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= el 0.02%(3%), 9="d 0.02%02%) 5= o] e JAAAAE mAZ
T e FERANEoR ZAREATH

@ F=A Aol gk AAAE fste] 16718 e tdow A Al &
AT frafabele] HE g QAo AdFgle] 5.33%(89%/1,671, 124
A)olAtt. F FalAtdle AFES 156%(267), EHF 0.78%(139), &4
0.78%(13%), FA =2l 0.66%(1194), B 054%(99), A5 0.24%4
), 2x 024%(47), F4 0.18%(3%), stk 0.18%(3%), =<k 0.18%(3
), 79 0.18%(3%), AlHEH" 0.18%(3%), FT& 0.12%(2%), %ol
(dysarthria) 0.12%(2%), A&52 0.12%(29), 2¥HHI%E 0.12%029), 7%
ol 0.12%(2%) & oIttt &I AHAAE MATE + U= F=Fa
< WdEE AIAES 156%(267), FAAE=F 066%(11%), EHZ

l

<y

ol
Mo

L
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0.66%(117), 98 054%9%), =9 054%9%), == 024%4%), =53}
0.18%(3%), 79 0.18%(3%), A= 0.18%((39), Al&gEA1 0.18%(34), &<t
0.18%(39), F& 0.12%(29), oJxgw 0.12%(29), + & oll (dysarthria)
0.12%(2%), A&5F3 0.12%12%), 2¥M¥%E 0.12%((2%) & ottt Tdulg #
A= AFAES 0.12%02%), 235 0.06%(19), =¥ 0.06%(1%)o] 901,
o] F FTUlg FEFIANSS HAFAEST 0.12%02H) =7 0.06%((17)°] AT
st Rk fFElAtdle & do 0.18%((39), T Fol(dysarthria)

0.12%(2%), A2WMHE 012%(271) 5 olRoem, 53 0.18%(3%), o7
off (dysarthria) 0.12%(2%), A2WHHEIE 0.12%27) S-S o] ¢kxto] ounaA=

A = gls e fra
A

=
Zol QPR GogRE BuEong I WE = o] oo SANAAZS 4
at7]7F o] gtk
@ = FaiAbE HazE(1989-2010)E HE 4% Az v ooF
B AR AR folatA Wol RiwE fralAtdls ok
Aok gk, olma 2 AR thEo] fafiabel ghel JAF#A JS5E

U AT Al viTHAI R, o] of2 ddHe, A7 e el 9
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1)

REE R

of e FE FFNAAN AEADE, o] L vIE FFAE oo} U
23} 3§ Aol F9F 1Lelok Gtk of oFe] alpha-cl= gy 87
AgAgon 8, of ke 54 FuPgrepe BRE F4AA As5Ael 9l
Fun

TE kRl of ofd WX §F

o] ¢k CYP1Al, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2CI19
T = CYP2E1E 49 7]&o] ofym w3t AH =FF 213k glucuronidation) ¥
AL gFUe =, o5 249 AdfAY F=A4 £ 5 59 o0& A9}
o] ¢ Atolo] 4T A THeA ol flsUTh

CYP3A49t CYP2D6+= o] ofe] thAtel o] syl CYP3A4E

oF= (o, ZhapmbAlA) S o] °fo] FEold2E TV ETERE UE T
Ut CYP3A49] A& A(d], ARZUE), == CYP2D62] A3 Al (4 Y

EFSAT, HZARE o o £AS Adstel AF FEE TN 7}

A

AERIYE 2 2 CYP3A4 A4 : CYP3A49] ZEa AsAd AEaYE
(1¢ 200 mg? 1443H)S 15mg @3] &9 ofg]¥ZetE3t M EFofA, o
s zaE AR AUC = Z47F 63%, 77% S7HsUth 1839 AER
UE(1Y 400mg) Folx A7HA sk mesd ARIUEI o] ok
WEFA o] ofo] &S Who g Fofof 3t thE CYP3A4 9 AsAl(e]E
A e 22 A4S w22 Aro &FHaE H8FYrh ofd A
A (ol g =2 mpo] 2l Ag F2)o] A5 AFEHA Foksyrh weF CYP3A4
A A E HEFAANA ANA A A, o] ko &F ThA] FTHAIA R ]
ct.

AU 2 o2 CYP2D6 AsAl 1 CYP2D69] AEe AdAd AUHad
166mg¥ 139 &<h& 10mg @38 3o ofe|yZetEa} WEFo] A, ofe]y]
ZopEol AUCE 112% S7Fl ey, &4 tiAA] (dehydroaripiprazole) ¢ AUC+=
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2)

3)

agEU ey PRl ol ZatEe U2 Mow PaAA
oF Futh T 2F CYP2D6 AAA FESAR, H2AUE FAEH A

FhatelAlA 2 2 CYP3A4 %A © 4= CYP3A4 FE=A1Q1 ZhupebA] A
(200mg, 1 23))& o] k¥ WE&Fo P& WBOmg, 1 13]), oty =Zet=3}
71 A YA (dehydroaripiprazole) & Cnax®t AUCZE ©F 70% A A F4Y
upep A FhububAl A S o] of X gl F7FE w, o] ofe] RS 2ujrl Hojof 9
Ytk Fr78ls 92 A Hrke SAR slof Utk JuluiAwe ¥
Fol7F Euwl o] oko] & Al Foof Pt

[

o] 9k cytochrome P450 &40 o&] Aty = IFEy JAHoz FQ3F oF

E THA AsAE8s T JbeAel flsdth In-vivo ATelA, 1
10-30mg &%Fe] ofgl¥ZetEs FoA CYP2D6(9-ERv|ER), CYP2CY
(¢49td), CYP2C19(Lml = et=, ¢f9tdl) 3 CYP3A4(U~EZWEF)] 7] H
of gk iAtel o3 el UEtuA Ftsun Avrt, ol zeEd) &
Z—o}g] 1] 3 2} & (dehydroaripiprazole)< in vitroo A CYP1A2¢] 28] wj/l¥+=
HALS WA 7hsAol fldsUth lEely Wz ek okEdte] 1A= of
gy ZebE o] ke AAEA FdFUH

DL AT AN GANA, b ZetE ol Be WEFe T gkt o v

J

S

tfo
ok
oo
4
i
=]
ri
=
Mo
off
olf

0

\;1

Ir
>

N
T

O
=
X2,
2
x

)
o
o
o

0mge obelv ZerE
(15mg @& Fe])st HEFolA 3 5sk Astslo] ofelv ZetEat Podobe]
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3] 3 2} & (dehydroaripiprazole)®] Cmaxi= 242 37%, 21% AstE 13, AUCE 7+
7} 13%, 156% A d5Uch SEE T} Y8 FoJA] o] oko] &5 de I

e s B ERAH1Y 500-1500me) ¥ obe] I ZetE(1Y 30mg)S WG H
7HA B8 T, ol I ZE S Chax®t AUCTE oF 25% HAadlsuyth 2z
2hk3 W FolA] o] ofo] &% 2HL oA gEUHh
dF  guEe ddd 2geAY dAE A 2o A9 iy ' o
bg otglyZetEd gE3he GEEH Aazge JteAel slsdth AR
2ol PEAY 1200-1800mg) 3} obel v ZebE(1Y 30mg) S 2187 T oA,
ofg]y] gt Foly 1 thALAQl g4 -ol 2] 1] i 2} =(dehydroaripiprazole) ] F
EsHol AR Fog WHItE UelA Fdsyth duwd ¥EFoA
o] oko] & FHo] WA YFh

SREZ G Fol IF A E 7R S5 dA o ofgyZetE: 1<
10~30mgS 14947+ 859 A], UDP-glucuronosyltransferase 1A4 7]&¢<l &
REZZY 19 100~400mge] A 3 defol el ks Feo] JaFS m A= &%
FU ofglyZetEo] grREZ | FrhE uf gREN &7F 4 4
3k FEUTh

GrEZWER - 1447 WD 10~30mg Fo¥ ofel¥ZetEE CYP2D6 €43
of =gz olgt LA Y, YAERZERo] O-dealkylation® jAFA S
dextrorphan®l] F&& F# 5yl ofgyZES I HAERMER]
N-demethylation® 3-methyoxymorphanol| Q&S % &=d o] thAA= o
A 27F CYP3A4e] 2780l ojEAoleta defA Sssyth o] °Fy} WH-&Fo
A giEgwdERe] §EFXHE dastH] FFUTh

ofutd ¢ 1447 wid 10mge] Fol¥ ofg|dZetES R- 2 S-¢fude o &
SE oyt =443k (International Normalized Ratio)e] &%= FLH
(end-point)oll @IS FA FAk=H o= ofglyZetEo] Skl CYP2C9
}2C19 WAL B @A Eo] w2 ofupde] Al A dFel flas
oju gy}, o] of3 WEFAA ofupRle] & £HE FasA] FFUh
ovlzetE ¢ AR AP A 15¢3F vl 10mg® Foi¥ oty TS
CYP2C199] 7]4Ql ovlZet&S 20mg @3] FolAl 11 FEFHA JFS v

%l
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o ~AlEZ Lk 0 CYP2C19 2 CYP3A49] 7] AQl o AAjgz
g))3 ol T ZetE(10mg, 1¥ 13)E A7 AAelA HWEFAS Aol A,
Aogadele dESEH O vAE G BAHA syt ofyZeE W&
Al A g R Zee] S-S WASA ol gy

Wetgal o CYP2D69] 712 <1 dwletaal XR(75mg, 19 13])3 ofg I Zg&
(10mg~20mg, 19 13))& 144zt 73k AdoA B¥E Fo A, H4AJE
w2t Zal 2 O-desmethylvenlafaxine®] ¢F&E g Ejol] v X = FeF AR &
Sy oy ZetE W8], Wk

=
EF A, HEAR, AESY  FaSLge] Sl

o
=
=
=
0
—_
e
—

)
lo
o
oft

ZF L2 49 (20mg/day or 40mg/day), =4 € CR(37.
AEZHU(100mg/day, 150mg/day)d] &4 s=o vlA&= FaFe AA] ZUdsY

o A 3% sxe, 5S4, FA- AR (norfluoxetine) Z+7F 18%,

2

*EUT o] k2 EF S M"Y FEAEY WHE FoAdE 2mg/day ol A
15mg/day 2] &= Foyda, HEZH = 2mg/dayoll A 20mg/day
o] S oA FoJHAFY T

TEANGA, ol ZetEL AESY BT HVEA rteAs e
dol THHAFUT
A2 Ele] HEC 3, 10, 30 mg/kglmg/m® 71F2=2 A H @4 F(MRHD
: maximum recommended human dose)2] 1, 3, 108 &%=] o ojg]yZet£S
1B A7 AFFo A H5YT 30mg/kg/day ol A FAl 7] ko] 2Rzt
FYth B AA T2 4 (30mg/kg/day), L3A 7 (30mg/kg/day), =4 =314
(10, 30mg/kg/day)o.&2 & wf, Bzt B5o] x5 =3hHAFUT Hi-wiAt
TEAd = dFo] flAFUH. =AY AFol #HA(10, 30mg/kg/day)¥ L
%!

30mg/kg/dayFolol A &G -y A% @ o REr S7bskls

o
)
0%
e
L
At

2
ol
i)

o
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9.

e &A= o AES shA FskFyuh). 30mg/kg/dayol A= Bl ARl A

379 ggo] 2w YEREHFUTE 94 F97lelE 10 2 30mg/kg/day ol A
vaginal opening©] A|A A3, A2FH e & (FH T, FA, 2d, HAAAS
& a, AN 5 9]

30mg/kg/dayol A HoHUTh t & EA5A4o] 30mg/kg/dayol A #H&EE7|=

A ol g WAy de] JFo| mASH RHgolet FAE 9

i)Y
v
au)

E7194 10, 30 2 100 mg/kg/day(AUC 7|22 MRHD®E 2, 3 % 114),
mg/m’ 71F22 6, 19, 658 SR J|@PA o] ATE FyTh 100
mg/kg/day Fol thdolA BAS AtsdH ol dastal, fFAtEe] Skt s
yrct ez AYE S7H100 mg/kg/day), BIAF A5 7F4(30, 100 mg/kg/day) <}
H] A Q1 =9 A3, 30, 100mg/kg/day), <k =HAIWE
(100 mg/kg/day)e] AR5 U

3, 10, 30mg/kg/day(mg/m2 7]F o2 MRHD® 1, 3, 108] &3)¢] ole]y =g}
S B9 A5(dAl A 174 HEH EvF F 21d 7HH) HEG AFF dS o
30mg/kg/dayell Al Aw g A S JAl7|ke] AFo] AAEJAFUTH 1E
3L AR FTh B Al A ATE E k] A &) BEE A Sl U
eyt F o

ik

22

i
4

oo

FHEo hE T

ol metze gedd i Fo fEOR PHHAFUL olelvzeEol



11.

U HAbEe] Abgrel fFe] BulEEAs deAd 9A eguh obelv e

Jad13-174) AAEEY SAE ddow 3 {9z A n=202, 6

A AAH R HFrbE A FkE U

ZoH10-17A) F54 25 FA4E dde
n

e AAH o FItE A ekokHF U

gEoly HE 24 g e FadS Lol 2T e EA4S S}
oAl A F7tE A ekoksF U th

2ok(6-174) A ol FAE o R g fofuiE QA (n=212, 8F)d
A kA fEAel FEEAFUL Lol tiE fALe] FERALS
AAA o2 F7rE A FdF YT

Zob(6-184]) FEll Fol BAE o g 9 oFx JAAE(n=32, 105)°l
Aoty fFEAC FAHAFUT sofdAtel I FALHY] FEAS

AAA oz Hrpe A Sk

[e:

B Al (et ZetE 15mg 93] FoD)ol A, " 3] =654
2 #@2 AU IAFAA8-644D)el Hl Bl 20% HESk
sU 2u AL BES @A ol FJe ok SH(Population PK) & &

=]
B ®A A3 oo o9 G eyt £8 1 o] ofelvzeE

ME o] Fo SFEEEHE Fe AFF AAANA et R FAR FS
U mEAd g 8% 2Ae AFHA ea,

AZA Gl A ote]u ZetES FoIgk 135439 #a &, 1,073 (8%)°] 654
ol/dol AL 7997 (6%)°] 754 ol delAssutt 1,073 e A tHF-E(81%)°]
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HraTF D B9 dFey 5 nednd AFr P BAv} Hum
WA A&Hew elstder Wus PFEala wE sl oF

ofsh= o] ofels] et
e}, obeszebE 15 mgd
= ojguzeEe] Wit AUCS

13. 7] €
1) @etA, Hol9A, 459 A
(1) &o+A

ICR v}$-2 ¥ SD(Sprague-Dawley)®} F344 HEE ti oz HAFoke] it
A AlFS AAAFYY. 2 E2F ICR vH9-2E 1, 3, 10, ¥ 30 mg/kg/day
Lo 2 F344 AEYN = 1, 3, ¥ 10mg/kg/day &HFo 2 ofg|yret&S A+
o8t HUtmeg/m’ 71F o2 MRHDS] z+zh 0.2~5u] 2 0.3~3u) &2

& SD #EM 2W o 10, 20, 40 2 60mg/kg/day(mg/m* 7122 MRHD
3~199 &)= AT AFUH oy ZgtEe F3 nhe 2y HE A
s et syt A w2l 3~30mg/kg/day(AUC 7lEo =
MRHD®] 0.1~0.9%, mg/m* 7]%° &2 MRHD®| 05~5u &%) Z7Fo]A], ]

aF= A A o

0

m
o

, wAsE g FAEF dAEe] FUHEEUT dE HE
10mg/kg/day (AUCE 7]#°% MRHD9 0.9, mg/m’ 7|#° % MRHDO 3
W &) AT, 4 ARAE 2l FhAsUT. Ed
60mg/kg/day(AUC 7]& <2 MRHD®| 14¥], mg/m® 7|52 2 MRHDE| 194
£ e AFRA FAYA GFI AL AE/AE BF BAE] F718)
R H o

02 AN fAE A7 Fol g W 2A



135772 A4 Fol(Dietary study)oll A FA 43 A# 7540l e FEolA
4 Z2IRE SUtekA FdksUT AA T ZregRlo] nisjE fEH]
oFe] o] 17k AT A DAL AEA 9 R obF ¥ XA &
e

| glotE o] &3t A EdWoe] AF, wH g olE o] &3 DNATE A, nt
T2 "Hxvp AxE o8& fHAEAW AP 2 Chinese hamster
lung(CHL) AZE o]&3F Aol A, w25 ol &3 AW A3AE B
HEES o] &3 DNAAE AldS Fall o] oo wolddol] w3k Aol HAH
Ay o oF = tARA(2, 3-DCPP)2 thA& Ao #AIgle] Chinese
hamster lung(CHL) AM|3ZE o]&3t AA o] A XA oS Fdst
AsYch dAA(2, 3-DCPP)+= thAl&A o] ¢l Chinese hamster lung(CHL)
AEZE o] &3 A o)G AldollA WolF7tE FEtstdlFyrh k28 o] &

@A A APA A PG Aot AzkHhs T 2487 Aol o

3) #4594 Ast

bzl WE A, olglu ZetES 2 6, 20 mg/kg/day(mg/m’ 7]Z 2.2 MRHDE]
0.6, 2, 68 &)= wwf 25FAFH Al & 7Ad7HA] FAGAEFUY. e &%
oNA WAFF7O B FA F7HE B 7 AMAT, FHSAE oS
ol A gkttt 2y A Aol 6, 20 mg/kg/dayoll A UEFEAL 2
mg/kg/dayoll A& ElA AT o] A% AAFUTL

712 20, 40, 60mg/kg/day(mg/m”® 7|50 2 MRHD®S| 7ztzt 6, 13, 19 W] &
F)E oty zgtEs wwl 9FHFH  wHirIzbA AR s sy
60mg/kg/dayol Al AR o] 43} 40, 60 mg/kg/dayl e AP FLS B
S} FHIGY o]dS HolA gdFU T

S '
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A gge] FIAY WA R E
SEEELE

(Aripiprazole)
71 & 7t A & W73 A A(]D
D (A=) D (71817 s &)
2) et ZetEe] Al & HrE F LA fafAkel 2) oty ZetEo AlH F H T 2
(1) =9 frafAke (1) =& frafAke
AlE = FJ7 A B FafatEls AL Ao R HaE Al F bl RS falateElE A
kg Aom, oFEdte] ARFAVE HEE] FAH A& oY Rom, ket AARFAAT
AsUrh Lejx] vhg(ofhd Al ~ ukg g A Azyrh oA whg-(ophd et~
Neds, 24T, FEH7], v FAUFEH)Y 949 WiEds, 2ds, FEU7], B2 T
WMol =8 dAsdFU WMol =5 LAstgen NS
Ut 8 Fol HuHASUT
D=7 (A=hH D=7 U187 T
<Al A> 8) WA wul : oy metEa X5 W Sl AA Al
S o]t E WA wube] Wiy vl
gk ol=o] 9= $AE WA wuke] 9]F o
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