N39% B O 140% 35 L7276

A rSaAFV—-I
R A B WT, CYPSAMAOREEMZ A3 54 b5
F V' —=100mgk 7YV ET 5V —V3mgDFHICX Y, T
VET IV = I)IVDCox . FAUCIE ZF N ZN19% J OY48% 1
mLzz8,

4) r raAFV = (HEAIC L BRKE)
R ANICB VT, CYPBAADMEMEH 2 AT 57 Fat
V= 1200mgk T I KT IV — N 15mgDHEHICX D, T
Y75V =V DCou St (NAUCIE # N2 N37% I 1°63% i
L729,

5) IV EE L (SHEANIC K B HE)
A I TR A I RS R E B 12 B W T, CYP3A4
DFEVENEETDHHI VALY Y40mgk 7TV E T 5
V= 30mgDPEHEGICE ), TIET TV —=VDCn M
AUCIZENZEN68% B U 73% KT L 7210),

6) JEMR (SEAIC L B HiE)
R ANCBWT, 7Y ES TV —V15mghk 51 [ #% 0
S0k 5Ty TUYKE T 5 — v DC. L FAUCIZEh
Z41% B OB %K L7210,

6. Z Dt (SFEAIC & BB iE)
BEE  HEOBRRBKTERES (7 LT F=v 2T 5y
Z<30mL/min) 2B 1T 2 R BRTlx. BHEEOK TIC X
%l P BN OEBII D B o 7212,

FFEEZE @ HFREREAC T B8 #1961 (Child-Pugh A~C) I8 % &
BTk, BRI TICX B2 75 ¥ ANDHEIIL
&75‘0 f:lB)o
TR E I (65 IICB 22 ) 79 v 2k, FEE
i (18~647%) & 0 B H20%KH - 7214),

MBI - BRME  EPBIB ISR SN oW, T WA
KHERETORE 2L —Yary 77— IFAT47A
ENT TR R BB\ 2 5. 2 i o 7215),

% (BRARAIE)
T 7 7 4 GECEEEE) DR E DT IZRT,
1. A KBAE
FE N CTEN S iz ZEEB2RBZ S THIRRBRICB VT,
REDIRHTRIR E T2 5 7274301 D 5 HLARGE S N2 - HED
FPHICBU 2 LRIk EB Y TH H16),
(1)— R ER PR FBR
R RS 2 FERHiEH & L -8 P G- 0% i I
M EREE T oL A R B A S3HIC BT B 8 g,
47.2% (25/5361) T - 72,
(2)—EEtHHR
CHEEBILE2RBIC B BRI TICRTEBY T, T
VYT TV = OREEIGEIE T 2 A RIEAEED H iz,
® S AU B A FREHIiIHH 0 0 & o & LM 512
X BB il L7z IR IS BT B i R
BRIRTEBYTH o720
SEERAES] HEED
TIVET TV — V58 111 46.8% (52/11151)
® G ARG I & FEGHE H & LM P 51T X % ikbBk
RN L7z, ARG I A ERBITRITR
TEBYTHoT

=EE

SR AEB HEFED
TVET T — VLR 119 31.9% (38/119%1)
TRTOENERRBIIT BB TERSIN TS0,
B35 2 L THROREATED LN P HDIIWGRES T
W,
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REAERS5HE
IR A BE 2 AT VEREI S H & U 72248 2L P oo £
WP 5358 T o, A RTRE 2526112 B B IR aTAli kg
DU EHRE332.5% (82/25201) TH - 720

) BRI PEEG B EORFHRE R T REEREEEE, [%

W ), [t |, T, [AZ], TREEAL]. [
BEAL ), TEWIEAL, DHSEARRE] TR L 72,
(SEAIC L ZHHE)
GHEIICH T B —ETRAER
1) &ME7 T R EREER

MELREDO SR ENOBRE 2G5 E Lz, 45 \»

X6 507 T & R 5 E UL EGERER IS BV T

TIVETSFIV—VIZT 7 b REEE L TPANSSA R

AR R E OIRIE A A B L2 PANSSA R JE

FEEE CEHZLR) X, TV ES I Y — VEER RS,

30mg/ H X 1320, 30mg/H Z 485 L 722882 T,

7 XRKEE D -29(n=102). 15mg/H# : —155(n=99).

30mg/H#E © —114(=100) XiZ 75 L REE © —50(n=103).

20mg/H B © —145(n=98). 30mg/H # : —139(n=96) T

HY. TIVETF V= VEEMRL. 15, 20mg/H %

W6 G- ORETIX, 7T R —-23(0=107).

10mg/H# © —150(n=103). 15mg/H#E : —117(n=103).

20mg/H#E . —144(n=97) TH o> 2 (%H & 7 I L REE

& DB RIZp=<001)o

B, 1omgx iz % EH R0 X 15mg & D 428

HWEWHIZEF 2R ELR TV,

77 R BERETFHRR

REMCH BB AE LI R AN T RE LTS

T RN I EH MR (2638 [P S-. 15mg/ H) 2B W

Ty CGI%#E D 5\ IFPANSSZ I W CTH B 2 £k L.

F ARG E H % [ EZ LS 2 S s £ co i

El7ze TVET S —VIZT 5 ERERK L THEDRE

W% #150% 0 &€, FREToMMEAEICEE L,

2. FEHEEICH T BBEROSE
R e 3R & LM S W I EWRAE 2 & & WK SRR
KBIFLELREEIXDOEBY)TH S,

(1iEHRRER (ERRHRRER) 17
PRIy — FURRAEIEY Y — P2 5 L2 B T Bk
EBE (2566, HARNBETBZ &) Z R RICEE LT
b Rt I e 1 2 b T B AT R ] LGRS B v T
TYVET TV =N 24mg (AN U T12mg D i 1] 7E)
ZIH1MSHM RS Lz b &, BEFMFFCB T 5Y v 78
5 2F i N ¥ (Young-Mania Rating Scale. YMRS) & & 2 o
NR—=ZF 4 o0& bR (CESE £ FEFEEETIES
IV — NV #E-120+129. 7 F KRB -60£144T, BERA%
L ZDB%EWIXMIE -60[-94, =271 TH V. Mal¥#w
LA EEDRD S5 (p<0.00l. X—Z T 4 YK OETH
B U 72 55 W) (F4) o
R4 BEFHAEREICH T AYMRSAETADN—ZXT1 5D
Z{tE (FAS. LOCF)
YMRSAET &

N=271 | RiFHIR
280%597

N
—

T RBEDNHHE
N=Z54 = "
h5OEILR| (5% EERmE] | PE

-6.0+1441

RE#

75 K| 125
TIVETS
V%3
(P = B, a) R—R T 4 M OEICREE L 72 3550550 r)
2)REAR 5 HE
1) ZEERHR (EEEREER) 18
AR Z 52 T L= A %51 (9951, H A N #3260 % &
) BRRICEM L7 7 & R0 G ROIb AT R R He i
RKERIZBWT, TYVETS IV —N12~30mg% 1 H1l1228
MG L-L & YMRSGHHEOWR I TENDLEBY T
% D f: (2%5) o

%5 YMRS&ETADH#F (FAS. OC)

220%15.23

=60

<0.001
122 283%596 |163%13.37|-120%1294| [-94, —27] 000

BEE [A—254> 48 1238 2238
TIERBE | 86+758(42) | 9.7£955(34) |7.3£10.22(26) | 3.1%625(19)
VS5 —
;;;;77/ 74£702(54) | 33£365(42) | 26=254(32) | 14£159(29)

CE¥fiti = B 2= GR B 50 )

KRARTEEFRAFEEHRAR (EEHLRFER) 19
RRER &2 52 T L 72 BEAL - BB ORRA 15k
B (5960, HANBENBZ &) 2 RICERL2EEF
MkBRIC B W T, R RERE LTRBY F 7 A LN
VZaBF I T AOWTRPIFIOHT T, 7TIES
5V —V12~30mg% 1 H 1228 M 5- L7z & %, YMRS
AR EOHEBRITEDOEBY THh o 72(56),

2

—



%6 YMRS&ET A DH#F (FAS. 0OC)

N=RT74 > 438 1238 2238

30.5+7.75(55) |11.0*10.53(45) | 51+6.50(29) | 38%6.30(23)

CPYAR = B g2 R B )

3) KRARTEEHAIEFTHRAER (ENEERRER) 20
BRI Y - FXREBAMZE Y —F2 2 L7200 I H
BB E N RICER L 2 IEFRABRICB VT, R5%
EWELTRBYFY2EASVTaBF P 7200
FTHAPIKOHEHT T, 7TYETS SV —N12~30mgk1H
1M24E 5 L7z &, YMRSEAFHOMERIITED &
BYTHo72(£D),

7 YMRS&ET R O#F (FAS, OC)

R=RDH & 438 1238 2438
232+550(40) | 81%823(33) | 23+3.39(28) | 1.5*2380(19)

CP3fl = B2 GRABI) )

3. 905K * I ORE(BELAECTIEMEFSBHLhEVES

IZBR3)

ENTEBISh A EERABRZ SOHRABRICBY 234

WHRIIRDEBY TH 5,

(HW=EEHHER2D
Bo) DHEIH T R EIRD S vk ) DM E
BEEZRNRIC, 7T R B2 b = 55 AT B 1
MR ZEM L7z, BIRMW LT b= ¥ FIY A & BLE A
(SSRDXiFtua h=v - J V7 FLFY YR AKE
#I(SNRD) (St F ¥, ZUVRFHFIV, LV EFSY >V,
SNVFVTIURETFauFEF ) AREMNE - MRET
SHMFEG L. T a3 ErBd Sshan L2 HNC
AL 72, SSRIXIESNRIDHHH F T, 7YV ET IV —
3~15mg X iZ3mgZ 1H1M6HE EH 5 U7z i iE i 12 B
I} 5 Montgomery-Asberg Depression Rating Scale (MADRS)
BRI OR=ZAF A4 U HLOELREI FRIRTEBY T
HY, TIVET TV —N3~15meht i O 3meEOWMEET, 7
T & KB LIREH 20 2 A5 DR B 7z (3~15mgh
p=0.006. 3mghEp<0.001. N— A F f Y HTH#EL 73558
5301 (3~15mght. 3mglE DI X % FIKUE TIH) ) (58) o
%8 R&FHMiRFIC 5 1T BMADRSEE ADN—ZXS1 o » 5

NZEALE (FAS. LOCF)

MADRS#&E A 77t B E OB
75KE | 19| 25%74 | 181398 | -74%81 - -
;;f;;;; 191] 2373 | 15894 | -96%75 [—3;?f05J 0006
Eﬁgw‘w7 25272 | 148293 | -104283 [—QELE <0001

CEIME = R 2, a) N—Z 5 4 VT L7265t (3~
15mght. 3mght DI X % HHE TIH))
(2)REAIR 55 B&22)
CH GBS OBATHI L OB 72 \THLA AL S N 72650%
LLE®OSSRIIISNRICS B FEF ¥, ZUVRFH IV, &
WEIV Y, INFVTI VRO TFaasedF ) efhhq
DK DI PEREE B 2 X RACTE L 72 I 5 BRIk IR R ER
IZBWT, SSRIXESNRIOPEH FT, 7TV ETS IV —
3~15mgZ 1 H1M52 M 5- L7z & &, MADRSE Rl M O
BEITEROLBY THo72(3K9),

%9 MADRS& &t A D ##% (FAS. OC)
TIVETFI-VEER| N-251Y | 638 128 2438 5218

AR BATRE R | 182£96(155) |126£87(144)[123£97(136) |116£93(108) | 88+83(84)

BATH 16489(122) [130+88(118) |126299(113) | 116+94(9) | 91286(74)

FHB (65 L L) | 248£93(33) | 109£79(26) | 107+85(23) | 113£94(13) | 73£62(10)

CP3fi + B2 GBI )

4. MNREIQEBIANY b T LEEICHE S ZRISHE

ENCEmS N EERABREZ LR RBRICB T2 1%
BRI RDEBY) TH D,
(=—FE51%HEk23)
DSM®-IV-TRIZE ) AR E L SH S h, SR+ 4
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ey — FUZRAMIE Y — P22 LM T
B E N RICER L 2 IEFERABRICB VT, "ok
ERELTRBYF 7 AXEIAIVTOBF ) 7200
FTRAPIHOBFEH T T, 7UVETF5 YV —)V12~30mg#1H
124G L72 & &, YMRSEFHEOHER I THED &
3‘:3 U T?)Of:(ﬁf;)o

&6 YMRSAETRADH#TS (FAS. 0C)

w
=

N—Z5q > 458 128 2438
232%550(40) | 81%8.23(33) | 23+3.39(28) | 1.5+2.80(19)

G = B {2 GRAliB1%0) )

3. 500" « D ORE(REFEETTREMRIEBDLS h kLIS

IZBR3)

EHNTEES 72 - HEERRBREZ SRR B 2 1%

BRI RDEBY TH 5,

(N—EGH=ER2
YL DHIER T T RMERED SNk vk Rtk E
BA 2R RIC, 7T bR B2 b — 5 5 AT I 1 e
MR Z R L 72, IR LT = > ALY A A& LA
(SSR) Xiztwa b=r - 27 KL F Y VHELD A& FHE
#I(SNRD (32 ¥t F >, ZVEFHI Y, BV EFTY ¥,
IWNFTTIUVRETFaaFbF V) B AREMNE - HET
SEMBL- L. TR RD LN & 2R HHMIC
MR L2, SSRILIESNRIOHEHTFT, 7TVES SV —
3~156mg X 1F3mgZx 1 H 16 ¥ 5- U7z mA&FHli I 12 35
¥ 5 Montgomery-Asberg Depression Rating Scale (MADRS)
BRTHOR=Z2F4 Y HOLOELRIEI TFTRIRTEBY T
HY. TIVET TV —N3~15mght L O3mghEomET, 7
T & RBECH LIREF 200 2 A7 A D30 B 7z (3~15mgh
p=0.006. 3mgHEp<0.001. N—2ZF { Y H T L -5
50T (3~15mghE. 3mglEDIHIC X % FIKUE TIH) ) (7)o
K7 REFFHERFICH (T DMADRSEETADN—Z T 1 > H5

NZE{LE (FAS. LOCF)

MADRSA & 77 REE OB
7R 195 | 255+74 | 181298 | -74%81 - -
;’;fg;g%; 194| 23%73 | 15894 | -96%75 [_B;me 0.006
;ggg% 197 | 252%72 | 18%93 | -104%83 | - 4%3} 15 | <0001

CPI Ml = BEAEAR 22, a) N— A 5 4 VTR L 72 3858t (3~
15mght. 3mghf DIHIC X 2 HIHE TH) )



()R AR 55 B2

ZEERRSRD S OBATH L O 22 I A AN S I 72655%
LLEDSSRIXIZSNRIOSu F £ F ¥, ZUVFRFHI v, &
WISV, INVFVTIVRFTFaasesF V) 2kh5
DK DI PEREE R 2 3RS U 72 I 5 R IE R IR
IZBW T, SSRIXESNRIOPEH FT, 7TVET IV —
3~156mgZ 1 H1M52A 5 L7z & &, MADRSH il M 0¥
BEITEDOEBY) THo72(FK8),

8 MADRS& &t A D ##% (FAS. OC)
TVETFI-VE5H)| N=274 > 618 128 2438
APR(BATHI L ) | 182+96(155) [126+87(144) [123£97(136) |116+93(108)
BATH 164+89(122) |130+88(118) | 126%99(113) | 116+94(%)
BB (65m LA L) | 248%93(33) | 109£79(26) | 107£85(23) | 11394(13)
CEfiE + B 2= GRA %) )

4. NBEAQBBAZANXY b T LEICHED BRI
FANTEBINA_—HEERABREZ SCHARBRICE T2 E4
BARIIRDEBDTH S,

(H=—EEHHE?
DSMW-IV-TRICE ) HEIERE L W S h, Sk s 4

5218
88+83(34)
91£86(74)
73£62(10)

CEHE MR IR T, TV T FT -V R~

15mg/H CT1H1MHE MG Lz & &, m&FHIREIC B %

ABC-J(REATENF = v 7 U A b HAGERR) OFAENE TR

AATDN=RAFTA Y bDEALRE., 7 I LRI L

TIET IV VTR PN EAEEPRD LN

(p=0.044, HH5 BB O R—2 5 4 ¥ Ok X 5 (>40kg,

<Akg) EHT-L L. R—RA 54 y&EmL L aun

) (329)0

7£) American Psychiatric Association (K [ ¥ fil £ 2% £%) @ Diagnostic

and Statistical Manual of Mental Disorders Gkt 5 A D S Wi - # il
2=aT7N)

9 REFHAERFICH T DABC-JEEMH THREZRIT7DN—

27475 DE(LE (FAS. LOCF)

ABC-JEEMTHREZIT 77 REE O

BB (BB | |N-254y|  BEE
N=RA Y \ B 55 opiem | osufsmrm) | O

75KE| 45| 268%65 | 20291 | ~67£110 g0
;z;;ﬁ a7 | mizr2 |Bszil | -nssen | [-78 -0 | 24

CEIfit = B, a) B GBER R =2 54 ¥ ORERX S (>40kg,
<40kg) FHT-L L. "N—2 54 ¥ bkl U3t
(2)RERIR 5 HBR2Y

CHEEBRRESE T L BH (6~175%) & i RS HE R L -3k
BHIESRENRBT, TYVES IV — L &1~15mg/HT
1H1m$ S L2 & &, ABC-JEEN PV RER 27 O IE
TRDOEBYTH-72(310)0

%10 ABC-JEEU THRE X A7 O (EHHETHNRE

H. 0C)
N—ZF54 > 88 2438 4838 9638
17.7£100(85) | 135+99(83) | 13.3£9.9(62) | 11.6+8.8(46) |149%10.3(26)
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e (FERhEEIR)

1. EIEBMER
(1)2E AR
in vitro ARG RE T, MIRA AL F FXI VDS, b
FF2NI YD BT = U5-HTW KO ba b=

U5-HTuZ A RICH L TRVEAIEZR L, & b X3 VD,

bbbt b= Y5HTw, &b b= U5HT T v PRI
B a-7 FLFY Y RO b R ¥ I YHZBRKRISHREE
DOBAEZRR L7207 VBBEERLZAH Y Y M 7 v MO
AZHY YMBLOSENE Y ML R H Y ¥ My 2RI
55 BT 5 720

(2)FIN2 U DZBEEST7 I =X MEA
in vitroRERIZBWT P83 YDZRRICH LTHS 7 I =
A MELTHEH L2, in vitro . Win vivo ikBRIZEB W T,
RS 3 UAEBIPE R EADUHE L2 IRE T B8 YDA
R LTT Y FT=A M LTI L. R8I U ERh:f
BASEMET LR TIE 3 Y DAZRKICH LT a=
AMELTIEM L5 2028

(3)NINX U DZEEFEST7 I =X MER
in vitro RERICBWT F 82 YD BRI LTS 7 I=
A M E LT L7220,

(€0 b= U5-HTZREHS 7T =X MEA
in vitroRRBIZBWTE T b= Y5HTWZERISH L TERS
TIZAPELTIEH LD, <y ARHOET b= AAGH
W5 badsf v F—=VHBETELZBRD .7 v MREM
Boto b= yoa—a YRR L.
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25

502 5-HTZBE7 20X MEA
O b= U5 HTASHRT T= A M X D FRSNLITHE
L2 L7230, £ 72, in vitroiRBR T, k0 b= 22X 55y
N P11 N Ca2+ L BE 3 I 2 3P L 720

(6 & KEERERICEET 2EMET IV TOHEER
PR ROIEE L £ 2 5T WD T v b Gkl s 2 $pi
L. REEROBETHLLEEZONTVWET Yy FavyT7Y
7 MRS E P L7z

NheLTY —ERER
SYARET v MBI BETEEN L FFHREFATEIH
PERCH S 27 4 L7 v —ERIEHOEDMEO B, 7
g7y RN aRY F=L L) K& P72,

Qb 7yAZ 7 F U RELZHREHT 5 TEAMERN/NI P D.2ZE
#FICHT 21ER
in vitroiRBRIZBWT T v F FTIERAKRTHE 283 VD2 BRI
WLTEST7TT=A e LT L2,

2. fER¥F
TUIVETIV—Vid, 83 VDSEKRERS T = X MEH.
B8 UDZAERIG T T =2 MEH., k0 b= U5 HTWSZR
KRG 7 T2 MEH ROk a b= V5-HTWZBRT vy I=
2 MER % PR RO RANITDH B WL IEAWTH % 25,
IS OFEBEHBERICB T B2AHEICELELTVwE DL
E2H5NTW5,

(B2 (ICBAd 2EB{E¥RIENR)

—f4 . 7Y S5V — ) (Aripiprazole (JAN, INN)])

1b22%4 ¢ 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy]-3,4-
dihydro-2 (1H)-quinolinone

/ N\ H
N NCH:CH.CH-CH-O N Ie)
- T

Cl Cl

ﬁ?‘iﬁ : C23H27C12N302

43T 44839

PR Ao RO R TH B, XYY VT V-
WMIZET R BERA00) IR RETRe 3. K T
L= FUN, AF =, TF T =V (995) LigAF
B UIIFEA LB T RV,

MK -

x(a #)
IEYU 774 RAHK01% : ImL x 2841 (7/1, x 4)
3mL x 2875 (742 x 4)
6mL x 2871 (74 x 4)
12mL x 281 (71 % 4)

o [ EBNER UK K]

FEH
1)Schlotterbeck, P. et al. : Int. J. Neuropsychopharmacol., 10(3), 433, 2007
2)Stone, M. et al. : BM], 339, b2880, 2009
3)H  Hi—1FA ¢ Jpn. Pharmacol. Ther., 36(12), 1131-1139, 2008
4) FE R (SRR T35 5R8%)
5) R R (T X BB oK)
6)FLNEEL (F =¥ ¥ L DMELEH)
7) Azuma, J. et al. : Eur. J. Clin. Pharmacol., 68(1), 29-37, 2012
) ANER (4 bT aF V= oMEMEH)
N FTERL (7 b3V — v & OHEAE)
10) R (A VN ¥ ¥ & ORI E/ER)
11) AL ZORE (P DF 95 5- I 0 364 ) 18 )
12) N E R (R A 1B 2 B E)
13) AN R OFF B S5 B 12 80 2 SR I) 1)
14) AN E R R, PERNC X 2 3278
15) AL N ZORE (BESE BT 3E M Bh 8 K OV3E ) 22 fAT)
16) LR G & e 2 3P4 & L 7= BRR 3RBR)
17) 4L PR CBURSPE B 502 3 0F 2 B RIS 3 3 2 S0 kB — mH Mk
B IR S ] AR

18) L FERE (RUBIVERE 12 B0 2 BRI 3 2 RMIB G- 3B —EHR
AR R E R R

19) L TR RUBIPERE 12 B0 2 BRSO 3 2 BRI G- 3R SA0&E
FEOF IR Beakl © IR 3L 1Al R

20) FEPI DR CBURPE B T 42 35 0F 2 BRI 5 & R G- 52

IO IR B BERER | EI R ERER)
2D ANER (D DWG - 9 DIRBITH 3 5 501 ERER)
22) K PVERE(D 2 - 9 DIRIEISH T B FIERER)
23) +ENEE ORI D I A R 2 T 5 2HEC L D Sl x5~ 2 Sk
24) FENEFR CNEBIIO HEI A RS b T 23248 5 SIS ISR 3 2 R
25)Burris, K. D. et al. : J. Pharmacol. Exp. Ther., 302(1), 381-389, 2002
26) Jordan, S. et al. : Eur. J. Pharmacol, 441 (3), 137-140, 2002
27)Kikuchi, T. et al. : J. Pharmacol. Exp. Ther., 274 (1), 329-336, 1995




28)Inoue, T. et al. : J. Pharmacol. Exp. Ther., 277 (1), 137-143, 1996
29) Tadori, Y. et al. . Eur. J. Pharmacol,, 597 (1-3), 27-33, 2008
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FEERRICERROENERICOE T LT FRUIC TR ZE v,
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1.82 e - R, AL - BERVHEALOIEDORERN

1821 e - R () RUZDRERM

N

18211  ®hEe - IR ()

o A IIHIE

o MMRMEREE I H5 1T 5 By Ik O s

o 9O0F » O OIREE (BB TR0 R WG EIZIRD)
o /NEMIDAPAA~Y T DIEICHE D BRI

TR« AREEICHE O B Sy

1.821.2 e - IR (F) OFRERN

DSM-IV-TR T HPAMEREE & 2l 7o/ NEERFE (6~17 m) A XI5, BPATEREEICE S e
P T 27 U B 7 — VORI LM T 2 77 At i 5 el (031.-
002) ROEHRE (031]fo03) z%=H L7,

7o Rxl o mERERR (031002 T, DSM-IV-TR ©H Bt E OB LR - L,
TEREE (AL, BB, AETS, TN O0EATA) 24T 5/0hNEEE (6~17
W) EXRIZ, TVETTY—L 1~15 mg/H % 8 W 0BG LIz BEOF MK VR MO
NEITHT-, ZORE, TEFMEED TH S ABC-J BIEMTARER a7 O#5% 8 MD~N—
AT A DAL E (LOCF) 1%, 7Y VTSI —ARET-114+13 CEHE + fEuEEE,
DUFIRIER, 47 ) , 77 2FREET-75+14 45 ) THY, 7R LTI ES T
—VEETHEHFPIICAH BERUENRO bz (p=0.044) . BIKEFHMEE CI%, BLEMEZ 5
L7z CGI, CGI-S, RIS TT Z R LTV BT 7Y — VBETHWERRD b, FE
FHEEE OfEREZ T DD ThHh o7z, AEFRORBUAFNGIIT VT T Y —/LHET 83.0%
(39/47 ) , 7T vAREET 73.3% (33/45 Bi) Tholo, BELLI-AEFEFROIT LA ENRET
HY, FMEOCHEFRIRD LN T, £, TVET TV — LB CTHEHELRAEFLZLOK
BHIEIZESTEAEFERIIRBLL 2o T,

st (031 Jo03) i, FIeRMBoEERHAR (031 J002) omTHIZ, TV
77—V 1~15 mg/H & RIS LB O R R OGO 21T - 72, 2T ABC-J H
BYETMRERASTIX, N—2T7A 2 177100 CFHMHE £ EERFAE, LUTRE, 8561 THY,
5% 8 T 13.5+9.9 (83 i) £TIRTL, #&EB1% 12 BLIRIE 7.3~154 (1~76 ffl) TLIE
LCHERE LT, AEFRGORBEEILIT 91.8% (78/85 ) ThHotz, BRELEAEHFLOITLE A
ERRE IR EETHY, FHEHEI o TRAFIEGOEL R HIAFFLII RN o1, EER
AHEFRITT1% (885 ) ([ZHBLLIZA, BIEH &R -0l3ERmE (1 6) OATHY,
HERAFEFZORBIC —EOMANILRD bz otz, LoT, EMHEGRHICRICERT
HRELENVE ORI RN EE R T,

ULk, BRMEEEO/NLEE (6~17 %) AxtGICE N LI R LY, 777y —n
O B EAMEEEICE S BT 2 A MERGES N, RHIERGRECLANTHD 2 ERREN
oo Flo, TIET IV —LOREMEGHER S, 708, DSM-IV-TR IZ XV EZRSND TH

L8 I 3CE (%)
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PAYERETE ) 1%, DSM-5 ~OWGETICK WV RERBERBPELE IR LD, JMRERDEBLIT
THEAANY R T AJE] 952 LMY EE X2, AR TIEPEIERICEEN RIS 5178
fEE (AL, WBM, BETR) 2 THEN] ERILTWER, dRELDBEELHIT
PEICAREINTND U AL — L LRSS B2 b, BESNDERRSORILE S ET
DL, KRG Y ANRT =V EFERRIC TR LT 22 el &7, LEXY, KElD
THHE - hFRAE UNEMIOAPAARY b T MEICHED Bl LFE L,

1822 RiE-RE (V) RUZORERN
18221 RZ&-HE (®)

o HiE KIFAE
WE, RAIET VeI — 1 LT1H6~12mg ZBEHE, 1 B 6~24mg &
FREE L, 1EDUT 2 BN TROKET 5, 72k, 4, SERIC LY i E R
505, 1 HEZ30mg #2720\ 2 &y

o WBHEEIZH T IRERDEE
W, RACET I TSIy — e LT 12~24 mg % 1 B 1 BRAKSTD, 2k,
Bt &I 24 mg & L, i, ERICE D EEEET 525, 1 HEIX30mg 2@ 20
Ze&,

o 9%+ 9 OREE BEFRIE TR REDBED bR WGAIZIRD)
W, ATV ET Y= LT3 mga 1 B 1RROKZRGT S, 0B, i,
JEIRIC X 0 @ EHEE T 22, WMEETI &S LT3 mgel, 1 HEIX15S mg 2B
A AN

o NEHIDBERARRY bS5 LIEICHES BRIEME
Wi, YIVE7I7 = LTl H 1mg Z#BtEHE, 1 H 1~15mg ZHFFHEL L,
LH1EROEGT 5, 7od, FERICE D EEHEET 22, MEET 1 HEs U TRK
3mg &t L, 1 HEF1Smg 222V &,

TR - ARHFEICLE D BNy

18222 RiE-HE (¥) ORTERM

77 e Rx R EERHB (031002 RUEMHB (031J003) » 2 HEBLbizT I
T —ME 1 B 1 ROROEEG T, BBHEIT 1mg/H E L, AR OZ2MIZE UIRK 3,
6, 9, 12, 15mg/H &HELL,

77 eRAR o mERRR (03102 ik, BB IBEETRT I ETT Y — AR 47 o
2HNC 1 mg/ A EE S, ABC-J BIEME T RER a7 O GH% | OX—ZXT 4 b0
AL ENY, TR L CT I T T A TREIVETHY, 77U ST —L
1 mg/H TIERDBEET MO bhiz, 5% 7 BE TOREEREHEISIL, 77
TV —LBET 34.0% (16/47 ) THY, TT7HREED 20.0% (9/45 i) & L TR R2EN
RO ONT, BELICAEFEFRIILAENRE CThH 72, £7o, HHHZ 7T HETICEERA
FEEGEREL LT ERE R OAEFRICLV EHGHIEICE s gRFIIRD b7, BinH &

L8 I 3CE (%)
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1 mg/ A DBAEMEIRIFTH S Z Lavnasni, Ras 031 o03) Tob#b#% 1 BE T
NTOPRFIC | mg ARHREShi-, IRl _EEkAR (031 JJo02) o7 F &R
DD OBATEITIE, #5% 7 BE TR LN AEEFLORBEEIGIL 22.0% (941 i) T, %
BLEAFEFRIETRE ChoTz, £, HE5% 7 A E TICEERAEFFR 2RI LT
KOFEFRICI D EGEFILCE > HRE TR oS, BGHE 1 mg A OREMILRL T
L EDPRINT, TNHORERND, HIGHEX ImgB T2 ENRY B2,

7o eRsR _EERAR 031002 crTIEREHBICTVEST Y — I~15my
A OHEERGE LT, ©OREE, fﬁ&ﬁ@ﬁf@émmJﬂﬁiTuRﬁx:7@&5%8
BHOR—AT A D OFEHEALREZT VBT T ) — VB CT-11.4+ 1.3 CE¥HME £ =R, L
TRk, 47 #1) 7???%?451u1@5@)?&@,f?ﬁﬁﬁ&%@b?yefﬁf—
NEECHRFFFMICAEBERWENRO LN (p=0.044) , TIET TV —L 1~15mg/ HEHRFD
ﬁ@@ﬁ@ﬁéhko7)377/—wﬁ1®%%&5$®%ﬁ@1mga2WJ@w@,3mg
H 13 61 (27.7%) , 6 mg/H 8 B (17.0%) , 9mg/H 9 B (19.1%) , 12mg/H 3 f (6.4%) ,
15mg/H 12 6] (255%) THY, HEOHEIZKREL ML LR BEHAENOREHAEE CEL
LT\, Fo, RERGETATLRFEOHEHN CThH -7, AEFRORBEIGL, 7T
TV —VRET 83.0% (39/47 #l) THY, FTRAREED 73.3% (33/45 f5]) & HER L TREZRE
1T7e<, BELIEAEFRIIEAEPRETCH- T, T2, TIET I — LB TOEERA
EHEGROEGFILCE ST AEFROBIUIRD T, 1~15mg/ B OAFHEIIRFTH D
ZEPIRES T,

E%ﬁ%(ML.mm*ﬁi?waif—w1~wmga%ﬁ%ﬁﬁbko%@F% A%
PO E/RFAMEE Th 5 ABC-J BIEM T RER 2T 1X, X—AT A2 17.7£10.0 CEEIMHE + 12
Y2, LLTFREE, 85 ) Thv, 5% 8 #IC 13.5£9.9 (83 #) FTIKTL, HE5#% 128
DIBEIE 73~15.4 (1~76 ) THB L=, 7TV YT TV —LOKREHKSEDO5AIL, 1 mg/HD
3.5% (3/85 ) , 3mg/H M 37.6% (32/85 i) , 6mg/H M 21.2% (18/85 #l) , 9mg/H M 12.9%
(11/85 f511) , 12mg/H 72 11.8% (10/85 f51) , 15mg/H2S 12.9% (11/85 #) THY, FFEDHE
WCRELSRD Z < LT\, FEFEZORBEIET, 91.8% (78/85 #i) THY, Bl
LICHAEFRROZL PREIHEETH T, EERAFTFERIT 7.1% (8/85 fil) ITHB LI
2, BIER &l En=oi3tERiE (1 fl) oA THY, EERAEEFZORBIRIIC—E OB
BIEERD B otz, Ko T, I~15mg/ HOARMEIIBATHD Z LIRS NI,

UboZ &b UNEBOBHAA~T BT AREICFE D SR oMk - Held ek, 7Y
V77— LT H Img #BtEHE, 1 H 1~15mg ZH#FFHEE L, 1 B 1 ERORET
Lo 708, JERICK D ETHET 52, HEEIT 1 HEE L TRK3mg &L, 1 HEIT 15mg
RN L, | ETHONREYEERT,

L8 I 3CE (%)
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BRI BTV RV A, BERIETESEEE O CICEL Z LD
LZERZEWVERANEIT2B8TNNH 50T, KFNH G936 fkE
DO « JERICHEE T D2 &, RIS, FERB T2 OEERE S L
IXEOERIN T 289 2 BHEITIL, %%L@ﬁﬁébﬁhﬁéil
LHEHWrEnNsGAOAREET L L, BEICHIZ-TIE, I
PHEORES OB Z 712475 Z &y

2. \EIZHT--> T, HOLO EREWERNRERT 260765 2
k%,%%&ﬁ%@%# hHayicEBL, nve, £, %R, M
28, WMAOREDORFICHEEL, 20k 5RIERNH b

%ﬁhm,ﬁ%ﬁ&%%%&t,E%@%ﬁ%%ﬁéib,ﬁ%?
ZE, (MEERSMG) 0o, REBELGERHFE4), (6)

OEKE ) T4BMERMEXLZEIER 6)FERKEEY b7 F—2 X,

FEREIESEE OHEEW)

BUTOIRMSCEN SR
L

(2 2B CROBHIZIIBELGEWNIE) ]

| BIEREOEE [SIERELELSELIBIANDH 5, ]

2. LB — UEEFHER - RIS O AR ARSI A O RV B T IS
bHBRE [T RIEER AR SN BEARNH 5, ]

3. TRLFY v aEE5EhoRE ( I3MEEER 0EBR)

4. AREN ORI HR VIRBUE OBEERE D & % B

BUTOIRMSCEN SR
L

(%hee - HRICEET HERALDETE)

e 3D5F* SDORE (BFEABRTTHALUENBOONLGWNEEICZR

%) OiHE

(D) #BRVE R b= FR AR EER TR h=> - VLT L)
U U ARBLEAIEIC L DU RIBEEIT-o T, +ohR
MRDHNRWIGEICIRY, KAEZHHALTHRETHZ &,

() HLoOHOEEIZLY, 24 MU TORET, HESE, BEREX
DU AT PNEEINT D EDORENRDH L0, AFEEETDLHAIC
X, VA" T4y haBETLHZ L, (M0.Z0MDEE
(5)) DHEZM)

o NEHIDBHRARY bS5 LEIZES FRIBHEDISE

JRANE LT 65kl B 18 iRl OB I+ 2 =2 &

6~17 & D/NIRF % %F
SRR EFEm L, F
QO XX Tl Oy
TmORE LT,

«m%-m%t@ﬁ?éﬁmrmﬁﬁ>

o EFJREI

iﬁﬂm%% WCIEETHETICN 2 #HfZ2ET 5720, 2 BHELUAIC
BLARNWZEREE LY, ( (EYEIRE] OHESHR)

.ﬁé%%ﬁ@%@

(1) AFNOBRGEITVNER/INNREE/2D LD, BEITLICEEICBE L,
LT AL, (HEEICXD2HEOBEBIIMEE STV,
(BERAIE) DIESH)

Q) MOPUEHIFIENOAFNCEFT T HEE L, Hiizl %é%
DI BtAT 2 BE CTRIERA NI LT W02 ;
FHTIT L vIEE] Fh%ﬁﬂbﬁm%mgéﬁ%ﬁé

o WIBHEFIZH T IBRERDBAEDEE

BOEIR NS E L2 AIE, ARBI O 5/ O EHICOW TR L,
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A EoE ()

RE DFRHL

e 5DF  IDRE (BIEARAEBETTHLUMELZBHOLNEWNGEIZE

3) OBa

AENLRRME R b=V HROALBER Tt b=« J AT R

LU VR IAREERG LTS 2L, (5 06F -+ 5 RIS

xF U CAR EAE 5 CoRMMEITMRRE STy, (R o

B )

o NEEIDBEARRY FSLEICHS ZRBEDIEE
ERIC R AR A2 L, BARE EMIChEZ Y 5 LAy
o

OB R T 3 me RS CORMBALE AR, MK, 8
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BEEDOTH S I APy (B Rafxlvy)

2) WREEHSRAEE GRLAS, v —w K, kAR, ZTOKRARSE) KO
N

o ~HMOIXTNT 4 —H— (WEOEHN\NLORE) X, BRET S
CLIREBAEAL, GEMETTDHZERNHDHIDOT, WO BETE
AR LN &,

10. ZDHDEE

(1) AFNC X AIRFEFHRRAHOZERENRE STV D,

Q) FothtH (w7 A, Ty ) OBNAFEMERBRICBWT, LIRER
(M~ 2 3 mgkg/HLL L, HEZ > b 10 mgkg/H) MK OVT BAKEL
(M~ 2 3 mg/kg/ BLL ) OFABED EHNHE SN TND,
INOOEFEXTswE Iy 77 7 F oo LR EBEELEE
fbeLTE<munTW5b, 7y hORARMERERIZE W T, 60
mg/kg/ B (& B RHELE 00 100 f510FY) MED B 5-1E TR
BREEORARE O FENRE SN TV D,

(3) PN ORERAKGRBRICEWTHD 9> NokE (RIR, BERS, A8
1) AN 4 FHE~52 AR O 25 mg/kg/ B LA EDHET, ARG
P O T A AR S BRALSR AT FL28 39 ARTEBRD 50 me/kg/H LA LD
BETHEINTWA, WiEIX7T Y 75 Y — L HkoERoREY
DY VIBH R CIEMRE LB X DIRE LR VLB L D LB X B
oo 728, THOMEHOE MEHHFICHE T SEE (1 HE 15 mg/
A5, 0% 6 HH 30 mg/HRER O GK) (X9 VIR HIcEs
TFAHBEED 56%LLFTHY, £z, b METFIZEBT D IEME D
54% L FCH o T,

(4) AMETEM S 72 R EUEICBE U2 R E IR GKERANVIEE - 4
) 2ET5EEmBREEZNSE Lz 17 OFEERBRICBWNT, AKHl%2
G IECR PSRRI G 7 7 R GRE L i L ¢, R
B 1.6~17 fFEhrol L DHRENH D, HRIFEEAX TH -7, L
MR (DARA, ZERESE) XITEYYE (MR%) X2 ER%
molz, 7k, AREHFO 3 HER (BF 938 i, FHHFHN 82.4 i ; 56~
99 %) TiX, T KROMMERSE (e, —iEMENE Mg EE)
DRBRNT TR ELB L CEN-oTZ, £, SETOZEERE
IZBWT, ERPUEHIREIE S IEERPUB RS & [FARIZE T E O |
FIZB5S 5 L ORENDH D,

(5) WA CTHEM I NT-K D SRR EEORBMIEREZ AT BT X%
E LT, BEOP D SFIOEM 7 T & R % B R R ER O Mahi R
BT, 24 LA FTOEETIE, BESESCHEBXORELDOY X7
NP SHIERETT T RBEL R L TEN -T2, 2B, 25 mLL
FOBFIZBT L2 ARGESCHRERORBBO Y 27 O EFITED
LT, 65l EICBWTIZZED Y 27 BN L,

BATOWRMCENP LR
L

L8 I 3CE (%)
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1.9 —fEMATICRAIXE

(J AN]
Rk 6412 A 16 H OEFRLAHFAESICBWTUTO LY IZESH, Fk 743 A3
HfF 3KAFE 22 Sl CEREn S v,

— 4R . 7 U B F > —)L [aripiprazole (JAN)]
%4
(34,)  7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydro-2(1H)-quinolinone
(AA%) 7-[4-[4-23-V 7R T 2=)L)1-EXTV=)L]7 b & ]-34-Vk Ra-
20H)-F/ VU / »

(INN]
aripiprazole (RECOMMENDED INN: List 37  WHO Drug Information, Vol. 11, No. 1, 1997)
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1



, _ HE2 28

FRk T3 A3 H

EMEFRAETERRIE B

BaAEHRRAERARE

EEMDO—BITEFRIT DT GEAD

Apy, BES—BNLAHALHEDS > kPHI >3, H—BNSHENE 1 BT
PIE2DEBDEDLOT, WTHD DX L3 D MBUSBASNIc—RIEH - {b¥F
LHEOEF] L by, MEFECEATTREEGIZ 0, BH, JIE1IE. BEESLHK
FELK BT ANDRESNAN, TR INNEOBEAIRSh 3 THkD» 5WH
KONWT, Fh. HE2E. BEESEFEESCHENTI ANSRESH, MO INNE
DEABE SN EATRINAWEIDOTE LD D TH B '
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EBYFEboy

rindosetron hydrochloride

» HCI
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penaprazble sodium hydrate (@i / H
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WHO Drug Information, Vol. 11, No. 1, 1997 RECOMMENDED INN: List 37

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED Internattona! Nonpropnetary Names
(Rec. INN): List 37

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended

International Nonpraprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3

{Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended
" International NonpropnetaryNames The inclusion of a name in the lists of Recommended Intemational Nonproprietary

Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) international Nonproprietary Names canbe found in Cumulative

List No. 8, 1996,

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 37

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 {résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous
sont mises & V'étude par I'Organisation mondiale de Ia Sante en tant que dénominations communes internationales
proposées, L'inclusion d'une dénomination dans les listes de DCI proposées n'implique aucune cecommandation en
vue de l'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'aulres listes de Dénominations communes internationales proposées (1-73) et recommandées

{1-35) dans la Liste récapitufative No. 8, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 37

De conformidad con lo que dlspone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R3)], se comunica por el presente anuncio que las denominaciones que
a continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
Lainclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996. ' :

31



RECOMMENDED INN: List 37
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aripiprazolum
aripiprazole

aripiprazole

aripiprazol

arofyllinum
arafylline

arofylline

arofilina

atiprimodum
atiprimod

atiprimod :

atiprimod

7-[4[4-(2,3-dichlorophenyl)-1-piperazinyljbutoxy]-3,4-dihydracarbostyril

7-[4-[4-(2,3-dichlorophénylpipérazin-1-yijbutoxyl-3,4-dihydroquinoléin-
2(1H)-one : ’

7-[4-[4-(2,3-diclorofenil)-1 -piperazinil]butoxi}-3,4-dihidrocarbostiril
C2aH27C1aN3 05 '

Cl
CI

3-(p-chlorophenyt)-1-propyixanthine
3-(4-chiorophényl)-1-propyl-3,7-dihydro-1 H-purine-2,6-dione
3-{p-clorofenil)-1-propilxantina ‘

C14H13CIN4O2

(o

L

H

Cl

2-[3-(diethylamino)propyi]-8,8-dipropyl-2-azaspiro[4.5]decane
3-[8,8-dipropyl-2-azaspiro{4.5]déc-2-yi]- N, N-diéthylpropan-1-amine
2-[3-(dietilamino}propil}-8,8-dipropil-2-azaspiro{4.5]decanc
CaeHasNp '

H3C i
OO
H3C i k

CHg




110 =&
M7

-BIEFOREEREHDFTLD

o4 - Hil%

7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy]-3,4-dihydro-2(1H)-quinolinone
TIETIV—N) KROZORH

N NCH;CH;CH,CH5O q 0]
2UHCHoCHy N.
- Ty

Cl Cl
<®nOAl %

aﬁﬁ,m%ﬁ%%ﬁ,ﬁﬂ,

MAIRIE, BRMEEE ISR T 2 EERO%E, o

+§7\7L£§<‘j]%z)‘mu&b%nf£b\% I-SEZD)
*:159774ODﬁZMg%%<

< FRfe it A >

WA >

S+ 9 OIREE (BEAFIARET

s &

o K AE
<BOAl CEmeE,
RSN TENE
W, RANIET VT — e LT 1 H6~12mg #B#AHE, 1 H 6~24mg
EAEFEHELE L, 1 BIXX 2 BIC T TROBET 5, 7ok, il ERIZEY
WEHEWT 52, 1 HEIZ30mg 22702 &,
BRI P 2 5 1) 5 Bk o o
WE, RAZIETVES Iy — vt LC12~24mg %= | A 1 [BfRO#EET 5, 7
B, B EIL 24 mg & L, Fp, ERICK 0 #EEHIKT 2525, 1 H&IX 30 mg
BRI L,
9%« 9 RAEE* (BEAFIRR CHae R8O b WIGEITIR D)
WE, AT IETI7 =1 LT3 mga 1 B1EKROKRGTS, ok,
i, JERICEVEERERT 52, HEfET 1 A& LT3 mg &L, 1| AR
15mg 2B 2202
*:xt)7740szm@%%<
< B H >
HE, AL iT)E77/—NELTIEM%mg%4LZ
59 %, 7o, SR, BAEPEIZE LTI A& 300 mg IZJkET 5

REN R EEEE, BRI, PYHTEAD) >

1
ek

R B B B, W5 AR

i R O
S5y - G i

FE: 7TV TY—u

RE . =V 77 A8E3mg (1EEFICTIET TV =% 3mg 5H)
TV 77 A8E6mg (1 EFICTIVETT Y —)LE 6mg &4)
TV 77 A8 12mg (WEFICTIETIY— % 2mg5H)
TV T AH1% (UgPcT7VEFIV)— L% 10mg&h)
TV 77 AN 0.1% ImLHIZT7 Y ES TV — L% Img&ah)
TEU 774 0DHE3Img (1EEFIZTVETST Y —L%E 3mg&H)
b U774 OD&6mg (15EHICT YV ETTY—L% 6mg EH)
TEU 77 A ODEE 12mg (1EFIZTIETTY =% 12mg &)
U774 0OD#E24mg (1 BEHFICT VBT TV — L% 24mg 5 F)

Bk 7Y ST — K

A e U 7 7 A FREE KA 300 mg (1 34 TVHIZT U BT T ) — LK

e LT390mg (7Y ETTY =Lt LT375mg) &4 : Bl L7k
DO SR N 5RO K EZZE L, 1A47wﬂ67)t7?7~w
300 mg ZEH FTREZR BAMER T A7 OICHERE I N TN D, )

T Y 7 7 A Bt KIEA A 400 mg (1 XA T VT ) vrT =)
KFE LT49%4mg (TV ST —ELT4A4T5mg) ah @ Gl L7138
ﬁ@%%ﬁ&@&@ﬁ@%%%%ﬁb IN4YW#%7)t737~W
400 mg ZEH FIRER B A MR T AT DICBERE I N TN D, )

T Y 7 7 A Bt 300 mg /) VA //EF‘G:7’ yer
FV =LK E LTC353.6mg (T VST — 1t LT340 mg) &F :

110 ¥ - BERFOREFREEHOE L O
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S LR OB EREOBKEEEBEL, | YV I TIETT S —L
300 mg ZES ATRER B A MR T AT DICBBERE I N TN D, )

TV T 7 A R K BEFER 400 mg vV Y 1Y oHic7r e
TR E L T4576 mg (TVETT Y —L e LT440mg) &4 :
W LT RIROBGROBREZBEL, | I I T7IETT Y —

400 mg ZES FIREZR AR T D20 ICmERE SN TV D, )

M LDsy (mg/kg)

B

B

EURZLE

1A

Z v b

953, 9

705

v b

I8 ;>100

L

A& ; >2000

vy

¢ ;>100, o ; >200

i A

A X

I & ; >400

TR

B 5
W

b
e

s B
(mg/kg/A)

>IN
T A
(mg/kg/H)

EAPT R

13

mp |

0,2,6,20

g ;6
?52

g REHME |,
L, Tl |
QREBEMET, AP TE -
EIC AL D D O A
Fﬁ;‘%&) b (7 et TIC K

&

R

L

13

mp |

0, 0.5, 1,
5,25

I 5 AR R OINHIIEIR,
e, PEMEES, RE |,
BEE |, HENOJERY

[

26

mp |

0, 10, 30,
60

DL
<10

AR IRERINE |, EEE ],
EkE ] (LIlk, ?10mg Bf
ZFR<) HREARRE R O fHE
W, TREMETCHE (R ERD
RN TR AR 72, i
T, FEAFEEER, 8IE
THEEAFEILE - B

A R RERICEER (LS D
VIEHRRET R B D (7 70Ty
VERITTICE D)

@ REBEMET, BHEET,
BAET, RET (LL, 10
mg BEDOAH) , IPHIHFEAR
WA, LR - 7= - - PRiR
WCEEED D VITH T
RHo (7 ei)F/112k5)

52

mp |

0,1,3,10

o
R

g ATiEE A |

f o REHMET, HHET,
JIPNR - SN - B A L, AL
e e - BRERICEBEA
£ 2 W IFMET RS v (7
p7)Fy TS & D)

Y

39
T

B
O

0, 25, 50,
75

I E 5 PR R OIHIER,
WEr, GUE, fEATE |, 3%
NOJRKY - ILHEITH, RF
P D s A ERRFT L

I EE |

Y

52
T

«

B
O

0, 0.5, 5,
25

IR 5 AR R O MHAEIR,
R |, BEE |, BERO

VLR

1.10 F3E - BIEES O
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TN
Bh | gh | R | N s
DR | ying | s | (meke/il) (';;353) EPTR
O RERINE |, EE ]
AR WG ENIREY DI
~ 2% -~ 0. 25. 50, | & : 50 k&ﬂ%ﬂﬁﬂ%&, RS
7Y h ap | BAN 0 2 ;100 DI
’ @ FLAR - ONEE - R - BRICH
fArRH Y (7 e7)fs Tz
£5)
26 0. 10. 20 AY ; WEERALIC — @M o E
A X S AN 0 IR ;40 IR, RO & W ENENE
JH [F %
5 0. 10. 20 NY ; WG ERAL I — @M o IE
A X A RN 46 IR AR ;40 IR, Y ORE L AR
2Hl [H %
<®EOA CEmeE, DPENEREEEE, BFl, NHTEAD >
MAKIMIE © .
BIVEFRBIER 452/743=60.8% i R R A S R TR
B 1E ] oo FkE 3k BRRRRA B OFEE | AR E SIS
AR 201 CK (CPK) k& 90/658
PRI 110 a7 F KT 37/339
THIT 87 ALT (GPT) L& 48/688
Rtk (PRS0 78 AST (GOT) L% 33/685
NS 71 LDH 5 30/677
& £

" ENRBRORER
BRBMEREE V245 [ 2 BRiE R DU

EIE R BLR 144/192=75.0%

BIIVEF OFEHE ¥

THDT 58

PR 32

fEE R 24

B 21

Pt 20 .

BIEH & C EWNRBR RO 27 ERESLRRBR O R R

5o « D OIREE (BEFHIRIE THo0 2R %R0 bR WG RICIRD)

EIE R LR 320/467=68.5%
BIIVE R OFEHE ¥
THIT 131
I BN 47
PR 44
fEHR 42
NS 34

&7 mRBoRsE
<FHVETES A >

mIVE R BLER 130/228=57.0%
I 1E ] o> FkE ¥

e AL ST 62

TS RLEE 33

S A A 25

TS B R 15

NI 15

e : [EBE LR 2R B S B OB
=tk KGR ASE R #iE, k) g

110 ¥ - BERFOREFREEHOE L O
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=Yl

CFREES - BN

b4 - B4
% oE X
<BOAl CEmE, DPENREESE, BR, NHRAD > .
ARIIE, MBS IR 2 BEROWE, 500K « 9 odkiE (BEFIRIET
TR RO BN VGEIZIRD) , N ORARNY b T MEICHED 5
2 ORE - 2 R | R
*: U 77 A OD#E 24 mg ZFR<
< FFGeE S A >
A K FE
<EEAAD CEwse, HPENAREEEE, BOR, WRAD >
o R AE
W, AT i7jt77/~wkbflH&qm@%%%m$J56~Mmg
EHERRAEL L, 1 EDUL 2 BN T TRAOKS T 5, 72d, i, BRI
ﬁﬁ%ﬁf%ﬁ 1H$imm@%ﬁz@w:k
PR PR 2 36 ) 5 e R O
W, %A i?)t77/~wkbfn~Mmg%1Hl@ﬁm&ﬁfé A
B, BFMHAEIZ24 mg & L, Ffp, ERICE D EEERT 525, 1 HEIX 30 mg
BRI &,
9%« 9 DIREE* (BEAFRIE CHa RO b WIEEITIRS)
HiE-H & EE, AT i7jt77/~wkbf3mg%1a1E@D&5ﬁé ek,

i, ERIC X0 EERET 5 23,
15mg #2722 &,
INREAD BBAA Y N T DIEICEE D G R
EE, TIEFZ7 = L C1H Img Z#BAHE, 1| H1~15 mg #HEFFH &
L, THIERAORET S, 7ok, SERICE D @EHEET 2528, #HEEE1H
HELTRAK3Img L, 1 HEFISmgZ BN &,
*: U 774 OD §E 24 mg #Br<
< FRetE S A >
W, AL i?)t77/—w&L11EMmmg%4L_1E%%a@WK&
9%, 728, JER, BARMEIOE T TR 300mg [2WETDH L,

R 1 HEE LT3 mg &L, 1 HEIX

il B O
By - oy R

JTE

TSI —

TV 7748 Ilmg ABEPICTIETTYV— )% Img &5 H)

TV 77 A8E3mg (1 EEPIZTIET TV —L%E 3mg &h)

U 77 A8E6mg (1 ETICTIVETTY— L% 6mg &5 H)

TV 778 2mg (1EFICTIET TV — L% 12mg & FH)

TEV 7748 1% QgHlc7 VT T — % 10mg &H)

Tt 77 AWHHK0.1% (ImLHFIZT IV ET T Y —)L% 1 mg & H)

Tt U774 0ODE3Img (1EERICT I ETTY— L% 3mg &AH)

Tt U774 0ODE6mg (1EEFICT IV ETTY— L% 6mg &H)
TEUZ774 0D 2mg (1 HEFICT I ET TV — L% 2mg &H)
TEU 774 0D8E24mg (1 BEFICT IV ET TV —)L% 24mg EH)

TV T T — kY

T Y 7 7 A R E KRR 300 mg (1 XA 7T AFIZT U BT T —1K
Fipe LT390mg (7VETZ7Y =Lt L T375mg) &4 : Bl L 73K
DO G FE R O GEEOEREEEZEEL, | AATANLTIEST V) —)
300 mg &S AIRE/ B A FEMR T D 7o IR ERH I N TS, )

T 7 7 A R KIS ER 400 mg (1 AA T AHFIZT IV ET T —1
KFE LT494mg (TIV ST — e LT45mg) af il L7723
WOWBIRE R O GRFOBREZBEL, | XA TANLT IV ET T —)L
400 mg & FEHATRE/R B A MR T A - DICHERTEI N TV D, )

TV 77 A KSRHIEA 300 mg >V Y 1) PR T e
TV =K E L T3536mg (7Y ETZY—LELT340mg) FF :
B LR OB EREOBKEEEL, 1 LI InLTIETT S —)L

JEAA
B

JRAK
A

110 ¥ - BERFOREFREEHOE L O
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300 mg & S FIREZR A MR T D - DI ERE IN TN D, )
TV 7 7 A R K ETER 400 mg >V Y 1Y PHic7T v
T KFIE L T4576 mg (TVETT Y —L e LT440mg) &4 :
W LT RIROBGROBREBEL, | I IhbT7IETT Y —
400 mg ZIEH AR RA MR T 2 -DIORERTRE I TWVWD, )

M
<RROA CEEEE, DPENARESE, BEl, NHRAD >
MARME .
BIVEFRBLE  452/743=60.8% B R AR A FLH S B
BI1E ] oo FE A4 BRRRRA B OfEE | AR E SIS
ENIS 201 CK (CPK) k& 90/658
PRI 110 a7 F KT 37/339
THIT 87 ALT (GPT) L& 48/688
Rtk (PR T) 78 AST (GOT) L% 33/685
R 71 LDH k& 30/677
. % %
: [ENRBR O R
BBPERRE L35 (] D B IR O U
mIE R BLER 144/192=75.0%
BIVEFH O RS ¥
THTT 58
PR 32
fEAR 24
Bl 21
PRE 20 o
& C EWNRBR RO 27 ERELRRBR O R R
9o« D OIREE (BEFHRIE TH0 2R %R0 bR WG RICIRD)
EIE R BLR 320/467=68.5%
BIIVE R OFEHE ¥
= THDT 131
Al (R 47
PR 44
fEE R 42
IR 34
& : ENERBR O FE LR
WNEMOBAR 7 b T LIEICHE S G R
EIER T H R 64/88=72.7%
BIVEA OFEHE ¥
AR 43
IR EE N 16
ik 8
BRI 8
%‘D Q EEE T
% . ENERBROFEH R
<FRREPETESRF >
mIVE R B 130/228=57.0%
B 1E ] oo FkE ¥
e AL ST 62
TS RLEE 33
S A A 25
TS B R 15
NI 15
THTT 15
G —  [ER LR E R I E SRR O LR
=tk
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W R ey i RIS | Amohesm | A s | g
3.2.P.1 E T XY 1) — — — — — S E F
3.2.P.21 L% — — — — — S E F
3.2.P.2.2 A — — — — — ETfiag ]
3.2.P.2.3 HNETEDOHFEORELE — — — — — ETfifag ]
3.2.P.2.4 BRERUERESR — — — — — B ]
3.2.P.25 WEMERE R LA T-EH — — — — — ST & Fl
3.2.P.2.6 BEROERBORS FAELOESH — — — — — ST & Fl
3.2.P.3.1 HEH — — — — — ST & Fl
3.2.P.3.2 fHENA — — — — — ST & Fl
3.2.P.3.3 HETRRVOIJOELR -av kO—) — — - — — ST & #
3.2P.34 FEITRRVEETHADER — — — — — S & Fl
3.2.P.35 TOtER - NJ7—>3>/J0OEAHE — — — — — Tl &
3.2.P.4.1 HERUERAE — — — — — ST & A
3.2.P.4.2 HERAE (DTAE) — — — — — S E F
3.2.P.4.3 REEAE (OWAE) ON)T—23Y — — - — — S E F
32.P44 HERUVOHARAZOZ M — — — — — ST & A
3.2.P.4.5 E FXIIEHERED ZHME — — — — — ET i & R
3.2.P.4.6 iR A — — — — — ST & R
3.2.P.5.1 R UOHRAE — — — — — 54 &
3.2.P5.2 REAE (WA R) — — — — — ST & Fl
3.2.P.5.31 FUETSY—IL 1 mofeDHEDRHERICH T 50 | KREREKASH REHEKRASH (BN HREH S E F

WENYT—2 3y [ ] BIFIFLFT
3.2.P.5.3-2 FUVETSV—IL 1 mgiDEZRYEEEXICH | KIFEEKRA = RiFEEKRASH |EH HREH S E F
TR HEN)T—2a Y [ BIFIFL AT
3.2.P.5.3-3 FUETSY—=IL 1mgieDEEW—MHABREIC | KEEEKASH RiFEEKRASH |EH HRER S E F
BIFEZENY T—S 3y [ BIFIFLFT
3.2.P.5.3-4 FTYUETSY—IL 1 mgfeDBHEHABEICES TS |7ti?ﬁ§é‘§?“é$%iﬁ%$i RiFEEKRASH |ERH HREH S E F
SHEN)T— 3 [ SRR TR
3.2.P.5.3-5 FIUETSV—IL 1 mgIEDEEZEICE T 50 | KIFEEKRAK =T RiFEFEKRASH |EH HREH S E F
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