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B O FRE RAFSNE RAFI e R A7 il
EMRGRR 30°C 75% RH 36 A | &L

iR 40°C 75% RH 6 4 H X9

Hr IRE 50°C 10 mL 3 & A X9

ik o T T ABNA T L

% x| Ao . 600 Wt | 2l L

% WTERAVE T T R

METE R - Mk, BeRiBh, pH, MERWE. Koy, RAMRY ., REMEMRT, Bk, & R%

* : 3,000 1x - 50 u W/em?2

(TEY 774 #HEGHEKBHIA300mMg Yoo -400mg ) OO DREM]

SRR D FRIE RS PR HE PRAFHAR ik
REHIRGFRER | 30C 75% RH 36 A | kL

DR ER 40°C  75% RH 6fH | kL

W ORE 50°C ‘??7ﬁﬁf?/ 3R | el

IN—73 3

B I o DNRETRELA] : ZfE72 L

A N [y v 600 WM | FEATIA : MR B AL
R - FESHA EEEAD) - Z ks L

WEEE : MR, fElRB, pH., BBRWE. Ko, REMERY ., REMEMTF. BRECEE, Wk, &8,
AKX (BEAD) %

* : 3,000 1x - 50 u W/em?2

ok 1 72 IREfE S THIMEN
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7. AEERVBMBEOREM

(ZTEU 77 A K& EA 300 mg - 400 mg)
OAFOFERC DT> Tk, HHRWHIE] 2BGGT 52 L,
QIR oG (HREFHAK) THET 5 Z L,

300 mg /A TIVIZEE AT 1.5 mL, 400 mg /A 7VIZBRE A 1.9 mL TRET 5 Z &,
QR L, BEENWEIZ 2D LI 30 MM LLIEE Y L, BEIED 2 L,
@OFHBEBICEEGT D L, RCUEHTEHDICEG TERWEAIE A TILNICBW TR TR L,

AFEENICR BT 52 &, I L, ZOLAITRGANZ 60 PR L<IEE 9 L, BT Z &,

(ZEY 774 HFimEKEHEMA300mg > Y -400mg 1) o)
OFAOBERIZBHTo > TE, BV TEEZRAGT 2 2 &,
QMR L, BB AEEIZR D KO 20 DML CIRE 5 L, MBS E5 2 &,
QRUBREDIZREGT D2 &, RLEH/TEDICKRLG TERWEAIE, ERTHRFL, 2 FHUNIZERE
THZE, 2L, ZOREIEFREGANC 20 B L <IRE S L, BEEIEL 2 L,

BT, TXIL 2. Z0MOBEER | OEESR,

(ZTEVY 774 #HHHEKEH:TH 300 mg - 400 mg DRE M)

FRBR OFELH RAFZRA: RIFIERE PRAFHATH] e
MR | ARdoey 7S 10 mL

s R o - . e A7
TEEH « MR, ERiBR. pH, BGWE. NEMRY., NEMERK . B, 8%
%k : 3,000 1x - 50 u W/em?2
* sk BRI A PRI TR 1O RABR

(TEY D74 FHinEKBHEMA300mg > vY -400mg VY U PDREM]
AR ORI RAFZRA: RIFIERE PRAFHIFE] il R

15 43 | w7 L s B k72 L
fif F R R Hesot7 7/ | TaTAFx ~ §
R 7 _ N § L‘%T‘ RN =N
2FEH | EE S D T B ke L
WEEE MR, RS, pH, BEEWE. Ko, NEMEMEL T, RIE R, BEHE, 8%
%k : 3,000 1x - 50 u W/em?2
k ok o VU U UNOLER E KL T

8. thFlENEEEEL (MEIEFMEIL)
RZM LR

9. AHM%
A Lg

10. Rz - 3%

(1) FEEIDELER - E., NE LR - BEICEHT 51ER
NATILERVSY OR300 mg (3E). 400 mg (F{A)

(2) @
T BV 77 A M AKEBIEH 300 mg - 400 mg ¢ 1354 70 (RATR B RES K 2mL L O

PSF A TNAT X7 X — (EFEESBEEES : 11B1X10017000015) 1 {E % i)
T 7 7 A KIS ER 300mg U Y - 400mg vV Y 1V oY
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12.

(3) FIREE

Mv. 2. OEES GBS OEERVFHME OHEMR

(4) BHROME

(ZEY 774 FHMEKE#HERA 300 mg - 400 mg)

| IV. 8HIcB3 25 H |

T 77 A FEit KA 800 mg - 400 mg | /31 TV T A
EWNS SN
*vvr VN N R =0 -
T R NA T IV 7T A
A RES K 2 mL SN = A
Xy VNN B = 3 =
NATNT BT B — AN AU —HRRA b
s RY)xFL o 7HL—|
= RYyx=FL v

(ZEY 774 H5HMHEKEHTHE300mMg )Y -400mg 1)

)

Y400 mg VY vV

Y T 7 A B tEAKEEA 300 mg U | Y Y

HTA, Th, R L

Fxv7

= A

RIRIREE S 1B AHE
MR L

Z Dt
A Lg
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V. ARICEET HIER

1. MEEXIEHR
- WA S AE
< MR T RIETEIZ R 25K 8 Y — NOFEIE - FRHI

2. PEEXIIHRICEET HFE
BES N TV

3. BZERUHE=

(1) AERUVEEOMES
WE.RACIZT Y eI —u e LT 1A 400 mg % 4 3812 1 [RVEEH AN SU L =M /i 54
5o B, JER, AEMEICG U T 1 [EE 300 mg ICHET S Z L,

(2) RERUVAEDHRTERERE - R
TEU T 7 AT SRR A RHIERE AR KOT 7 AR EEHRAER MR 1

EERENR) ORRZEE A, MEROHEZRE L, (V. 5. (4) DEMERIERAR 0HES
LEY)

4. BERUVHAEICEET 5FE

7. BERUVAEICEET 535

70 RENX, PR G%R 2 IR SEYRE DN A3 5 2 Eonn | WlEEG%IF2 % Bz, LLF
OEGEEBEIIROT VT T — VRIFIOMH Zfkk T 57 E O RIeEE1TH Z &,

PRI TV BT T VBRI ORGEY | OB BOoRO TV ET T — )V BIFI o E 5 (2 #H)
6~15 mg/H 6 mg/H
18~24 mg/H 12 mg/H
30 mg/H 15 mg/H
1) HA RRIE R OB MR 2 361 5 BUE IR O BB O AGRFIER O&IZHE S Z &,

(FEwt)

AFNDH 7 b Uizt . AFI~OE) Y 2 R BN A5 7 iR rh W I 2 MRy T 97, REAER 2
Bl - HRETLBENH Y £, EERILFEH IR T, AAO®RERGE 14 HHIZT YV B 7Y —
BRI 2 OF&RE 25 2 & T, AROAIEDRHERF SN D Z L fERES L E LT,

7.2 AFK| & CYP2D6 PHEA| (F=V v, NuaxtvF %) FOYIICYP3A4MHEA] (4 F T a5 —/L,
77V Au~vA Uk BPHT ST, AROMETRERN ERET28FW0H5720, LU
TORY>BEIHESEREZETHZ L, [10.2, 14.2.3, 16.7.1-16.7.35 ]

| 1% 0 AF 0 i e
AF 400 mg HAIFR GITHYE T 5 &
CYP2D6 [H5EAIS L CYP3A4 [HEHIOWT Iz 0T 255 300 mg
CYP2D6 [HEHI K O CYP3A4 BAEAIOWT b T 555 200 mg
AF 300 mg A G IS 2 HE
CYP2D6 [HEHI X 1x CYP3A4 BAEAIO W nE T 5856 200 mg
CYP2D6 [HEHI K O CYP3A4 BAEAIO Wb T 555 160 mg
(fizah)

ARFN O R AN B 512 K 2 E N EE R R IR S W I RHEE MR B T Ic B W TS LT T L %
FAWTARAN 5RO FEYF AEAEH OFBIZ OV TIRE L TV E T,

CYP2D6 EM |2 35\ T, AFl 300 mg % CYP3A4 PHLEHI XL CYP2D6 PHEHIOWF & 0 L7z
& XA NIAHA] 200 mg % CYP3A4 BEEHI KON CYP2D6 BHESIOWT NG EFH Lz & &, EFIREE
BT D MR RE(LERREIXT VBT 7Yy — R OAIORBHEDO TIRTH S 6 mg/HEE LT &
XOEFIREBICBITS F T 7HEE (Caan: 42.980 ng/mL) M OVKRHEOHEEHETH 5 24 mg/H %
CYP2D6 EM BUZ B G- L7z & 2 DEFIREIZEIT D Cmax D 75% % A VA (505 ng/mL) O#PHN TH
0 AFH 400 mg & BAMTHEE L7z & & O MBETREMARRE & IZIZFEEOREHEE I GOLNTHET,
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F72. KKl 200 mg & CYP3A4 FHEHI XL CYP2D6 PHEA] & HFH L7z & I ONTARH] 160 mg %
CYP3A4 [LEHI & U CYP2D6 FLEAI & fFH L7z & & AHI 300 mg & B TR G- L7z & & o R
LIRS IZIERBROREHEB DT O THET,

5. BRPRALKE
(1) BRERT—%1 v 5=

AR x4 s FALO |51 ik
(SN HIEK) (2 5-451%%0) BE£0| &
oz e, DAVE, et (IR A B
B HERIE (26 B1) 5., 100mg, 200mg. 300mg., 400mg) © 2

i} I [V N Sz ﬁlé PN P ] K \u
%%@% ﬁﬁﬁ%?)ﬁﬁ (28 {ﬁlj) ﬁi#?iﬁu_‘n fﬂ—:‘l\i (’i'fg% PB%W&‘%"‘ (4 ﬁ @ 3
() fiC 108 - G 5[E), 300mg, 400mg)
N HyEEE, etk (KE —AHES (4 8
WA RIE (17 B1) IZ 108 : 3t 5 ) . 400mg © 4
. Zett, Bat. G, B (KE =
S v NGRS
K HE GO RTE (138 ) g%ﬁ%é@iﬁ%i?biiﬁéﬁﬁgg © 5
(Hask) 200 AT :
mg
EHT R B SR (BNt 5 IE
- - A UCTRAE (455 ) | ZoME) . 52 JEH (13 ¥ 5-) . 300mg. 400mg. © 1,6
e BRI
) I v age gy | 77 A MERACHm, 52 0 (13| o |
v A4 ) . 300me. 400meg. LA
5 AR ABR ez 7T KRR EERRABR. 52 WA (13 [
(HE5h) MERIIE 03B |y k) 300mg. 400mg. EEERAGAE S 7.8
B 3R . JFEMRER, 52 @M (13 [#5). 300mg.
(s demakay | P8 1HREE (46400 | (o0 o i b © 10

(2) BRPREEHRER
OH[EF G (EEmANEES) v
H AR NS A RFRIE B 26 6% 515102, A% 100 mg (8 1), 200mg (6 #1), 300 mg (5 %l), X
1% 400 mg (7#)) ZEBHANICHRERS L, S£HRICET 2 BFELR 2L R Lz, @l
TERNZ AR T 46.2% (12/26 f5]) 1ZHBLL7=, HE&EZ L TH% & 100 mg #C 8 #H 5 f#i, 200 mg
BT 6B 3451, 300 mg BET 5 B 341, 400 mg BET 7 HIH 1 BIICHBL Lz, 1FE A EDORIE
FITEE T PEETHY . AREKFN2RBIUIRD STz, BIEA® S H 200 mg BED 1
BICHRBL LA TRE I EE 2 RIER &l &z, HiEEgUIAHK] 200 mg £ 5- 86 A TOH
BThy, EELEITEE, BW/HTRIETH T,
FRNERL - BLEIF N N SRR

AENOAGREZ I TV D HIE - HEIE EE, RAIE7T Y ET Ty —1 e LT 11E 400 mg % 4 8 G B
ANXII=AFHNICRET 5, 7ok, ER, 2EMEICE T T 1 HEE 300 mg IZET 5,1 TY,

OEHE-
i) BEEE NN Y
A AR NS S HIE B 28 B 2560512, AAI 300 mg (12 1) X% 400 mg (16 1) & EEEAHA N
(24BN 1|, FF5 EIERE L, SHEICBT 22 RE Lz, BIEMIX 300 mg BT
75.0% (9/12 f5]) . 400 mg #£ T 62.5% (10/16 i) 1ZHBL L 7o, & HERET 2 FILL RIZHEL L 72E
YERIE, 800 mg BETT 1 o7 R OVEFHNIER 1% 2 5l T > 72, 400 mg #E Tl 2 FILL LI
HBELLLEWERZRO ooz, BIWEHO S HEE Sl SnzF83enoT-,
TR - SE AN SR
i) =AmNES
a) AARANY
AN A RRIERE 17 B2 %5102, AHF 400 mg & =AM 4 BRI 18], § 5 BIKERS
L., ZeMrmat Lz, BIER 82.4% (14/17 1)) (2R Lz, 2 BILL BB L= IVERIT,
TEFHALEIE 2N 6 1, VRS ERALAERS . RS ERALIENR e OMREIE NN % 2 Bl CTH -7, BIEH® 5
B 1HICREL L 7oA RIRE X EE B EH & S 7o, Yk PRI G546 H TOFRETH Y |
RIS, BRI 79 HICRIE CTH o7,
HNEE KB = AN SR
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b) SAEA Y
SE A S HIE RS 138 B 265212, AHI 400 mg % 4 BREIC 1 [\, &7 5 HIEHRE [ =M
AR GEE  PIENC =M, 2~5 BIH b =AM, B = A& GRE © PN -,
2~5 [ HIZ=AMmIcES] L, B2RER e 2 lE Lz, BIERIZ2A T 58.0% (80/138
B) (ZFBLL ., BERT = AR E5RE 53.7% (36/67 ) . = fafh = AR5 62.0% (44/71 #1)
T o T, BIRTHRIEIE O & T-EIERIL, SR 23.2% (32/138 1))  AREHEN 10.9%
(15/138 f51]) . BHJE 8.7% (12/138 %), 77 8.0% (11/138 f5) KM OVEHLAEE D2 & 5.1%
(71138 B) Th 7=, BIWEHD S H 1 FICHREL L LEMENIEEZREIER &K Sz, M4
HEGIIHRG 132 HCTORITH Y . EEEIIPEE, ey 133 HIZEIE Lz,

FEPEERL « WESM SR = 5 N e R
(3) RERGERHR
KR L
(4) HIERIHER
1) AR
DHEXBE TEY 77 AGRISHT LU ERAFRER

H i) AFNOT VT T = VEERNI KT D IAMEEGE L, el OB Z BT 5,
ATV A | SlasOkE, R, CEER, IR AT R
SIS B A ARAE R

AP ) == JHE

1) DSM-IV-TR (2353 & & RTHE & 2l S iz B

2) [AIEBEREOER 18 mLl Lo B L

— SRR kG

3) “HEMRBIBMGETD 4 WE., 7V ST — ABERIEAIT, AL AERALEEPICR
IR DL EIHERF O HUEA 7= LT B

TR ERR ALY CREEIR DR TEMERT « 4 BB CLL T O3 C &= 7]

- ARk

- PANSS &REAFA27 80 LI'F

+PANSS T HEBE® S L EEoaEE) UbgoaaER TORICX 2178 (8%
WIREEBNE] NT_T4 (PEE) LIF

« CGI-S 28 4 (H%&5E) LT

- CGI-SS @ Partl 7 2 (#JE) LLF, Part2 35 (#REE() T

TR EE | DSM-IV-TR IZES & HERKTHELS ORBIREBEFT 5 L2 s o B

ARREBRITHAG) 0 B2, EHER O R EMEFFERL O EHE RO 3 2 OFE G55

Rk sz,

1) BAGID B2 KR 128

MOFIEHIFRIEN STV ST — LEERIO MK (6~24mg/H) ~EI VW &z,

2) FEMIEIR D2 E MR ERRIA - 4~12 R
TIVET T —EER] (6~24mg/H) E&RYG.,
3) “EEMRY : 52 JEH
« ARHIHE
AHKl 400mg % 4 BRI 1 [\, 52 R (&5 13 B, BSHANICE S, 2tk - AR
PEIZ XD 300mg ~D 1 [EIDOEE L, T D% D 400mg ~0 1 FOFEE A,
SRER 1R FC, “EHEHRMORYO 2BMIXT VT — LRI 20, 2 B%BUKILZT T
AREAEZOH, 1 B 1EORAO%KE,
FORR LT U BT Y — LEERIO & REEIR O L E MR RSB IE T RO T U B
Z = VEERIDY 6 XX 12 mg/ B O%E 11X 6 mg/H., 18 XX 24 mg/ H DA 13 12 mg/
H.
- SEAIRE
TUETT Y —gER (6. 12, 18, 24mg/HDOWFna**) & 1 H 18, 52 B, #%
S féé BDRMEICEY 1 HoEE B5E»D 6 mg/ARE) &, To%0 1
BIOFH R (6 mg/HHE) 237,
FIFFC, AFNOT 72 REFHFG 4 8B 1B, 5288 (A&F 13 1), BEEGHANICE
5,
BT YT VEERIO R —EERBARTO T U BT Y — LEEAl & R U R
(e 2 s 455 Bl ENAER] 237 BilE T
(RAIHE 228 B, BEAIRE 227 $1)

A K
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1) FEFEAGEE

HT T =X —RICE D 26 W ORBHIER OIEE L/ FEER R

DR OBBAL/FS - LT OWTINICEY LE=GE

- CGI'I A% 5 (#EE L) LLET, PANSS FAEHH® 9 b MEokAEE) D/l
R TR X 2178 TREZREZSNE] onThon s (RPEE) Ll Eh>Z0IRE
HDOR a7 PNIEELEI TR 2 BLEEAL

« CGI'I A8 5 (EEE L) LLET, PANSS FAEE D9 b MEEokAREE) ikl
R ORI 2178 TRFERZREBSNE] onThmn s (RREE) Ukhoihbd
4 HORFA 27 NEELBITR S 4 DL EE(L

B ORI X W AR

+ CGI-SS @ Partl 28 4 (FJE) Xid 5 (H&EZERAA) . X Part2 28 6 (HEEE(L) X
7 (FEEAR)

C BERRINCERZ B, E, IR A 51 X E 2 58 1TARRO b 5GEa,

2) E2RFIEHEE

 FERREIR O EAL/ RS £ T O

« PANSS &R EAFHA a7 O v E

< AEHER O AL/ PR O FEHE 2 72 L IR E OIS

< FEMUEIR DL EIMERF O YA 7= LB E o EIS

- PR LT WBRE OFIS (AR PANSS THIEHB D 5 b =48] EOKAEE] T4
WL BATEY NS O Fb) TZEEEE FIC L 24EEm81& 26 0 ) T&550 H Mk
EVRG E oXRM) TR - FiERREEL B8 TREREZNE] OF~TH 3 (1RE)
PUF OAREEN 6 & H Bt ]

« CGI-S D ¥ k&, CGI-I DA =T

T RCOEHIC LD HIEFE TORERH

migF 7Y 75—

FEFER, BRRE (WP v 77 Fo8T) N 2010 (I, I’k . 1§

B

FE it [E] HA, ~L—v7, 740y, B

[FER]

< EEFHLIE H >
HTT =AY IR L D 26 % ORFER OIEEA/FEF IR CEWE £ SE) 1. AKIEE
T 95.0 £ 1.5%., SEFIRET 94.7+1.6% Th 0 . RFIFEDFEAIREZ 3T 5 22 (95% 5 FHIX M) 1% 0.8%
(=3.9. 4.5) TH-o=, BWEEXEDO FRITFFNICER LTS E~—V 2 -15% U ETH D
ZEMND . AFIBEDOSERIFEI IR T D IELMENRAE S LT,

(HhT5Y - RAV—EICL D 26 BEROFEMERDIEELL/FEHEE (ZETHE))

AR H

LA RBE
FEAT A F

LR R H

26 1%
BHRE o EBYL IERRE (%) «  EHEREEe GEAIRENT AR 95%(EHEHIXIM
AFHIFE 228 95.0 1.5 0.3 -3.9, 4.5
BEAIRE 227 94.7 1.6

a: 7T - ~A¥—iEICr D 26 % (183 A) OFFMEIRDOIEEAL /FEFIHFE

<FIREREAGE H >

« FEHE IR O B/ F T ORER

FEREE IR O BEAL /38 £ TORBIZOW T, BEBEEZER L35 Cox HINF— RETANLE
H U 7= BERIBE S RT3 D AFIBED A~ — R (95%(5HEIX[H]) 1% 0.939 (0.459, 1.921) TH 7=,
NP = RN 1HIETHY ., B%REEXMN 1 2EA T2 b, KHEROE(/HER £
TOREIZHTT 5 U A 7 IIARKIRE R OBEFIBE CRIEETH D ARFIBEZEERIRE & e TRAEIR O
BEAL/FR £ TCORFIZEWT RV EE X b,
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1.04 — REIE ----- el

——dmde k=

[ NI |

0.9

B FHRE

08*|||\\|||\\|||\
0 4 8 12 16 20 24 28 32 36 40 44 48 52

at risk #¢ B G

AEIBE 228 221 211 205 200 194 186 184 182 180 176 173 171 141
fERIBE 227 217 203 191 179 176 174 166 163 157 156 155 152 116

(FBHERDOELBRERETCOBBOA TSIV - 74 v—HiR (ZESTHH))

+ PANSS £ REGFH A a7 OFHEh&*
PANSS Z2REDGFIAaTIZHONWT, “HERMORN—2 T 1 AMEITAAIFET 54.420.8 (OF
YEESE, LLTFREER) | $EAIRE T 53.320.8 LRIEETH -T2, X—RA T4 05 52 kD
BB b AKIBET-2.310.8, $EHIBET-2.710.8 THH ., FABRETH-7- (95%EHEXM =
-1.8, 2.5) .

kW EMEERE L, X—R T4 L OEEIERL U000
< FEHE IR O BEAL/ PR D FEME A T U 7o RE O FIS
TS M O fe HE SR R IR L RS AR E IR 0 BEAL /B R D JEME A Vi 7o L 7o R O BIA TR HIEE T
6.6% (15/228 f3il) | SEAIRET 6.6% (15/227 f5) TH VY, AFIFE L ERFEOFGIZF U TH -
7= (95%[EHEIX[E] =-4.6, 4.5) ,
« RS IR D2 TEHERF D FEME R T2 LT 9RE OB
T BRI O B ORBERF IR O 2 EMERF O FEE A - LIRS OB S X, AFIRET
92.5% (211/228 f5)) TH V., 9 FLL L OHERE T ZHE MW O Fk BRI FEAER D % E/
HEFRF DR D D LTz, F7o. BERIBET S RARPBERE DO RE IR O 22 B MHEFF O FEHMEZ- i 7= L 7o kR
FHOEIEIX 92.5% (210/227 ) ThH Y, KA L SEAFEOFIGIZF L Th o7 (95%[FFIX
il =-4.8. 4.9) .
< ER Lo RE 0BG
THEERYT 6 A MLl LRk LR 2BV T, AR LR OBIA I ARIRET 69.4%
(129/186 ) THY . KT EOWBEN _HEMmMEE L CHMIZCETE -T2, £7o, seAllt
THEMUTHBREOEIAIX 71.1% (123/173 #) ThH Y, AFIEE L SEAIBE CRIZE CTH - 72
(95%(EHEX M =-11.2, 7.7) .
- CGI-S O ¥ b &E*, CGI-I DR a7 **
CGI-S 1. —EEMBOR—RT A AMENARAIFET 2.8420.1 CEHMEESE, LLFREER) . FEkl
BET 27101 LRRETH-T-, CGI-S DR—ZF A D 52 ik DO E G AFIFET
0.0£0.1, FEAIBET-0.1£0.1 TH Y., FRETH-7= (95%EFHEXM =-0.1, 0.2) ,
CGI-1 @ 52 JH 1% D) A 2 T ITARFIEE L OSERIEE I IZ 8.56+10.1 Th - 72 (95% (5 #HIX [H=-0.2,
0.2),

ko BEHREERKE L, XR—RA T4 L OEEIER L U0 oNr

kk o BREREZER L LBt

T RTCOEHIZL AP IEE CTORE
TRTOHEBHIZEL LT IEETORHIZOVWT IFROLEEBY THY, AFFHEOFIEFRIL 25.9%
(59/228 ) . BEAIRED FIESRIL 833.5% (76/227 fil) TH -7z,
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(TRTHERICEHPIEFTORRE]

PIE k) kR kg% E TORFH 95%
i Bk Bk (%) ke (H) NPF— R (B X[
AFEE 228 59 25.9 B A] 0.735 0.522, 1.033
BEAIRE 227 76 33.5 382.0

<BANE>
CEEBRHICREL L AIENEAKIRETIE 57.0% (130/228 i) . SEAIRETIET 49.3% (112/227
) To o7, BHWEH ORBLEIG K ORIVEA OFEEEIT, AFIBE L SERIBECRE S ER Do Tz,
AFIRE 228 B e OSEAIRE 227 BT, WTNOOREEEOFHBEIG DS 5% L, EORIEMIZ, TR
A& [27.2% (62 1) KON 17.2% (39 i) ], FEGHEHAALEE [14.5% (33 #) KUr9.7% (22
B) 1. FESHALAERS [11.0% (25 f) K1 4.8% (11 B ], 7227 [6.6% (15 41) KT 5.7%
(134 ], REHEM [6.6% (1541 KT 5.3% (12 41) ], EHEAIERE [6.6% (15 #1) KW
4.4% (106 ] Th-oTe,
HERBIWEMIIARITET 3.56% (8/228 #i]) . FEAIRET 3.5% (8/227 ) (ZHBLL 7=, AAIFETH
B L7 EHEREIERIZ, A KRIED 6 i, MILREEZ AT D O DD 1], LIERIEN 1 4T
bolz, LIEIRFED lfﬂ%ﬁ%%b‘ﬁ‘h%lﬁl@ﬁﬁﬁﬁ ST, DZEIRIED 1B, BeliE DREIEA
0% 34 AME (7 4 U B N) T, AFH 400 mg @ 6 [81H 5549 3 W2 1202 L FEEL L |
BRIFIIE T CTh oo, AAlE OREMET TRIEMEILH D200 Lty S s,
FEPYRBE : TEAHAIORE A I 2 K G & LT BRI
Ishigooka, J. et al. : Schizophrenia Research. 2015; 161(1-3): 421-428.

OHERMAE TI7 RSB _EHRHR  SECH T HHBR Y

H M AR DA N & ZEVEZ BT D,
BT YA Shtiax b, BAER L, 777 B AR, CEER, AT RGEAER
& B R FIE B

AP ) ==V T

1) FEDFFEFOFMR A 18~60 ik D 4

2) DSM-IV-TR O IEYETHARIPE L BB SN TEY, 27V —=" 7R 34EMMU E
OFRER S 5 BE (WlElT Y — REE TR

3) PURSAHIREEO RIEFWHIZ L VIEROFR UTEBELERR L2 L 0bh D EE

ANF 2 78 PR b e

4) TV ST EERIT, 4k, DL OB 2T LTV AR

— EHERIBAAGE

ERERILE 5) AFIZHERTHRE S, 12 8B, DTFOEE 2T Tl LTV EE

* LY

- ARk

+ PANSS £ R EAF AT 80 LLF

- PANSS T E D 5 & EEOHEREE] UEOMEERK] 4RI X 5178 TR
WREEBNE] BT T4e (BPHEE) LT

< CGI-S 28 4 (W&E) LI

- CGI-SS @ Part 1 23 2 (&) LLF, Part 2235 (BEREA(L) BLF

ERA AP S DSM-IV-TR T & RPELS ORI 2 A4 D L2l S

ARRBITHAIG) 0 B2 B, AL T, ARLES, —EERO 4 >0k 50 Ak

RENT,

1) HAWI 0 &2 4~6EM
M OHRAF IR B 7 U B 7T Y — LEERIEA~T 0 B %,

2) SERIZLEH) : 4~12
TVETT Y —EER (10~30 mg/H) &#%& 5,

3) AKIZEH : 12~36 HF"ﬁ

AR AF 400 mg % 4 BRI BN RN, DA bR WEEA . 300 mg
~OE 1A &, ﬁﬁiﬁ@n ‘/ k=LA DA 400 mg ~OEE: 1 [ TR,
BHIO 2@EIET V€75 Y —sER (10~20 mg/H) & HFA,

4) Z“EEHRY : 52 JEH
AF| (400 mg X% 300 mg) XIE 7T B REFAZ 4 BRI 1 EEERIZ AN S,
BRAGH EE. ARFILEMOARK O H &, BltGH D 400 mg OHERFE 1L, 300 mg
~OJHE 1 [\ L 400 mg ~OHE 1 [FI%FFE, AFOBRLEH 2 300 mg O 1X
400 mg ~D#E 1[5 & 300 mg ~DFE 1 [0 &2 A,
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HEVEZ 0B 403 5] ORFIEE 269 6, 75 & AREE 134 )

A PERHA

1) FEFEAGEH

HEAE A ET T 2 S IEHER O B3 £ TOREH
DR OBAL/R - LT OWTINICEEY L2

- CGI-I 28 5 (EEFEHEAL) LLET, H@&STQ@H@QBF%A®m i
WER) TRk a178) TBREREEBNR] OWTNrN 4 (PEE)
NOEDEE DA 3T NEEZFIF TS 2 L EEL

< CGI- I8 5 (WEEAL) LI LT, PANSS TAEA D55 MEADKARESE] 5L/
WER) TRk a8 TBRELREENR] OWThrs 4 (PEE) Lo kE<
MOZND 4THB DOAE X a7 NEMELEITT D 4 LI EFEAL

B ORI X v AR

+ CGI-SS @ Partl 23 4 (&) XI5 (BERALT).
X7 (EEEAL)

7NN AN ER N

2) E7RFIKFEGE H

< FERREIR O AL/ O FEHE R 72 LI BRE O BIS

« PANSS £ REAFH A a7 O E

+ CGI-S D2 v &

T RCOEHIC LD H1EE TORERN

=4
e

IRE: =W,
I kE<

X% Part2 2 6 (el

s, SUIBRHR & 5| S 2 T RTH B0 b B 6,

2L H

AEFZR, BRRE (LT 7077 Frat) |
RS

NA G A (IE, IREE) |

GRS
< R H >

FEHREAR OB/ A8 £ TOR ML, 77 B AREE & i L TAAIRETAHEIS
p <0.0001),

TRAE

#ER S 7= (log-rank

o
(e
1

EEFEBEHRE
o
i

o
N
.

o0l

PAPA ¢

| [
| S P S N

at risk &
AHI R
TS5tRE 134

269 244 201
118 85

8 12 16 20 24 28 32
A GB)

104 76
37 27

186
68

163 130
53 45

63
22

44
12

23
14

(FBHERDOEL/BRETCOBBOATI Y - 74 v—Hiig (ZESTHH))
< BIRAY A IE H >

< FEAREAR O AL/ A O FEHE 2 7o L 7o o FIS

FEFREIR OB/ P8 D FAE 2l 72 L T i D&

VIAAIRET 10.0% (27/269 #1) 77 & REE

T 39.6% (53/134 f) TH Y, ﬁﬁ”ﬁf :i7 Z B ARBECHE AT > 72 (p <0.0001) .

-PM@S@RWA
BEREON—2F 4 005 52 1% (LOCF) @ PANSS ®REA/E 2 a7 O EIX
7ﬁ$ﬁ(ﬂL®

R a7 OB bR
>

WZEEARARAEIRE (+1.4) T/hEho7 (p<0.0001) .
 BEHAEREL, N—RT7A VDR
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« CGI-S O A b &*
THEBRPORN—RT 4 5 52 % (LOCF) @ CGI-S Z{bk&EiL. 77 AREE (+0.7) Ikt
~ARAFIRE (+0.1) T/hEo7- (p<0.0001)
% BEHEBRAEERE L, X—RA T4 UOEEIEE L LSBT
CTRTCOEHIZL AP IEE CTORE
TRTOHB JERIKIEH I L 2R I 2BR<) IZX DHIEE TORIZ, AARIZBWNTY
T RBIC AR THEIIER U, IR IIAFIRE 24.9%, 77 R EE54.5% T - 7= (p < 0.0001),

<EAEVE>
AFNZLER TIE 40.3% (232/576 1) IZEWERNRELLT-, BEEIGD 5% EORWERIX, 7
BT T 5.9% (34/576 f51]) . (KEHIIN 5.9% (34/576 i) K OVESEALILSE 5.7% (33/576 1)
Tholz, “EHERMITIX., AFIEET 42.4% (114/269 ). 77 & AREET 38.8% (52/134 Hi))
WCRITER DS HEL Uiz, AFIBET, BEEIGN 5% Lo 7 T 2 AREE & i U CRIEIG D 2 %
PLEORBIEITIRE CRAIRE 5.9%. 77 BAREE 1.5%) ThoT-,

AR EM TR LI EERBIER X, MAKRE (26)) ., 28, AR, Hh 27 LT FrHRAR
X —EHN, EAEAE, BRI E R A RREIEREE (% 16 Thoto, —EERMO
AFIFETHBL L2 EEZAEMIL. HBaRtEiEE (2 #) . BRWA. sk CERSE (% 1
#l) Tholo, ARZEMRO_E SR OARFIFECHE L EEREWERIZ, I EIERN

s S iz,
Kane, J. M. et al. : J Clin Psychiatry. 2012; 73(5): 617-624.

PR - A OREE RAIE 2 k5 & U TS B R SR

QMBI BEE TS ARMB_EERAR  EELRRY

o " KﬂﬁﬁKiD\Sﬁﬁuiﬁﬁﬁﬁ%ﬁﬁbkﬂ@I@E%%ﬁ%ﬂ%ﬂ\%%IEV
— FOFBEE TCORMEZ 7 7R i L <, AFOFIEEFMT 2,

R TY A | ZHERILE, BERL. ZEER. 77 AR

PR R 1 U T AR
A7) —= T

1) RIS S OFEEDY 18~65 B D B R Ok

2) DSM-IV-TR (2 -3 & Bl [ Bl & Bl S /- B

3) A7 V==V HHICERETE Y — F (DSM-IV-TR (£:5<) 2/ LTEY, YMRS &
FRaTR20ULETHDEE

B =

. . 4) 8 EMLL e, ZELEDT N T A Lotk

G S I PN

1 kBETHDLZ &

2 YMRS G822 7<12

3MADRS A&t A2=27 <12

4 hET MR 2 U TONTHOERIZHZY L)
MADRS ODIEHZEZ 10 DA2Aa 7N 4L E XX
C-SSRS DEM 4 1T 5 ~DE 20 T ThDH

FeBRoh e | B [ RS LIAMC T 2 (DSM-IV-TR IZH-5<) # 3TV A EHE
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AWEBRIT, A7 V—=v T HlickiE, 7V 7T — LEERIBEANER~DOY 0 2 1),
gEFlcoZEEH, IM FTREFFIC L 2LEHME P EERMO 4 SO 5 S
Iz,

1) BEXIG) D B2 ] (Phase A) : I 6 H[H

WG T RIFE i+ D OTRERIEN S T U B F TV — LRI O HANGHE (15 mg/H) ~
bl &z,

2) 5ERIZEM (Phase B) : & F 8 ifH

T VT T —VEER] 15~30 mg/ H & % 5,

3)IM FARAFZEM (Phase C) : &5 28 [

AFK| 400 mg & 4 W 1 [\, BERICHANE L L, ZEEPRD LR WEE, 300
mg ~DOJKE 1 [A] & 400 mg ~OEE 1 BINHFRE SN, KO 2 @I, mFREE

. ; MERFT D720, 7Y BT T — VBRI O G bk L7z, * GFA L7 S o 9130 i

W75 BEAIZ2 I (Phase B) DI B2 15 mg/ H . U 20 mg/ H OH41% 10 mg/H . 20 mg/
Hid 30 mg/H LA T O%A13 15 mg/ B, 1RBREEERS O THK 20 mg/H . /) 10
mg/H £ CTHEOHHZ e L Lz,

4) —EHEMH (Phase D) : 52 ]

AFKI#E (400 mg Xix 300 mg), 7T BAREEOWTNANC 1 : 1 OFEIE CTHEELIZEIMF T
72o AH| (400 mg XX 300 mg) X7 7 B REFHFZ 4 BRI 1 EEESIHANE S
L7z, —EHEMY (Phase D) OBifEHEIL, IM FRAIZEY (Phase C) Dk
&Lz, AFIOBIERAED 400 mg CUTT 7 B REHAD) OWHRE L. 300 mg (U
7T RERAD) ~ORE 1 EE 400 mg CUTT T BRTERHA) ~Of#E 1 BRFFES
Nz, AFIOBGAEN 300 mg CULT T EREHFA) OWEREIL. 400 mg CUTT
TR REHFA]) ~OBE 11 300 mg (ULT T BRIEFHAD ~ORE 1 NFERESN
77

BRI EVELALB] 266 6] ORAIRE 133 B, 77 & REf 133 i)

Bk

FEFHmIEA -

“HEHEHRM (Phase D) TOEIELLN LML NORSTE Y — RIZ X 5 HI3 £ TORH
[fTs0RSy=E Y — ROFE5]

“HEEHKRY (PhaseD) 12T, LFOWTANCAEELEZEES, KO E Y — RO EEL

7= HIeT,

AT HPDORHTE Y — NIk B AFE

- YMRS &§tA2=27 >15

- MADRS #2227 >15

-CGI-BP-S 27> 4 (JaaA=a7r)

o - JFERBEL OWAE 1 BiREE) OEERAERR

FAMERFIEE | . g R 145 B SR B D A B 5T L % b

 JFRBEADOTDICRAEERK, PO SAWRE, JUREOBNE LE L T 5854,
KOV UL R KA EE DFERIEIR D 1= DI_R Y T P OF AR B2 TH
BETAHAVENRD D

- LR OB 2 MEEEOEROWVTNNICEY TS
MADRS % 10 HHO A a7 R 4 Ll 1
C-SSRS D 4 BLOE 5 OER~DE 20 TIxvw] ThD

FEARIRGEME -

B PORSTE Y — K (R, BE. 5O OFRLEICAELHRE 0EE

BIVGEMEE -

< BEVEZAALD S IEBR T IE& THEE T CGI-BP-S (Bis) % = 7S Ze ki
CIEREDN S, RO E Y — ROABRIZ L - TER SN D FHE TORH

T dKERE | AR

FHIEE B CYP2D6 =T RS e 74V 7 H)

AEHER AR A7 FHMRE (C-SSRS) . MEHEBAAERE (VAS) | EHEALIE, /3

e AT A LNV A (RIR, fE, IRiEEk. AFE. BMIL, JAB) . BEKRE (LEFRAOHRE, 4

- {LZEHIRREE, JRRES) | 12 FELEX, sERsEER [SAS (AALI4Y) . DIEPSS (H
ADH) . AIMS, BAS]

S it [E HFE BAR, BE, R—F K, L—<=7, BE. KEH
[ R]
< EEFHLIE H >
“HEMRM (Phase D) TOMOLDRSITE Y — RICKDHEETORMIT, I AREEE L
L CAKIRECHEICED 72 (Logrank fiE. p < 0.0001), AHFIHLIL, MELOR T
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Y=RIZLLBREDOY A7 27 7RG LT 5 L 1FICKED 12RBEICARICEFSER
(Y= R 0.451, 95%[EHEHXIH : 0.299~0.678), 7eis. MalFHIAEMIE, T X CTOKES
b b,

— FHBE - TothEE
0.6 el
e 1'*""-r--a--___
@ e,
te il
Al -
™ 0.4 '
]
]
+
0.2 -
0.0 -
T T T I T I T T T I T I T T
0 28 56 84 112 140 168 196 224 252 280 308 336 364
A (R)
at risk 3
$§|E¥ 132 125 111 11 93 ab 84 a0 16 12 70 69 67 62

FStFE 133 121 104 91 &4 75 67 58 55 53 50 48 43 37
(RAIEYV—FOBRERETOEKBOATSY - x4 Vv—iifR (ZEFHH)]
< E 72 RIR A B >
IS0 R ST Y — K (. BE. 90 OFBEECEELI-ERE ORE
A HOR G Y — RE 5 LIRS OBIG 1L, AFIRE 26.5%, 77 EREE51.1%TH Y |
ABFEL T 7 B RBIC AR THEICE» 72 (p < 0.0001), F7-, FRILAEOME 2~ D FLUEC
BELTHERE OFFIZONTEH, WIS ARFIRET Y 7 BRI TR o 72,
<FIXRAREAGE H >
< BEVEZAL D IR IEAL THREE T CGI-BP-S (Byp) R o 728 b &
52 % (MMRM) @& CGI-BP-S (MJE) Aa7 D_—2AT7 A b OEbE (k/h _F %)
i) X, 7T RBELEARABRETENLLTN 027 L1016 THY ., HEARENRD bz
(p=0.0011) ,
CEEAEND . "I Y — ROABRIZ L - TER SN D HI E TORERH
FRRIABC L2 PR, AFIREDN 2.83% (3/132 #) . 7T v REEN 13.5% (18/133 Hi)
ThHO, APEIZ L > TER SN D HRE TORRILT 7 AR L g L TAAIBE CHEICED
7= (p=0.0002),
<HAEVE>
“HEHEMM (Phase D) 1Z%BL L72BWEMH L., AAIFETIEX 62.1% (82/132 f5) . 77 EAREETIL
50.4% (87/133 i) |ZHEBLL T,
AFIRE 132 6], 77 AR 133 BN T, WTFRNOEFEERETOREEIA A 5%LL_EOFI{EH
WRRESN [22.7% (30 f5) &0 15.8% (21 61) ], 727 [20.5% (27 f5l) K*12.8% (17
)] THot,
“EEHRY (Phase D) CTHRILL-EEZRFEMIZ. BYS (77 BREE 4 6], PBMERESE (K
REELB, 77-ARFELH), 7T T (REFELED) THY, WInbEE L,

FEPERE © TESSA O T R B 2R & U7 [ERIE R — HE R

2) REMRER
O 53=F 3 Erd
T BV T 7 A BECKT ISR T, 52 MO GMIRAZRE L TH Y., AIMEORKRIEIC
Mz 52 WHORMEGROZEME LT LTS (IV.5.(4) 1)) O ZH),



@B I BIpE=E

| V. BcT 2EA |

REBRE5HER - EEARER "

H H

Rf 1 RUREEBE X RIC, ARZ 4B/ T L1 62 B S Lz L RN RUEE
P& Rl 5,

RERT YA v

Ziaxdtlml, FEERAR

SIS

B 1 R pRE B

EpP L UE

CHEMRRBRGE T RICEERINT SR

1) “HEERRREZET L, RBKRTRERICTRY=E Y — NEREEIZAK Lo
TR

B

1) FIEBER S OERDS 18~65 kD Bk Otk

2) DSM-IV-TR (233 & Rk [ BUFEE & 0 S iz B

3) IRBREALEMSE OHIWT T, FUEHFIRIC X 5 0 1 RIS E DR LI E L, Hhit
HERAOEEIER THD EEZONDBE

T BRoN L

AR 1 BIpEELISMC T2k (DSM-IV-TR ICH5<) #&hTWbEE

R TT 1k

1) SEAIEI D B2 (Phase A)  (FrlifloA) : fE 6 #HH

KR 1 BIREE (23 A OIRIEIEN L T U BT ) — LEERI O AR (15 mg/ A LA )
~EI Bz D,

2) $ERIZEN (Phase B) CHHUBIOA) ik 12 JH[H

T U STV — VBRI % BRI 12~30 mg/A  (BAEMICIE T T 6 mg/HIZHER), H
ALIFMTE 15~30 mg/H (RAMEIZE T T 10 mg/ BIZER) 285 Uiz,

3) IM T ARFIHERFAE Y] (Phase C) : & 52 JHH

AFH 400 mg & 4 WEFENT 1 [EEEBICARNE G Lo, MBS UTWE T HARRIO HE
% 300 mg I3 400 mg (2RI T X 7=,

OO 2 WRNET U ©7 T —VEERlOEE bl L, SEAIOMIAE « 81 EN
(Phase B) OFMEHABENBAT 12 mg/H DOHAEIT 6 mg/H, 12 mg/H#E 30 mg/HLLF
DOEEIT 12 mg/H, BARLDST 15 mg/H, X1 20 mg/H DA 1L 10 mg/H. 20 mg/
Hi# 30 mg/ H LA T O%A 1315 mg/ H o IRBR BT Al % OH| i T KA % H 41318 mg/
B, BAUSMI 20 mmg/H, B/NAHEZBARIZ6 mg/H, BARLSME 10 mg/H & L,
B, “HEMRRRDOMEHIL. KOO 2 BEITEREEEMOFKEICKSEZT Y
77— BRI G R 1T o T,

IM 7 FAIHERHAES (Phase C) 464 fil GBIl 379 il Hkfifsl 85 f1)

A PERHAT

F A MR B

IM FRFIHRF AN (Phase C) DN—Z T A » TRERMERTE- L, REORBERIC S
LEE MR L TR E O EIS

TELIT. LTOEEDT X TICHEL LEEEE L EE LT,

HkBEETHL L

- YMRS A§t2a7 <12

- MADRS A&l A=27 <12

- UHAT A ATEAE 720 - MADRS OIEE 10 DA =27 A 4 LI E X C-SSRS DE R 4
SOF 5Tk 2EEDN NIV OBFAIC THBET 2 MERENHDH) EERIND

EARMBIE
FE {2

IM 7 HRFIMERHEES (Phase C) TGO EE LA FFLNAE UGG Iy EE
(PK) MBI 2RI L 72,

2 aVERH I H

AEFR, A A7FHERE (C-SSRS) | {EHMAIAR (VAS) | HEHEMLIG,
AZNYA L (R, e, IR, AE, BMIL JABE) | ERHE (igEmmd, &
LB, JRIRE) | 12 FEOER, HEARSMEER [SAS (RALISS) | DIEPSS (H
AoF) . AIMS, BAS]

ESEs|

AA, KE, R=F N, wb—=3T V=~ =T | BTH TITVA AT — i
E, B

GEED)

< EELF M

a2 H >

IM 7 RAIMERFIEEY (Phase C) D R—R2 T A VHFIZEZTIREETH D | JHEK THRIC L ZER
REAHERF L TR E DOEI S 1% 88.9% (409/460 f5]) T -7,

(RS TREEEZHIL, REEERICTREZHFL O EHBREDEIS]

BB (379 Bi) kit (85 1) i1 (464 #1)

REH) S Bl (%) S B (%) X B (%)
S GV 379 379 (100.0) 84 84 (100.0) 463 463 (100.0)
SR BT 376 327 (87.0) 84 82 (97.6) 460 409 (88.9)
KGR = Y RIS ETN S T B A 2

Bl = ZEIRRE & MERF L TN BB 2K



| V. BcT 2EA |

<>

IM 7 AR FIHERHRHR Y] (Phase C) DOEWEH O BLEIA X 56.7% (263/464 f5l) Toh o7,
FEEIEN 5% L EORIERIL. TH VT 14.7% (68/464 ) . REHIM 11.9% (55/464 1) .
RTINS 6.9% (32/464 f51]) . HRIE 6.7% (31/464 B1)) . Rk 5.4% (25/464 ), % 5.2%
(24/464 f5l) ThH o7z,

IM 7 HRAIHERFARE Y] (Phase C) THRILL-EEZAIEMIX, PR [ BIESE (2 4) ., FERE.
BRFs . KD ¥, WBMEREE, BERMED AR 27 IR, FERIREE, B (% 160) ThoT,

FENEE A O DR 1 BUREE RS 2 55 & U B ILE R 5305
(5) BE - R
MY ER e L
(6) AEMMERA
1) ERABERE (—RERARERE. BEFEAMERAE. FARBELRAT). RERFTRT —4N
—XAE. HERFGREBRAROASE)
(ERRERED
AL v/

(BrEFERAMERE)
a) TE U7y A RN FrE i (e JiiiE) (T)

(v U 7 7 A Feft KB FrEf AEGERE (A KHE) )

WEORN | vV 77 A Bt 248 5 DA LR RS & x5, 52 Bl OBl %

F7uN, BRGSO ERE FIC B B e AE, A A TR LT,

IBREBISL | 2o MERAT R S RE RIS ¢ 1234 B, A ShMERRAT o S AL © 1220 £

[F55)

<Ak >

LR VEREAT R SEG] 1234 Bl 164 BIZREIWEH 23 #d S 47z [RIEHZRELEIS 18.29% (164
$1/1234 151) 1, FA2EIWER (5 BILL L) 12, 7 7 227 36 4] (2.92%) EHREESR 15 41 (1.22%) .
IRHE 14 1] (1.13%) ., RARJE, EIR LK OB RN 8 # (0.65%) . #aRIHIE, L
TSR 34 761 (0.57%) . SEEAOHE 6 B (0.49%)., Y AX32T7T 561 (0.41%)
THY ., KBEFORINER « RYERBURDL & ol U CHRICRIE & 22 DHEAEITERD S o
776

<Hht>

B IIERRIT R GHER] 1220 IOV, SR R AYAEE L7z CGIT A 27 & H TR
FER DAL R R OBEALR 2B L7okE R, & 58806 52 H BIZHIT 5 IEEAEIL 97.8%
(709/725 #31]) . EALRIL 2.1% (15/725 %) T -7z,

b) =& U7 7 A FrectKERI M R pig O T REEICB T 255 Y — KD
PRI - PRI (T

(= U 7 7 A FrletE KB ER Rt g ObUi TR E) )

HWED HM KAy Y — RO - BRI &2 B L9 2 008 [ EEEE 2 Ricoe ) 77

A R KGR 2 5 L, 52 MR OBIZ ATV, BUENTE% O HEETICk

F RN ERRT D, Y ROZAIECE L, BRI  OTEME

BREC OV THRETT 5, JRE CTHMEICET 2B L IET 5,

S GE B L ANERAT ST GE ISR : 521 il AT PEMRAT S SUEBISK : 478 i

CES)

<ZEAE>

L RVERRNT R GRER 521 B 76 BN BIVE 23558 5, BIVER R HEIA 13 14.6% (76 $1/521
B) THY., AKBRRFECTCORWERARHAEIS 62.1% (82/132 #l) &k L CTEMN-7z, F72
BIVEF (1.0%LLE) X, 7H V7 3.5% (18/521 ). 99K, BK. K OVESFAILR
% 1.2% (6/521 f31]) . HEAAIKIEE 1.0% (5/521 f5]) Td -7z, HEERSRIERIZEZ YT 5 R
TERRBBREAIX 14 BU TR bE L, ZORBUMEMZRD v, BRI GICEWIEELE
A EEIME R 2 R T RIERIX 20 o 72, £ 72, BEGERICEY T 2 BWERARBEI 513 0.2%
(1/521 f5l) Toh o7z, ZO 1VREFNL, EHEEREORWE L THE S, &5 1%
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Bz,
<H@hHE>

FNMEREAT R BIER] 478 BlD H b, KT B Y — RAERE « 3 L7ER 91 BBV ¢,
R T Y — RO RFEIEFIERIIAFELGHGH S 196 HETT 81.0%, 364 HETT
76.3%ThH V., MWEIAE TR Y — ROFRE - RIS HER ST,
2) RRBEFHLELTERFEORNERIEER L-HE - HEBOHE
LR L
(7) =0t
MR L
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VI. EMEREICRI SEHE

1. ZEZHICEEH S ILEVRITILEYE
ABAY Rl URRY Ry BH T T IR, YT, Jra T as CUSiR, 4T P
V. VEFTEL T AR, NnAvn UitE, Te)rt) s, suEus
EE  BEEO H DB OMRESUTNRFIL, BIOBMLEEZSZRT 5 Z L.

2. EIEEA

(1) YEREGLL - 1EREEF
TUET T —UF RN v Do WIKER Sy 7 =2 MEF, R332 2 De IRy 7 S =2 MEH,
tr b= 5-HTu SHFEHRG 7 =2 MEA LU R b= 5-HTea B EKT % I =X MEM%
IR OEANTH 5, BT IIRATH LN, b OEBEMANRIKRICIS T 52 H HHEICHS L
TWHHDEEZHND,

REBZHFENE HEEE
w @ il

7 FYIIA=RAB 7
z <WJ:/\|:|/\“U|<—)IA> g' FRHEETEL  WEGEELEL
/]

YZAY Ry /

BRNEZEEOEE  WEEE
K=ypp7a=z2t RS
FuersJy-) WP+ o | |

VD RBERIZHTEITFTIVETSZIV—ILDOER,T7TI_AF U= )L7IT=X +) EA)

A

m

(A) RINZVDZBE/ R TP VFI=R

RINZ AR R nE BRI RN AR mEE TR

{ J=}
e}

gc JJ-JJJJIII)
£.°

WETEER

WETEET

FETEEHT

FHETEEN

(BY RIXZVDaZ& 4807 I=A

RIXZ ARE) R nZ BRI RN AR MR CEE T

JJIJJJJIII)

WS mEEF
(BRI 2L EE)

HEEEET
(ETFUREYIFILED)

| >

FRITHHELEL
CREILUI O FIER)

=N }

MHLTHHTS
(BB Y IFVEE)
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(2) ENERMTDHHABRBIR

o)

&)

ZARWEFE (in vitro) 1710

T VT T =L, in vitro SREFEESHEEBR T, A b R8I Dse, B b KX 2 Ds,
thte h=r5HTia kOt bt b= 5-HToa ZHERICH L CTEWEFIPEEZ R L, & b kX
SV Ds, BEhEE F=25HTow., b bt b= 5HT7, v FKINEET KLU o KO
bt he A% I Hi ZBFRICTREOBIMEZ R Lz, VUBREKELADY v M, 7 v Mg,
AH Vv Mg KOVENVE v MEIRGA AT Y > Ms 2 BARIZRE 2 BUFPE IR DN - 72,

- e AE A BRI
x &k & * Kifif (nmol/L)
ARV
Ds t b R/82 U DeZ AR 0.34'
Ds t b R8O DsZ AR 0.8
D4 | N NPANNING ) JL23/ VN 44"
o h=2%
5- HT1a v htw h=r5- HTiaZ &4k 1.7
5 - HT2a v hEtw h=r5- HToaZ &K 3.4
5 - HTac v htw h=r5 - HTecZ 24K 15"
5-HT7 bt htr h=25- HT7S A6 39"
VT RLFU %
a Ty NRBRET RLF U v ar RIR 57"
B AKX IR
H: B he2& I UHIZRR 61"
TEFALAY UFHR
M T UK AT ) M RIR >1,000 1 '©
M. Ty ML A T ) MBS 54K >1,000 { ¢
Ms FLE Y MNEL A S U Mz K >1,000 f ¢

F—#1% Ki fH(nmol/L) TR, Ki fEAMEVMEE SV E 27,
11,000 LA Eo> Ki EIZB AT EAE NI EE R L TVD,

R v Do BIRE Yy 7 S =2 MMER 11D

Az e b KX De xze‘r{zt@‘é@%%ﬂw == AL AL =PI (CHO) MRS 5 & 7=
G EAEEARED D WVITERBIRED R82 v DeZERICHT 2 ZHEEEARBR Y . B bR
XXV De A ARFEL CHO fifiz j“é cAMP ZFRIE & L7l 'V R OYT v MR T
RETEEMRICR T A 0T 7 FUoaWzisime LR D i\ T, 7Y ET T Y — /LT kX3
¥ Do ZBEIRICKE L TESY 7T T =A & LTHER LT=,

i) CHO MIC 3 S 2 e F R8> Do BRI 2 BiFntE (in vitro) 'Y
RSV Do BRI T AT I T T —LoBfEs, G ERESSIRIETIE R v
BKIKT A=A FTh 5 [125]]-T-OH-PIPAT, SHWRETII RN VEZAKRT X T=A T
HDHBH]-AEXa &2 W TRF LY,
TIVET TSI KRR Dy ZRIEKE DT I=A N THHT ALY RERBIC, G EAE
FEERABRED RV DeZAEMICHART G EAESARED R332 De ZAMERICH LTHK 2
EOEBRMMEE R L, £, TUET T — L0 RR2 v Do BRICRT 28R, NTE
MAREWE TH D R/ AT TIE D NICE - T,
INHOREBRERIYD, TUVET TV =L RN Do, ZFRICK L THEy 7T =AM & L
THERAT S Z LR ENTZ,

%)

R Do BT S=2 M G EAEESARIED R 33 0 DZ A, GEAESARED R
SRRV DEZEBICH LEmWEIRMtE R T Z ENme R TnDY
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P E XK (nmol/L) — Ki(B)/Ki(A)
[125T]-7-OH-PTPAT(A) | [PH]-Z &'~ u > (B)
T Id=Z
¥ Eu— 9.5+ 15 634 + 151 67
AR 17+ 1.0 576 + 192 34
o7 A=A |
S-(-)-3-PPP 56 + 4.5 1,034 + 231 18
FATY R 0.16 = 0.01 0.36 + 0.04 2
TIET I —n 0.34 + 0.02 0.70 + 0.22 2
TroEI=RA B
TH TR 0.43 = 0.09 0.16 = 0.01 0.4
NaRY RF—L 0.30 = 0.06 0.16 + 0.02 0.5

FT—211 3 H DT 4 EORBEDOEEE T Mean +S.E. %, 2 [BORBRDE AL Mean (range) %/~
7-OH-PIPAT : R-(+)- F 7> 2-8-t Fr¥-2-(N-n- 7B EA-N-3-1 4 R-2-7a V7 /7 b7 U v
S-()-3-PPP : S-(1)-3-(3-t ku ¥+ 7 = =/L)-N-n-7r EL-E Y P
i) Mz A e N KXY Do ZFERENT 5 cAMP FREEICKHT 2 1EH  (in vitro) '

T A A Y VR X DN cAMP ZREAREY L LT I E T T Y —1d R332 Dy

SZRET A=A MERE T o2 =X MERZBE LT,

TUET T — IR T, 740 A2 ) R X DHIEN cAMP OFFE % D3 2l
L., 10 'mol/L OREIZIB W THRAKIG (K 25%) &b & O/FHEE I & &R E
(10°mol/L) £ TEDbLL RN oTe, [A—FKIETTT IV ETS T —E, RRFRM L KX

100 nmol/L ® cAMP EREMHIEM I3 L THEEFIIZHEII L, 7V 77 ) — L EMEN

RRCBIT DIRARSEDEERBRE L 72572, TNOORBIERLY, TV T TV —d kX
SV D ZRIRICH L CE 7 A=A ME LTHERT D Z ERRENT,

(%)
40 100 -
R
o
HEHK -
e A
Wl o
AN
=9
I w
AY % 50
0N
=4
ng
24 —— FYETSY— LB
1{: K e 100 NMOl/L K782 UEET
; IC50=37 nmol/L
r\ o T T T T T T
~ 1010 10° 108 107 10® 105
EWEE (mol/L)

EEDQ10 mol/LDFAET T, & b PR UDARBREFRKR S -CHOMAZ 1 ¥ a~"— L.
RS2 VDR BRARESPMICTEMEL LTz, EEDQZEREL®RSE L&, 74X UIZ&BHCAMP
ERBCBHETYETSV—ILOERE KNSV OFEET (B) RU 100 nmol/LFET (A) T
FHili L= T—% IF2EORERIZ$ (T HMean (range) TR LT,

EEDQ : N-T ¥ HLARZIL-2-T FF-12-CRkOF/ Y/ Y

(Z4LRD) VRIBEICE S cAMP B HIEL LETUETSY—LD
RIS D ZBERTI_RMERAET VA2 T=X MMEA)

) RS U D ZAREITGERALEZL THEN cAMP 228 L TRV, RA3I U DeZRIEDT T=2R
MEIZ A2 ) VHKICE D cAMP OERBEZHD SEDLZENMLNTNEY |
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i) 7 b FEATEEMIEO K82 2 De ZREENTH 70T 7 F Uil 1M (in vitro) '

M= > b OYHREEESR FRAFEMEO KX 2 D ZFERICHTEHT IV ET T — L EOK
RIvoTI=2 MERE, 707 7 F Ol & IR L7,
TIUEFTY—L (10 °~10 "mol/L) i 3X10 “mol/L X ¥ IEMKIFIC T 1T 7 F ik
ZIHIL . FOBRKEIE R2X2 0 % 100% & L72E. T1% Th oz, R, R3320 Dy
SZRWEEST A=A N THDH S-(-)-3-PPP O KKINIE 59% Th-o7T-, ZIHDHEY DT 1
77 F U HEREIRIERIL RR2 v De ZBRT o2 A=A R ThHDH A AmRY F— 2k A&
R ERICHEI SN, b2 End, TIUET T Y —/Ud FERIRFIEEMRO K83
VDo BmBIRICH LTE Y T I = A ME LTERT 2 Z L&,

1004 --O-- F/REY B
—a— FYETSI—L Q- o
804 O S-(-)-3-PPP §'

T05 9 F i I E (%)

I I I I
(0) 107 10° 10® 107 10° 10° 10
FEWRE (mol/L)

EREIEn=3 TITL., BoNET—2EERIUORBRRIEE 100 & L1=%iMEED Mean
+SD. TR LT, RIGBR#RIE four-parameter logistic equation ZZ#FAWLVCEH L1z,

S-(-)-3-PPP : S-(-)-3-3-E FOF L T Z)-N-n-FOEL-ERY Sy

(7S5 F Ul T 5 K3y, 7UYETSY—ILRUY S-(-)-3-PPP
DHHVERA]

@ R v DsZAEEREMT T=A MEA
in vitro BRERICEB W T R U DsZ BAIRICH L TRy 7T 2 =A b & LTERH L7,
TIUET T =D KRRy DsZBFEWRICHTH7 A=A MEMAZ, ez Bl b K33 v D3
KRR EL CHO Mifld % VT, 7422 UHIRIC X D HIIEN cAMP FREINHIEH 2 a1
L,
TIUET TV —ide b X2 Dy AR (hD3 Ser-9-High) %81 L 7= CHO Az T,
7N A SR KD MEN cAMP A NRMETZ LT =X N ThHDH K33 & FRERICE
FERAFHNCINEI L (ECs0fE : 99.8 1M, EmaxfE : 38.4%) . K/ 332 Dy BRI Ly 7 2=
A MERZR LT, £72. B3O ECsofEilE 1.64 nM, Emax 1% 69.8% ToH o> 7=,

I FEERIEEMRO Y e 7 7 F AL, R TEESR RS AR OB AL A2 2 1 TR
V. oMM RN Do BN SN &, 7T a T s FUoBEERNEINT S Z LN mb5hTnWBEY
BRI 2 23R BR R T, R3S v O MRIASBL 3 2 W T IR TP 7 1 5 7 F 28 B BB R
INTL D, ZORBRICBNT IRy DeFRICKH LTT =X MEHR S LI MIT, TuF s F
R A BNl 2
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JA4IILRAY) UklEEEE

120
100
° 80
_‘l\l
j60 vV SDZ 208-912
S 40+ ® Aripiprazole
20 A BP897
B OPC-4392
0 T T T T T 1
-1 -10 -9 -8 -7 -6 -5

T—RET7ANRA) DRIBEMEFICH T EMBER CAMP 2% 100 & Lz% TRl 1=,

B - mol/L (RTERZTHE)

(B k F/82 2 DsZEK (hDs Ser-9-High) IR CHO #ifRIZEF57VETSY—IL
RUELEZD I+ ILRA3) U2k DHREHN cAMP ZiEHNH|1E )

@ twv k= 5-HTa ZHFEES T 2= A MMEH 122
TIVETTY— VO z e be b= 5-HTia TR THEH W | o b=
Zxt 2EH 2 RO%EREE v b= BRI BB 2 oW TREI L7z 2 A, TV
v77 =ittt r h=r 5 HTw SHFIRICH 7 I =2 b LTERT 5 Z LRS-,

1) CHO MfaIc 3 S -z e bt b= 5-HTwa Z/IEICKT 515 (in vitro) ™V
TIETIY— 0Dt b=V 5s-HTwZHERIZHT 57 T =X MEMAZ M2 e hEo K
= 5-HTia ZAAKRFE CHO #laz W T GTPy S fs & A It L=,
TIUETZY—de her b= 5-HTia &K EZREEL L7 CHO ffafE~o [35S]GTP y S
A RETEEKRAICHENES T, £, FEDOEAGEEORE LD G ERHE~D
[35S]GTPy S D Kt A& (Emax) 21 F =2 10 1 mol/L FMEEOFEAEICHTH% E LT
HHLZEZA, WAMTHSI e h=> (5-HT) ® Emax i 98.4%., 7V 77—/
68.1% CTh o7z, 7V ET TV —LOERIL, @REEe =0 5-HTWSHFET V2 T=Z |
T&H 5 WAY-100635 (2 L v 52 &S iz,

(BSIGTPYS#E& (%)

100

80

60

40

20+

10

- D -
....V....
—A—

5-HT

§ ________________ [ R
WAY-100635 T O
FUETSJ—L @ I
: i
i
tvd v
Y

10+

ET—ERA Y ME. WFhI3BETHEIHE>-RBEOMean+SE.THY. 0 =210 mollL
HRMEED [°S] GTPYSIE&E1008 3 5% & LTEH L TLS,

WAY-100635 :
N-[2-(4-[2- AR F LTz ZWIA-ERSTCZIL I FILIN2-EYFIUI 7 OANFH U HILREH I F

| T | T T 1
10 10° 10® 107 10® 10° 10+
EMEE (mol/L)

(CHO MIRRIRICHIR L= E b 5-HTa RBMAAD[ES|GTPYS #5819 S 1EM)

E) Er h=r5HTASHEITIGEABEEHELTEY, 7= MIKIZL Y GTP #5E68 G & B E 23N
THZENMBNTND
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i) o k= REHox T 2 ER OB (v %) #
TIUET T —LiE, <7 AFIMIZBWT 30 mglkg (RO#%5) ofl&ETEo b= K@
55k RaXo Ay R—AFRBE&EEZAEICHD ST,

iil) MR e b= AREMERRRIC T A EH OBE (T > k) @

k7 a7 — VR FOZ v MRV, RO e b= EEEMRE X D SRk S

% BRI KBEE I, TV 7T = L OERE R L,

7S TV — (0.01~1.0 mg/kg, §ARNES) (X7 > FOERAREREOE R = AFE)iE

@%%@@%kﬁf%%%%fﬁ’mﬁbko%%%(5m@g\ﬁ%ﬁ&%)_kwfi\ﬁ
2 95% L EO RS A MEERANRD SN, TV ET T — LDt b= 4Rk
_ﬂﬁé%ﬂﬁmi\éﬂmﬁm\M/5H%A7/&ﬁ:xh?%é“%Yﬂm%5Ki@%

maniz,

INHDFRERNG, T I ET T Y — VT HARERE Ot v~ = EERMEARE O/ & OBHE

e FICFET A5 b= 5SHTW S/ IRICT I=A hE LTERT 5 Z LR &7,

® tu b= 5-HTu SRR T % T =2 MEH] 2%
e h= Ik 5Ty b P11 fBANA~D S 7 AFAIIEWER 2 kOt e =2 5-HT:
SRIKT T=A RN THDHEA NI AFARNY 2 I L VFERINDITEE/CIC KT
THEMD et Ll A, 7V EFSY— 3o b= 5-HTaa ZR/IRICT v Z =2 |k
ELTIERT 5 Z s,

D te h=U I kD PLLHIFAN~D AL AFEAOIENC L B85 (in vitro) *
AT v P TEREEE R K P11 A W, o b= Rl K2R~ v A
IEEL L TR LIS A, TUESI Y — T, &r b= liligic L AN A~D B L
U LADRANESEEICT a7 Lz,

ICs0fE (nmol/L. & r#5.)

TIEST— JRARY Ko A= I N 7 aFe

e b= RIS X AR

AL 3 ABBERINO ) " o i M

ii) 5 A hFXF AT TH I UFERERVITEHIEIC L D2BRE (v R) @
tru b= 5-HToaa XA ERT v 2 A=A MEHZRKMT 5 LEZ2 b tERr h=2 5-HT:
KT A=A THD 5 A RFVIATFA N THIVICEDZERVITENCHT 2T I ET T
—LVOERZEBRF LA, TU I — LT EIEY EB 2 L,

EDsofi (mg/kg, #&H#5)

TIVEST = J 2Ry Ry Y R—1

BARNFLTUAFN NI THE I

FHHERATENH (v v X) 7.0 0.01 2.7
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© et KT HAERI B 2 € 7 L T OSEIER

TIVET T —=id, BIEEROIRIE L BN TS T v b RF RS 2 #if] L

DIETHHLEEZLNTWE Ty a7 U7 ezl L,
1) 7 v MRS (T b)) 2

TIVETS TV — (7.5~30 mgkg, #ZOHEG)IE, 15 KT 30 mgkg O & T,

ol 2% 2 &7 < SRS & A B AFANS oA B L7,

7UETSI—IL NaRyRE—) saLzaogsy
20
[a]
% 15
g 10
a 5 * *

(1 (2) 2

n=5-6
ATEHKEELT20E BFEM) 5% 7FE7ITL—EBEIEK, FEQ)  £HEEK
*P<0.05, **P<0.01 ZThZThOBExEa s OLE (Al Steel BRE)

A 75 15 30 A 03 06 12 B3 10 30

(BRERBEHREOESRBERSICXT H/ER)
i) 7y bar7 Vs MTENZHTHER (v k) @

TIVETTY— L 30 mglkg (RRO#H) OH&T, AERIi2> 7V 7 b

RLHEIR

S SH N7

TEMZ Lz, 3

?ﬁ/\"?)‘~5’ B B2 D LEZDNDERY 3 v 7 ~ORBEZMEIIKH LT I BT T —)L

NER= ) 7 MERMZR LIEHRICBWTHREE G X 0o T,

FTUETSY—IL NAR F—JL
40F T 40
i
@é:
= 30} 30}
#
= *
S 20t 20t s
Q
35
l(j'-) 10k ## 10
LT
0 I I A 0
F® 0 3 10 30 FEE 0 03 06 12
L L
BEHY ¢ BEHY
N=12 =
#4P<001: BERLLHEOLE (THHt- BT RIS (mefke)
* P<0.05: #hEhD0megiE s OLLER (@Al Dunnett 2E)

(BiEmRAEMEEDa T ) Y MTEIZH T 51/EH]
@D WEVT—FRIEHN (v7A, Ty ) @

T UARRT y NIBITDHT I ES T —LO7 RE/NE XFRE RITEIMGEER IR 2 0 %
Ly —EEIER O EDso fEO &L (b/a) 1XEIEI 17.5, 12.6 THh o7,

TV 7 e Foaa Y
FS—) mwr F—i
< | WRATEIOMEIER (a) EDsofd (mgkg, &O#&5) 0.2 4.3 0.09
U | BELVF—ERIEM (b) EDsof (mg/kg, #&A#5) 3.5 6.7 0.3
A | Mkt 2 L7 —ERIER (bla) 17.5 1.6 3.3
S | WERITEIOMFIER () EDsof (mg/kg, #O#5) 5.3 10.1 0.4
v | hE VT —FEEA (b) EDsofE (mg/kg, #&AO#S) 66.9 9.8 0.7
N Rkt s & v s — R (bla) 12.6 1 1.8
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® Mmh~raZ s F  RELEZRET S FERIRETEE K8 2 DeZFIRICKT 21EH  (in vitro)™
HEEL7=7 v b FEAFMENR L0707 7 F U HPICHT 57 I ET T — L7 =%
MERZ, RSV DeZ/BRT I=A N THDHL U ANX Y — L EWEBRFI LIZE A, T ES
Z =L, invitro i REBRIZEBWT T v b TIIKRTEE KX 2 Do FRIRICH L TE 7 2= b
ELTER L,
TIVET TS = NEIR—=AT A o NEDT 0T 7 F U BEEEEERFOIE T SERZ08, 2V
NRE Y= UK 36N ETIET L, 7TIET I —MEI TN T I=A M THDH A Y _XF Y —1 &
DHTH, X=X T A D T8% %~ LT,
Flo, FVARXY =KD TR T 7T URMIEWERIZ, 7Y BT Y —1 (10° mol/L) 2 X
LN,
TIUET T = R v Dy ZFEOTEEALZ I L C FRIKATZED 7' v 7 7 F i infiE
MERETHLEEZ NN, ZOEMEIILT A=A RN THLIZ I RF Y —L LD H5HL. T
VBT T VEEETEEORN R Yy DeZBERT A=A MERZET L2 LB REBE I,
EHRTIET IS = FZ IR — LR EDOTLT A=A N EFEAETHZ LIk, R332
VD RBERICKH LT A=A MERZRET 52 L6, R8I DS HIRITH T 55857
TIAZARNTHD I ERREINT,

A 100 -

N

NS 801

| e |

¢ ¥ 604 Lk

?h §\u .

VIR 404 e %

H" f_} '-g_ .............. §

b mlml —— I ° =,

o &

Qr\ 0 1 1 1 1 ]

payiict= 10° 10¢ 107 106
W= (mol/L)

EOMEROZYEALDTOSHFUDR—RS A 25100%E L=, ABYETELORED
EMTREL., HBHIBECRE Lz, T—FIE6EOHEEDMean+SE.EFT,
*P<0.01, xBE & OLLE (Dunnet's test)

(EBEL=5 v FTEARTMIEDRAN GO TOZY F U T 285N
DHNHI1ER]

© £z#% SH-SYSY Mific31F % GSK-3 8 VU »Hg{b & O BDNF BEATUH#EIEN  (in vitro) °Y
Bi#e L7 SHSYSY Ml T, 96 RS L 727 V) © 77 Y — LMl U g
{bEEFE TH D GSK-3B8 DV (b2t L, [FIRFICiRe R K1 CTdH %5 BDNF EALFHEICTT
H L7, ERPRBHERETH LI R F=E N HICeL B E E 2 Ixholz, 2O &
5.7 UV E7Z Y —3 BDNF FEATUEEZ I L7z GSK-3 5 DU U R{b=° Bel-2 PEA ZEET 5 2
LT XY | MR RGE N ONC AR AR E ] 2 T 5 AIREME S R STz,

) TEAREENNAO T 1 T 7 F U AL, RS T IR RS AR RO XE A 2T TR Y. 20
HaD RS U D RN EN D L, a7 FUolElREMT 52 ERmbnN TS | K
AR T RN O MEINXEL A e W DRI T 7 7 FUoRARBNICKRE SN TS %, Z
DFRNZINT RN UDeZHIRIZHT L TT = MERR S 2E ML, 7a T F i 2mfid 5,
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g FUETSI—L X IN-RUN )

+ 200T + 2007

2 " 2

AJ | " —_ AJ |

g 150 l g 150

W 100F = ¥ 100 ¢

= =

I L [ L

L v

A0 ' : A O - -

T Control 5uM 10 uM n Control 1uM 10uM
B EFILEERIAE 06 BREEERDITHRML . F D% Western blot f2iF TV VBB L 1=
GSK3p=#AELT=,

(BEESH-SYSYHIRAIZHE 1T HT7VE TSV —ILRU/N\AR) F—ILDOGSK3B
) VEEISx T HER]

i FUETSY—L g AORY E—)L

3 250 . 3 250

AJ | AJ L

S 200 - S 200

o o

- 150+ = 150}

W _ W

? 100 —= ?\ 100

L L

A0 ' : A O - -

T Control 5uM 10 uM n Control 1uM 10uM
ZEH|IX BDNF Bz FARI 4 —#HIBIZEA% 96 BEEEZRDIZHML.
Z M1 Western blot #2#7 T BDNF 2 ##|E L 1=,

(HE&ESH-SYSYHIREICE (T2 7Y ETSV—ILRU/NARY F—)LDOBDNFEA (2%}
3 21ER]

O 7V ETT ) L KR D OFIPEA P2 b~ w AMHkk T A b O BEBYRER] 6 5 1A Y
TIVET T THEOXKI ) Kl (Xa7FTFh, B bT Uy, RaxkFr, X7
TZrXr INFIUTIL FUFTIL, TFuAy) B L. BROH O SR E K
g% & SLD~ U RBREDKUKT A MBI 5 BENGR I3 21ER 2t Lz, TR, 7
V77— (0.03 &XTN0.06 mg/kg ; RERBHAA 30 Sy RIMEIENE H) KOS OA] (2~8
mg/kg ; RBREIAG 45 Sy RIIEIENR 5) OFFH FIZB W T, TN o ME5RE X 0 & M
A BICENET 2 ERN S T,

@ AFID R332 DeSZH/RT > % 5= & MEM ORI T4l >

AHN DN F1E ot 2 WAET 5 HEO CTARBR AT o 72, 7 v MIAH] (80 mglkg) % KEBHHHAIPNIZ
Pehth, 3, 7. 10 HEIZ, FRI U DeZBERT T=A R THHTHRE/NLE X (0.5 mgkg) %%
TG L, &5 30 05 30 oM OEERN A HIE Lz, O/, KA - EZEH O BIIHAN
Behtk 3 HA. 7 B BICFEER LEICHE L CARICT ATV E RFIEB RN 2 IH Lz,
—J7, #5-10 B ORI W TRIIEEES L, A B ES&MEIER TR bhikdote, 2
DOFEREX Y . KFZE T v MTHAWNEE L7256, D &b &% 7 BRI IR FHT 2 2
EMIRIB S Tz,

(3) YERRIRFER - Hih R
MUER e L
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1. mMAREDHTS

(1) BELEAD
PR YA

(2)

73 R E
L

FRPREHER CHERR Sz iR E

OH[E 5 (EEmAmNEs) v
WA RARIE B 11 HICAH) 300 mg (5 #i) KT 400 mg (6 ) ZEEEHAHANICHEIRE LTz &
X O MR K OB ENRE X T A — & & X K ORITR T, AANZ T 2 HlE B 5RO S B RE
BROFEFR LV . KK 300 mg T 400 mg HEHEHZOMAEF T U 7TV — LIRE O I
TUVET TV EERl 6 mg/H D T 7O T RAE (42.980 ng/mL) LA NI T4 25 DIZK 69 H
NB 83 HEHE LT,

RE (ng/mL)

e

7=

m¥gp7 U ET

150+

1251

100

75+

50

25

—c— 300mg 541
—e— 400mg 5~64

0 T
0 2

4 8

El3 1‘0 1‘2
1 55 3R GB)

14 16 18 20

(MEXREEFICE T2ENFANERRSHFOMPRT Y ETS Y —ILOREHRE (hR{E))

(BMHARNERREROEYFE/NS X —4]

B52 L&Y tmax (h) Cmax (ng/mL) 2, z(h) AUC. (mgh/L)
KL 648 (96.3 - 816) | 136(95.2-791) | 302 (187-660) | 201 (170 - 250)

300 g ENTZ

(5 fi)) (OPC-14857%) 984 (168.4 - 1273) | 25.8(19.1-118) | 368 (222-702) | 39.1(32.9-57.2)

400 mg KL 841 (120 - 1680) | 126 (38.8-168) | 781 (388-984) | 141 (107-267)
ESAV LY

6 - - - a - a

(6 i) (OPC-14857%) 841 (120 - 1680) | 26.1(12.8-35.1) | 605 (432 - 760)* | 45.0 (24.4 - 59.6)

RfE (/) -

RR) . xR, a5l
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OEH G-
i) BT ALY
WA JFRIE B 28 Bl AR 300 mg (12 #1]) K& T 400 mg (16 61]) % M A NI ER S LTz
& EOMBEFIRE K DT T A —F 2R K ORITRT, MWEFT U ET T — VREL,
AF 4 B H 5T (FEE5% 128 (84 A)] £ TIIZEEFRBICE L=, AH 300 mg LY
400 mg B H5ZOMAEFR TV © 77— b7 7REOHRIAEIX, WIEIERGLRE, TV ETT Y —
JVEER 6 mg/ A B EFEOEFARIBICBIT 57 VU BT Y —)L kT 7RO il (42.980 ng/mL)
WHT VBT T Y — LR 24 mg/ HEGREOEFRIEIZIHITH7 U BT TV — b Cmax D FRAE
(310.160 ng/mL) £ CTOFPHNEZHER L 7=,

400-

2 301 o 300mg 11~12f

E”soo- —e— 400mg 12~164

1

a8 250-

2

|

~ 2001

N

™ 150

pu]

o

100

#

e

=l 50
0 T T T T T T T T T T T ]
O 2 4 6 8 10 12 14 16 18 20 22 24

##iEs 1 t t 1 f
%_J / -

BOFYETSJ— LA B 5 %R GR)

(RELRAEREICETA2ENHAARERSHOMBEGFT7YE TSV —ILORBEEHS (hRIE)]
AR GBS 2 BITRO 7 U © 75— L8l 2 4:

(BRHFARNSBBRREEDTVETZIV—ILOENEE/NF A —4]

B5E L&Y tmax (h) Cmax (ng/mL) tiz,z (h) AUC2s4 (mg-h/L)
RIEAE 120 (71.3 - 672) | 244 (105 - 409) | —=2 (505 - 808) 126 (63.1-245)
300 mg ERT=T)
- - b - -
(11 f51) (OPC-14857%) 263 (47.3 - 672)|72.8 (53.7 - 107)[ 1030 (544 - 1720)| 40.6 (26.8 - 58.3)
RIEAE 95.7 (48.0 - 669)| 217 (124 - 424) |1030¢ (759 - 3020)| 104 (71.7 - 251)
400 mg ERT=T
- - —d - .
(13 #i)) (OPC-14857%) | 120 (8.00 - 673)|68.0 (40.5 - 129) (884 - 2440) | 35.9 (20.4 - 76.2)

e (/b -

R, ok IEHERH, a2 b4l c: 861 d: 26, —  BHARW
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WA IFIE BT 13 B AH] 400 mg 2 =AW KE G LTz & & ol i i & OSSRy EhRe /<
T A=F B ORITRT, MEFT U EF T — VT, K 4 BB FGET [W)E&RE#% 12
(84 H)] FTICIZTEHFRIEIZE L, KAl 400 mg HHEHZOMBERT IV T TV — L 8T
TIREOF YA, FIEE LR, 7V 7T Y — Rl 6 mg/ HEHRO EFIRREIZBIT S 1
W7V ST T 7REOHRRAIE (42.980 ng/mL) 75T U BT T Y — L EEA] 24 mg/
AEREDOEFEIREBICB TS 7 U BT Y =)L Cmax DT HRAE (310.160 ng/mL) F TO#HPHN %

HER LT,
400 ¢
5 350 f —e— 400 mg (1345])
=
®
£ 300 F
Y
" oos0 b
|
™~ 200}
N
E 150 b
S I
B 100
7
g 50}
0 T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24
x#Es | t t t t

‘&R (B)

(MEXRREBBICETH2ZAFTARERSFOMBHTYETSV—ILOREHERE (hRE))]

(ZABRNERSEOTIVETSV-ILOEYEE /NS A —4]

B5E a=r7 tmax (hr) Cmax (ng/mL) AUCzs4 (mg-hr/L)
7R _ _ - a

400 mg KRR 117 (71.3 - 674) 114 (66.3 - 232) 55.9 (42.5 - 106)
(13 1) FREHW b
(OPC-14857%) 265 (119 - 697) 343 (23.4-60.8) 17.5(12.5-21.1)

e O/

S RR) L F o TEVERGE. at 8 1L b6

(ZABRNSEERSEDTVETS Y- ILOEYEEE/NF A —4]

K5 A=x7 tmax (hr) Cmax (ng/mL) tiz,z (hr) AUCzs4 (mg-hr/L)
400 mg REAUAR 95.8 (48.5-262) 331 (190 - 595) 8254 (551 -2030) 153 (69.4 - 324)
(13 #il) TR b

(OPC-14857%) 123 (94.9 - 671) 96.5 (71.0 - 148) 1060° (558 - 2240) 54.6 (31.6 - 89.7)

e O/

S RR) L F o TRV, at 12 61, b: 10 6

233 D B AN K OFME A DA I FHIE B DO RiE & w152 & U CREEM SR B REMEAT & FEhE L

BEINTZET NVEZR-WT, KAl 400 mg ZBMHAN I =AFHNICKER G Lz L & OB

WREICBTA2MERF T VT I Y — LV RIEOHBEZHE LT, BONT-EYEERT A —X
(AUC, Cmax) 22\ T, S EHEO L OEEXENL 0.8~1.25 O TH 7= %,
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(3) i
AR L

(4) BF - FAEORE
D KFEOKE
M L

@ W (BE . T IECT I — ORI  SMNEANT—%) P
SERNZ I8 1T D HEA RFRIE B C O RHMEMBEMENREMEAT CHUEIX T VU v 7T Y — L D IEMENREIZ
Br G 2oz,
@ MAEEH (B% 7V T T —LEEDRKE)
DA RNTary—Lopffr—4
fERERRAIZI T, CYP3A4 OILEEHZAT 54 F72F Y —1100mg &7 VT T —u
3mg OHFAICE D, TV ET TV =D Cmax N AUC (ZZ N4 19% S O 48 %N L 7=,
i) 7 haF Y=oy —4% (s —45) 7
RNV T, CYP3A4A OEFEMAFT L7 Fat Y —1200mg &7 VBTV —u
155 mg OOFFICE D . TV BT T Y =L ® Cmax XL TNAUC 1XZE 4 37% M D63 %1 L 7=,
i) ¥F=T 0T —% T —%) ¥
fEFERAICI W T, CYP2D6 DILEFEHAZ AT 5% = 166mg &7 UV 7TV —/1 10 mg
OPFRIZE Y, 7V EFF Y —1d AUC 2 107%HEMm L7,

iv) RaXvF LT —% ENT—%) W
R AIZIB N T .CYP2D6 DILFEM 2 AT 5/ \a%tF - 20mg L7 VBT —/L3mg
OFEAIZEZY, TV ETT YV —L®D Cmax X TNAUC iZZ1EH 39% K TN 140% 00 L 7=,

V) WA BELEOHAT—4 (shs—4) 0
A HFVE IR AR FRIEEERE BN T, CYP3AL OFEEN 2T A~ E
400mg L7 VBTV —)L 30 mg OHFHEELGICLD, 7Y ET TV — /LD Cmax XN AUC I
FEIFEN 68% KN T3%IK T L7z,

vi) LT afgl ot T— 5 (ST —%) 11
A IE I A LRREEERE ICBWT, 2L 7 afg (500~1,500mg/H) &7 U ES
ZY—)b (30 mg/H) @21 HREPEFHIZE Y, 77U ET T V=D Cmax LV AUC ITZFNZEN
26% K T8 24%AK F L7z, EEERAICHNT, 27 e (1,000 mg/H) &7 VET TV —L
(30 mg/H) DOFHIZE 2307 BEED Cmax X TN AUC OEALIL 5% A TH - 7=,

vi) UF T LEDPFRT—% (phs—x) 2
A ICFRIE LA L EEEEREF BT, U F 7 4(1,200~1,800 mg/H) TV ETT
V=)L (30 mg/H) @ 21 BRIGHHICE D, 7V BTV =L ®D Cmax LN AUC (ZZ LN 19%
KON 6% LT, BEEERAICEBW T, UF A (900 mg/H) &7V ETZ Y —)L (30 mg/
H) OFRIZED U F 7 LD Cmax XN AUC OZELIT 10%LL FTH -T2,

vii) 7€ MU XU LT —% (st —4) ¥
AR E R R R 1B W T, 7F MY X2 (100~400 mg/H) &7V ETFT Y —L (10
~30mg/H) D 14 EI FFHICE 2T F MY F D Crax XK NAUC DKL 10%LL FTh o 7=,

ix) BB RAEDOHAT—X (EHT—%) W
fEFERAICBWT, 278 A 2mg) ¢TIV ETTY—L (15mg/H) OFFHICLY, TV
E 77 =L ®D Cmax XN AUC OZEALIL 5% K TH Y, 2T E/NAD Crax KTV AUC DAL
I5%LLFTH T,

x) TH ) —)VEDPERT—% (ST —4) ©
fEFERAICBWT, =X /— (0.8¢gkg) L7 V7TV —/L10 mg DHFAHRGICLETY
77— LD Cmax XN AUC OZALIT 8% LUUNTH D, 530 43, 1 KefE], 2 K O ik
R & ) — VREITZNZEI 24%., 13%., 6% N L7z, £7o, EEWERE LK OB G ~D =
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B )= )VOVERICT VST — 3B AR 5 2 o T,

xi) 77 E®F VU EDOHAT—4 (MEHhT—%) ©
fEFER AR W T, BOWIEER 28 +57 7 EF P 40mg &7V ET TV —/L 15 mg
OPFRAIZE Y, TV ET T V=D Cmax LN AUC IZZENEH 37% K N 13%1H) LT,

xi) THFAROA T 7 ULT 7Y FATTS =N EOBHT—4 (ST —4%) 9
R A IZ 3BT, CYP2D6, CYP3A4 OIETHLHTFA R A ML 772 30mg &7V E
77— 30 mg OPFHEGICL AT A ha X b7 7 O ((REH & RELIRD IR
Rt E D) OEMIT 10% KN Th - 7o, @R AIZBWT, CYP2CO DEE THLH I LT
7 U230 mg HHWX CYP2C19 DEETHLA AT T —120mg &7V ETTY—/1 10
mg OPFFEEEIZ X DEIEHFND Crax LN AUC DAL 10% A5 T - 72,

xiil) &R & OPFRT —% (EshT—4)
R ANIZIBNT, 7Y BT Y —)L 15 mg #&5- 1 Rl OIEMR 50g & 5-C, 7V 77
—L®D Cmax X N AUC 1FFNFN 41% KT 51%IK F L7z,

xiv) TRV H 0T T NEOHRAT—% (ST —4)
Rk A 23U C CYP2C19 KON CYP3A4 OIECTHH= A7 A (10mg/H) &7V
v = (10 mg/H) OPFHICE DT AL 21075 A0 Crax L ONAUC OZALIT 8% F T
HoT,

2. BYRERINS A=

(M

(2)

(3)

(4)

(5)

(6)

R A%
BRI N G-HF O REEM SR BN REMNT - RO R EIZOWTIE T 7 X A A& D 1 IR, AANZ
DNTIHE 1 KBRINOBIE 2 2 /=K XA M ET IV

MR 32K FE 7 3K

R AN 1 5-Rs O RESE A SEM BN REARNT DFE R . BARNLSOT 7 N & & te 2L O 0 # 5RFD
T I AA LBITHRE D 1 WRIRIDGEEE EE O RE Y (P JefE) 13 1.23 hil, AKFIEEGREO 1 )%
IS FE B3 O REE MY (FJuE) 1% 0.000695 h! EHEE STz, k. OGO T 7% A4 LD
FHEM ) (FFRff) 120464 h EHEESHTZ 2,

MR R
LR L

QU7 R

BN A N - O RESE [ SR Bh REARAT D AE B, B R ANLISAN D 7 U7 N & & 24 CYP2D6 EM
ROy )7 T AORERFY (hduff) 1£8.99 /M, Ko S— kA hEdihar —k
AV RNDORENTONAE Y VT T v AOREREYIE 8.91 L/h LHEE S 2,

NMBERE
T 15 AL N - D REEE R SR B REREAT OSSR, AR ANLISN O T U7 N Gie2EM o de oy R—
N A2 R OSHEBORMEREY) (FFRfE) 1221 L, KR o 8— kA2 kOS5 HRFEORHERE
BN 138 L L HEE STz %Y, HARAN DA JFHE B 1S H 1 D ARH] 400 mg 075 A PN S $¢ 5-5
AR5 (V/F/BW) O hafifid 114 Likg Th 72 2, BARNDOFH A RIRIEBA 2B 5 AH] 400 mg
AN E R 5RO SRR (VJF/BW) OidefElL 44.8 Likg Th o727,

(2% . 7V ET T IR 5RO A - SMEAT — %)
SNEIDREFERRANIZIR T 57 ) B 7T Y —)L 2 mg FRIRNIRG-RFDO 5 A FE (Veo/ BW) OF-EIME I 4.94
Likg Tdh o712,

Z At
AR L
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3. BEKH (REaL—Yayv) @&

(1) RRATH 3%
RIS PR A 5 D RS FLR DB BT « 38 1142 IS DU THE T 77 % A AR 0 1 I, AANC D
DT 1 RIRILDBI 2 25— b AL BETL

(2) IS A—REHER
ASF O B 1555 PR PR % 515 D REEE [ SR B BE fi AT oD HL A8 B AT Ic B\ T B (A AR AR OVE AR A LIS
DT T N) IABNOWIGEE ESR, 2F 7 VT 7 AR ORHF R — |k A2 FOSMERE (2,
BERGRE KO CYP2D6 Rfides 7 V7o 2 (12, REIZP R a L — k2 v FOSHERE
2, FEHCEEREEZ 527208, Zh 0L EIFIRFER (Cuiny Cmin, ssv Cmax & ¥ Crax, ss)
CITRER A B R BT - 2 e o T 9,

4. TRIR
ARHIN D5 A N5 O REEEFA SKM B REARAT O R . A AR N 2 B A NICH B G Lz & & 0
MEFT YV ©F T — VREL, 5% 273 K (11 A) (PRE) T Cmax (ZELZ, MEH7 ) &7
5 =D Cumax X TN AUC=IZE 300 mg & ot LT 400 mg 5 T o 7= %2,
EE . TIECTT—INEEORNKE  AEANT— )
SEANORERA S KON 18 FlaRRIC, 7V BTV —/ 5 mg SERX D #5- KO 2 mg FkN# 5
BOHEBEMIELZET Y BT T Y — 0 AUC OESAEN D, 7V B 7Y —/L 5 mg DAY T
BFIHEIX 87% CTh-o7-, 7T IV BT 7V — LOEILEND OWIUIIZIEREETH Y . WINFHZB T 51K
o HVITHELERS EOEEIF L A LZII N EEZ NS P,

5 9

(1) % —fxEEP9 @it
SMNEANDEER A B T2 RICT IV ET T Y =% 0.5, 1, 2, 10 X 30mg AR T1 H 18] 14
AMER DL L AR c & 5l ERE T V7T Y — 5 14 HHIZ PET A%y %
AT . 7Y BT T — L ORNAGARIZ DWW T L2 ZA TV ES T Y —/1 0.5mg 7*H 10 mg
OREFHAICBW T, HEEFNZ2 KRV DeZRIE~DO EFEO LR RA LN, Lizn-> T,
M — B & @il 5 & B2 6 b %Y,

(2) MK —ReEERIFT @B
PR > MT[MC] - 7 Y BT Y — A B AR G%, BRI OONER, B, TP OVE g o re
REEZ, RHADSARE PRI MRV 2R L7228, IRRIMAIREE XA H 2 WidE iz R L

55)
o

(3) HA~DBITH
SMESCRRICISWN T, TIET 7Y =Dt ML ~OBITRRD bz L OBRENR SN TND ™,
[UC] - TV BT TV = &RZHAT T v b~ OHE%, 30 43 LIPS HLIT TP~ DU RE D 43U A3 38
bz ¥,

(4) BEBR~DBITH
7 v MZBW TR~ OBITIERD B2 o727,

(5) ZDHhDMBHBE~DIBITH
HEMEZ ~ MZ[14C) - 7 VU BT V' —)L 10 mglkg BRI O 5 U 72 BRSNS RERE 1, M
LIS D 2T OB ILF 22 D8 v, 1FE A E O THRE 0.5~4 FEE% TR & 72
V. F51% 168 IKffEl £ TITIZ & A L O/ HIHK Uz, FOTREIREE O Rk IX, T, ks s
Tholz ",
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(6) MPELIKEE
MR AREEGR © 99.8~99.9 CEARENTE : [UC1-7 UV E7 7' —) 500~5,000 ng/mL] *¥
MIEE AR 99.7~99.9 UEEFEiTE : 7V v r 5 Y —/  500~5,000 ng/mL] *

6. fti

(1) RHEMI R VR B
TR TR EN D, E MIBITATIVET IV —LOTELRRFREITITROLEBY 725 (in

VJ'tI'O) 60~64)O

=~ I G G
J G O |
GIuo @7,\‘ N*(CH2)40 ” 0 HO3SO‘©7N N-(CH2) 40 H [e}
DM-1454 T / DM-1458

a o [ ] mighicRHEshi-TKs
7 m T RSB Sh RS
HO N\_/N'(CH2)4O H fe)

DM-1451

3A4/2D6

Cl Cl
o\ j I\ FEER B
TUETZI—N @—N N-<CH2>40/©(NIO
_/ H N cl cl m
3A4/2D6 | A Ofn N+ (CH2)40 NNo
3A4/2D6 _/ H

on 3A4 | OPC-14857
a0 m ¢ cl ) N
/\ : :
§ )N N-(CH40 N —\ : X :
- " ° \ NH HOOC (H2C) O/©\/N\/\I\O
DM-1452 — : 2C)3 N :
____________________________________ DCPP ; OPC-3952 '
! HOOC (HyC)30 @[Ht\l\o
' OPC-3373 '

(2) R#IZBE5 T 2FE (CYPE) OHFE. F5E
7Y TS T — it CYP3A4 & CYP2D6 12 k- ClikFE(b & Aig{t %1+, CYP3A4 |2k - T N-
W7 V¥ AL E 2T 5 (in vitro) %%,

(3) YEBEBHEDEERVZFDEE
S L7,

(4) REMOFHEOBERVEMSL., FHELE
TRE T 5 OPC-14857 [T AL & FIFLE DI A 7k L 12570 KHK] 400 mg K O 300 mg
OEEFHWAN 5 EIB 5% 0T V) 77 —izxtd % OPC-14857 O AUCesr2n O EIG O HIEIZZ
NZNHK 34 X 33% T o727, AHI 400 mg D =AFHAN 5 [ BREGHOT Y © 7T — 267
% OPC-14857 @ AUCer2n DFEIG O RAKITH) 34% T o727,

7. it
BRI K OB LR R OB T o B,
HHEH AT 15 61i27 U E75 /1 8 mg (3 mghd) % 10 10 14 AMERNRYS Lz 25,
B 14 7 A OREAFROERHY (OPC-14857) DRHHEIFIAA b 1%H T o7 ™,
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SE AR A ST 12 i, 20 mg D[1UC] - TV BT I — L EZEEROES L& Z A, JREF~D
B BRSO eI SR T 5% 648 R[S E TIT 27.2%., 3~ 1 B RS GEHEE R 138 5-1% 720 W
ME TIZ 60.2% TH -T2, REILKIZETITK 18%FEME &, RIICITMRE SR o7z %),

(%)
120

100
80
iz} 60_

40

T T T T T T
0 120 240 360 480 600 720
(B¥fE)

([“Cl-7YETSV—IZHERE LI-FORY, EPRUREPICEITDHMETEE
FHREHMR)

(3) HEittiERE
AR L

8. FIURKR—E—IZET B1ER
TUET T O FERHY OPC-14857 1% P K4 H )2 O° BCRP (Breast cancer resistance protein)
~OMEERZHT DY,

9. BREIZLDBESR
B R L

10. HEDERERITHESE

OBfEE (% . 7YV T TV — VO  SAEAT—%) ™
AEANDOEEEEEBRE (7L T7F=0 27 V7 7 Z2<30mL/min) IZBIF57 V75V —/L 15mg
O AR 1 5% DI ENREIZ DV T, IEF BFEREREEE AR & LB L7,
R R EERE & IEE BEEORER AN E T, TV E T T Y — 1D Cmax, 257 V7 7 A (CL/IF)
KO Z VT 7 A (CLr) OF/NT A —Z TR BT LN Do Tz, EGY OPC-14857
D AUCIFEEFHBE CTEE Lo 7oy, JRPPEMEEITREEER NI AR 2 5 mEE =~ LT,

(BREARUVBEZTEEZEICETS7YETSV—ILOEYEHE/NS A — 2 DEFFHLE
D P fE & 95%IEFEX ]

NG A PfiE 95 % S X [HT
Cunax 0.21 0.46—1.17
CL/F 0.81 0.56—1.58
CLr 0.12 0.14—1.30
* o SR 3 2 S fiE (t-HiE)
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(ng/mL)
60 X
50+ —_— ﬁi & E‘A- )\ (n=6)
40 ---0--- FEEEE (n=6)
30

20+

10—

ot B S B

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

T
0 48 96 144 192 240 288 336 384 432 480 528 (h)
B &EE

(BERARUVBEERECS TS FHMmMERRERR)

QFfEE (BE . 7TV T I —LEEORR  AERAT—%) ™
SNEANDRFEERE BT 57 Y BT Y —/L 15 mg HIAFE 1 5RO KW BRE ST A — & & | TRk
RED IE 5 7ot BE A % 5t FRIZ BB AT L 72,
TIVET T = NEHICLDBERARONEFEED 7 VT 7 A (CL/F/BW) IXERER A T 55.98,
WAL « PR - EEATRRERSE CENETL 42,99, 52.11, 61.63 Th-oT-,

(BERARUVHEZEZEEICETAT7IVETSY—ILOEYFEE/NS A —2 DEEE]
Cmax AUCoo ti2 CL/F/BW fu
(ng/mL) (ng-hr/mL) (hr) (mL/hr/kg) (%)

fEHER N (n=6) | 64.48+21.11 | 4,147+1,372 | 90.88+37.02 | 55.98+13.10 | 0.25+0.02

Ei Y (n=8) | 73.94+25.43 | 5,533+£2,214 | 176.13+114.47 | 42.99+13.83 | 0.30+0.03
VEL

§ hfEx  (n=8) | 46.58+14.00 | 4,847+2,915 | 159.57+£79.78 | 52.11+28.61 | 0.29+0.05
F | m E* (n=3)| 35.07%+7.60 3,171+880 140.08+2.34 61.63+19.19 | 0.34+0.04

Mean+S.D.
% Child-Pugh ¥EIC X% 7' L— o3, BE(T 7 2A), WEE(T 7 2AB), ®EW 7 20)

@4 L MERIDOFE (B35 . TV ST —LEEORE : AEANT—%) ™

SMEN DR S . o R OB E O (18~40 k. 41~60 k. 65 kbl b, FHEH L&
104 27V EFTY—% 15 mg HERAOKLE L, 7V 77— /Lo mFEREhEIC &IE T4
EMERID B OV TRET L7,

feE S (65 WL L) ICBFAT I TSIV —LDr VT IR %, EEmkhE (18~64 %) LV
B 20% I8 -8, ERE 3 FOFEREIZBIT AT Y v 7 Y — L OImETENRE (Cmax. AUC., CL/F
) AT, FEROREITED 5N o2, Cmaxe AUC: KN AUCIZIF M il & /R [ 23 & -
T, REEICLDLOT, OB ETENEEZ DR,

1. Z0ft

DREER S RN 5-5858 2 TV 7= REEE R SR B BE AR AT O i 5 °2
TSR A N B B kB V. BN CE B AER P ERR SRR G mERRR Y, T
7T — VEERIOAR BAERER 5 35 0 D FF 8 BEBR A H N CARKI DR A N - o REEE R 3K
BN REARIT 21T o 72 (RF 389 5], 7968 ANA 1), BEEEAH NN G- O REERIZEY B BT O I 2
L—yay (LUF, PPK¥Iab—y=a ) fRED, BARAD CYP2D6 EM ! (Extensive me-
tabolizer) (ZAA] 400 mg & TN 300 mg Z Hi[E#H 5 L72 & &, Cnax XV AUC.1T 300 mg & Lk LT
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400 mg £ 5 TEI o 7o, A 400 mg T} 300 mg A EHTAMIC K E RS Lz & & | fugEh T )
VT — VIR 4 BB BGET [ (IR 1238) (84 H) ] £ TICIRIEEHIRIEBICE L=, /-,
AUCasa IZHL R G-I & Lhifig LT, EHFIRIERFIZITH 3 51272 o 7, AH 400 mg M OF 300 mg % B
NPNICRER G L2 ofEh 7 ) ©F 5V —u b T 73 EO f I Eix 56.56~188 ng/mL T, A&
FFEIE 5L, 7V ©7 7 Y — 88Kl 6 mg/ H G RO EFEREBIZE T 2 MEH TV s 7y —u
hT 7EEOTRIE (42.980 ng/mL) 16T U VT TV — LEEH] 24 mg/ B & 5RO EFEIREEIZRBT
HT7VET T =D Cmax D RAE (310.160 ng/mL) £ TOFPHANEZHER L=, £7=. AHl 400 mg
KO 300 mg BEERTH AN B 565 O EFIREEICB I 2T 7 U 77— VRO P fifix, A
5459 100~118 HTT U B T V' — LEEAl 6 mg/ B GROEFIREICB T H21EH7 ) v
=)V b T 7REORRAE (42.980 ng/mL) LLFIZIK R4 2 Z L0 fEE Sz,

500

--v-- EM &, &#| 400mg
—e— EM E, K#| 300mg

400+

300

200+

g 1007

m#Ep7 1) ETSV—IVIRE (ng/mL)

0 7 14 21 28
&5 ®&EE (B)

IHER BOFTVETSY—ILEHR 24mg REBDOEFEIREEIZEH 1+ D Cmax DR AE(310.160ng/mL)
THER BOFUVETSV—ILEHR 6meg IREBOEEREIZFH (TS Cmin D R{E (42.980ng/mL)

(BERHANRSHOBEAEMBEREIT S I 2L—2aVICKbHAARAD CYP2D6 EM B (ZAKH
BEZSHOMPEFTYETSV—ILOREDHRE (PRIE))]

(BN SROBEAEMEERIFTL S AL—2avIZEB3EARAAD CYP2D6 EM B ZAHK
HEKBZEEROT7IUETSY—ILDOPK/ISTA—4]

B5E tmax (h) Crmax (ng/mL) AUC2s4 (mgh/L) AUC. (mgh/L)
300 mg 273 (149 - 632) 64.1 (26.3 - 143) 36.2 (15 - 79.1) 117 (67.6 - 200)
400 mg 273 (149 - 632) 85.4 (35.1 - 191) 48.2 (20 - 106) 156 (90.2 - 266)

RAE (90%(5#H X H])
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(o)

o

o
1

--w--EME &O07)ETZV—ILEHR 24mg EEKETIZT,
A& 400mg+ O 7Y EFSJ—ILEEAR 12mg(14 BR)
—e— EME, #O7YETSYV—ILKEHR 24mg EERETICZT,
AH| 300mg+RAT7Y ETS Y —ILEEH 12mg(14 B
-—-D--EME #O7YETSV—/ILEH 6mg EERETIZT.
AE 400mg+EOT7 Y ETS Y —)LEEH] 6meg(14 BRI
—O— EME, 07 Y ETSV—IL&EH 6mg EERETIZT.
AH| 300mg+EOT7 Y ETSY—)LEEFI 6mg(14 BRED
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m#Eh7) EFTS J—ILEE (ng/mL)
)
Q

16 20
B 5% ERE GE)
LIEHAR  BOFIVETSV—ILEEHE] 24me R EFHDOEEREIZH TS Cmax D RE(310.160ng/mL)
THAK: BOF7UETSV—ILiEH 6mg IHEBEDOEEREIZEH S Cmin DR {E (42.980ng/mL)
(BRSSO BEAEMEEMRFT I aAL—2avIZ&BEARAD CYP2D6 EM & ZAHK
REHFBSHEOMFEFRTIVETSV—ILOEEDHE (FR{E)]

24 28 32

(BESHmRNEEROBEREYMEEMRITS S 2 L—2a VI BBARAD CYP2D6 EM B (K
FIREREHROEEREICEFTEATIETSY—ILO PK/INT A—4]

?Q’—?_'E tmax (h) Cess,max (ng/mL) AUC2s4q (mg-h/L) Css,min (ng/mL) Rac (AUCzsd) a
300 mg | 171(109-269) | 188(110-315) | 114 (66.3-195) | 141 (77.6-251) | 3.15 (1.71 - 6.18)
400 mg | 171(109-269) | 250 (146 - 420) | 152 (88.4-260) | 188 (103-334) | 3.15(1.71 - 6.18)

LA (0%(FHAXM) . a: Ra(AUCasa) = A IRAERF 0> AUCos/ BAIHE 5150 AUCasa
Fo. AANT, 482 1 BEORFECES T A TH LA, MBS 4 BREZB2 25810 T
& BB A A N % G D REEE SR B RE AT IC L v R 2 L —va V& ER L7Z, HAAD CYP2D6
EM FUCAAI 2, 3, 4 K10 RIEERGBNZNEN 1, 2, 3 k4 HENZGEOMERT U B F
Y VOREHERE (PRE) 2 TRICRT, Rk, AFIRGETT Y © 7T Y — A BERIIED 6 mg K&
W24 mg DHFE 2 ODONNF—NZHONWTV I 2 b—varaEhLi,

AR GRTT )V ET T — VR RN 6 mg DA, 2BAZEEN 1, 2, 3 KO4EENT-EX (1
BIA#G% 5, 6, 7T MO8 H) OiEdh T ) e — /Lo (PRfi) 1L, 62.8, 54.6, 46.5 &
W 41.1 ng/mL Tholz, 2RBEEGN 3EL EEND E (1 RIEREG%E 7THEHI EFR), migEph7T U
BT — L OEE (hifE) X, 7TV EF T Y — L8R 6 mg/ H % GO EFIRIBIZHB T D Cmin D
HgLfE (42.980 ng/mL) & RIFRE IZZNLL FICIK N L7z, SEIHLEOR G2, 1, 2, 3 K4
Bz L& (B G#% 5, 6, TRO8#H) omMifEth TV 77— L olRE (FRfl) X, Wih
L7V ET T —LEER] 6 mg/ H £ GREOEFIRABIZI T D Cmin D RAE (42.980 ng/mL) UL ETH
-7,

AFEGRTT V77— VEERIHEN 24 mg OH4E, 20 HESG1, 2, 3 KN4 EENT- X (1
mIH&EG5#% 5, 6, 7TRO8HE) oIt 7Y 77— /L ORE (FhRfi) X, 64.3, 55.2, 47.1 &
W41.2 ng/mL THo7z, 2EIBEGN 3HELL EEND & (1 EIEEG% 7TE ERGE) . migEf 7V
BT — L DOEE (PRfE) 1, 7V BT — L EER] 6 mg/ H R EEEO EFIRIEIZI T D Cmin D
g (42.980 ng/mL) & FIFEE X EALLFICIR N Lz, 3EIBLEOR G, 1, 2, 3 KU4 @
Bhizb & (E&#EhH% 5, 6, TEO8H) omiEhT ) vy — LoEE (FRiE) X, Win
L7V ET T —LEER 6 mg/ H & GREOEFIRABIZIS 1T D Cmin D RAE (42.980 ng/mL) UL ETH

> 77,
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(BHAmANREHORBEREMBEET S I 2 L—2 3 VIC&DBAAD CYP2D6 EM B TAH 2,
3. 4 RV 10 BEH®RENENEN 1, 2. 3RV 4 BENBEOMNEREFTIETSV—ILORED
¥R (PRIE) : XEIRERIOT7 ) ETS J—ILEFIAE - 6 mg. %400 mg 5% 14 BEGHA
TVETZJ—ILiEKIAE -6 mg]
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LLIEZDRBREFEET HEFICIL, AERLOBRELNERMEEZ LES LTSN DEEDHR
E452¢LéL. BEIIHIz->TIE. MBEEDIEZDHRETHICITIT L, [1.2, 8.4, 8.6,
9.1.3. 11.1.638]
(fi)
BAOFNcBNT, EWNROSNETHERIFN Y 873 R—3 2 BERIRMESIEZ £ 5 B8 3 7208 151 5 1 Ik £
HREHE & L TIE S, AAMEICRB O TR TICE S EM b S STV ET,
Fio, KETEM S N2 EREOEAE FRFE (RAIXE ENV) Tk, REOXIRE oI EER
FUHMIREE O F 5B I2RB W T, SMBEICEET 2 A EFREBO Y A7 NEEDL T ENREBINTH
F9, LovL, MAKMELRZ ICBWTIIRBOFRIRY 27NN L TWDAREELHDH Z & nb.,
FEERGURE IR O H & mipE I BE 3 2 A HEFR L OBRIIZRICITMH I N TOET A, KA
NS OREDOERRFICIIBIE SN TE LT, AFNZ DU R 7 EFIZEET 2003 AT, BlREA
TIHEMHREHREO R G BF BT 5@ ICBEE T 2 A EFLNRIT D IEMRR Y R 7 7G5
NTOEEAN, B TOMER EOEEORHEEONS B AW TITHER AN E A 54 KR 22 e 3R
FREEEN (R 14 4F 4 A 16 HAF BESZERE 0416001 5, Fpk 14 45 11 A 7 BAF EHEL 54 1107001
) ACESERHE L CODRIEITER, AFNCBONTCHESEDEARITEEZMET S LEL
7~
B, KBNOFHA LTEAZRORERAER, P I MEEICBIT AR ST E Y — FOFFRE « BHRIMH O
NEEIBMIAGREE £ CORKRBRICB VT, BIEH & U THIREME S, b7 v K= A BRI TR IED 3
Hixd 0 FEAN, ERALUSNECTOmRE B HRE FEER) R0 £7, £/, KEIOHA KM
SEAGRIRE D ERIREAER, PR 1 BEFEICB T 250 =8 Y — ROFR « FERIH O 2hee B MAGRRE £ To
EEARARER 23V T, BIEA & U CTHEIRIE 1/360 51 (0.3%) [FEG IS AGREE 1/228 fil] MiR® HivE
Lo, HRIC, BERIE UTZ OBEERE S U < ITBERIS O FHERE, B, B OB RKE OGN %24
¢6$%’ . IRE EORRMENERMEE ERS Sl E A5G OREE L, AEE O RE SRR O
B2 01TV, EEICES LT EEN,

128 B5(12H=>TIE, HoALHEREMERAREER T DIEENHS L E. BERVZORKIZTZIC
FEAL. OE. B8k, R, R, 2B, BABRFOREITIEL. COLSWERNH LN
BEICIE, ELICEMOBEERITALSIEETH &, [1.1, 8.5, 8.6, 9.1.3, 11.1.65H]

(fiEt)
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@ﬂ%z%ﬂé k

Lﬁwﬁﬁ% IO T, EBRIOZEA2ZIT 5 &,
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DG 2R T TIZE W,

23 7 RLF UV (T RLFVUETF 74 5F 2 —0RKERE. IIHEERICEBIT LS L
NIBEMEHMZMH AT 256 %2R<), 7o rz2REmoE [10.1 2]

(fi0)

FURS R 3@ O E HIH T,

AENIT RV v a1 ZHRERERZE L TWAHH, 7T R+ va, BZREHEEETHIT N
VHEU U EBFR LTSS, 7 RL U o0 B REAMIER MEBAL & 72 0 | i ERE FER AR S v E
TOT, 7 RLF U EDOPFHITRET T &N,

720, TRUF U&7 F7 40 7% —0ORAIEE, Xl EHEEKIZ BT 2R S L < 3B
BT 2B AT Z 0B TIEH Y 8 A,

2.4 KFN O RS x UIRBUE ORI O & 5 BH

(fiL)

ARFN DA FFRIEAGERE OERARER, DR I MEEIZB T 2508 Y — ROMH - FRIH O LhREE
DGR £ CORRKREBRICI VT, BIEM & LTHRE 1/360 #11(0.3%)  [Hir K& FRIE 1/228 fil]
DHESNTEY, £z, ERNLAUSETOmRE B REICBNTT T 7 1 7 F o — BEERH) 3%
HEEnTHhET,

ARFN DRGNS 2 BBUE OB & 5 BF I, AR BHEG L25E, FOUEBUER R BT 5 7]
REMEREWEEZX DN ETOT, AEN ORI LIBBUE DO BEERE D & 2 BEITIT, ARBN OB %28
TLIEEW,

TFT 4 TR —IZOWTOFEMT TVIL 8. (1)11.1.4] OHOMEHEZ TR TZE W,

- DREXIIHRICEES SR L TDEA
V. 2. HREREHRICEES TR 2252 &,

. AZERURAEICHAET 5B L TDOER
V. 4. FiERURZICEETSEE] 223752 &,

. BEELGEARMGERE LT OER

8. EELEANEE

<;7]FI|:AIE>

8.1 AFNIFe A TH Y | FEHIEROFER L OHRO P Z BT 2AITH S Z L, Ak
HOIEFEEOPEMIREOI A 2L E L 32 L9 RAREREBZITIHAN W &, £, &
HE G BTz > I TORICEET S Z &,

811 —JERE T2 LELICHEY 2 RIMNPERRT D HER RN, FOAFIE G OLEEIZ W Tt
SCRRFT L. BWER O TBL. BWERFRBIRFOLE, W& G EIZOWTHSEETHZ &, [8.2,
11.. 13.1, 13.2 &H]

812 MBERIIT VT TV — /W LBEEORBRN 2 WGEIZIEL, STRAT Y ST Y — VllE % &
B L, DEMEEZER L%, AR EHRE5T52 L,

813 MEILT VT T Y =LK DEREOBRBRNHLGETH->TH, BfE, BROTIETT Y —L
KA LS OFREFHRELEH L T HEE T, FHIE LT, BA7 U 77 Y — LR-IFIZE 0 &%
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FRRMERIAN L, BEROBER L OERO T2 BN E T 28EITH Y . AFOFHME - ek n

TV T = VAR OZE LT BE B O TR S, SrEH O IRECEE O FUS R R O §F

ArVELT A LS R ARLEERERE O, MR iInTHERTA,

811 — R G32 LHBICHY 2 RIMIHERR T 2 HIEN e BRSO X EIEL 95 ATREMEN
HY, ERFEOEZDITIHFAEEIT AV v BB £, —~H CTHREREZEENTTETHY, EEHK
HISALD DI I2NZ E D BIEIRO RO FREABIRF S L, A DI N2 &6 QOL dn)
EOHIfFENDREDRAY v ERH Y FF, FAIBGOULERICOWTIE, BEMEE+7ICBEL
THE 280, BWEROFES Ll e L@ 2id, B OREEDOBIZR. AHKI K O 5B bGHEF HF
HToRRO7 V77— LVOHEREZEEIZT> TS T ENEETT,

812 KFNDZENELT V) €T Y — VEETIEIR DL E LT B TR WD TRET SV TV E T, ARAID Fre
MRIFICTHHZLEZEBE L. HOLN LD TV ET T =T 2 B OMEZR 21T > T E W,

813 7 U 7TV — )LEELS DM O O HURHIREE D D ARFNO) 0 B2 T B T8 T 2 G001, Ltk
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JERDZE LT RICARIZ 5 LT 7EE 0,
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SICEETSHZ L, [8.1.1. 16.1.1. 16.1.2 &#]
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ARFNZ I3 1T 2 A NN B A 4 HRF O SEW B REABR OFE R L 0 . A4 300 mg M Y 400 mg H[AIH# 5%
DOIMAEFT VT 7 — REOH RS, 7 U B 77 Y — LEEAl 6 mg/H Ok Z 70 90l (42.980
ng/mL) L FICIEFT 5012569 H~83 HEHE L F L=, £/, ABIOBLRMANEE 5RO RHER 3K
WENREMET DL 2 2 L — a URER L 0 . AAI 300 mg KON 400 mg KIEFR 5% 0 IRREIZ BT B i
T VST = VBEORRENR, T U BT T —LEEA] 6 mg/H D~ T ZEOHRAELL I T
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HEETDEEHIC, BFERFEUIZOBERED L IXZ0ERIK 2867 5 BEF IO TE, MpEE
OUMEFEDOBILEE+/7124T7H 2 L, [1.1, 1.2, 8.6, 9.1.3, 11.1.6 & ]
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AR 0.2) SN 6| (1.2
FE bR e S AT 1] (0.2)
BoRE 1](0.2 TS B 11](0.2
Tk 1](0.2 L3k 11](0.2
THIRZE 1](0.2 L 11](0.2
K 1 i 1] (0.2) R R 1] (0.2)
9 DI 6| (1.2 ESEALIEIR 11 (0.2
RRESY 11 (0.2 R
R 2 [ (0.4) REBN | 2 ] (0.4)
AARSE 3] (0.6) % ik L OB A BHE
Syl 1](0.2 & BEETE BT 11](0.2
SELN 1] (0.2) TR 1] (0.2)
L] 6| (1.2) KRB B 7 11 (0.2)
EHHEEDRE 11 (0.2 KA E T 11 (0.2
N R 1](0.2
CEBIER e s 1] (0.2)
FE R
THTT 18 | (3.5)
R pE 1](0.2
DAFXRYT 4 | (0.8)
DA N=T 1] (0.2)
HERIMRBEE 5| (1.0)
YA BN 1] (0.2)
TEME R 1](0.2
NR—F V=R N 4 1(0.8)
IR 2 | (0.4)
BRES A RTT 1] (0.2)
i 3| (0.6)
TR L R RESEMRRE 2| (0.4
KGR 1](0.2
HIEEE
EE 1](0.2
i 1] (0.2)
PRMER £ 2 1 (0.4)
BB & OV T ARk
WiEAE 2 | (0.4)
ZITIE 1] (0.2
B R IS L OVE B HLfk
HIVET 1] (0.2)
REARE 11 (0.2
PR SR IR 1] (0.2)
BB & QR IEE
IS | 1] (0.2
IR, FEMRR L ORI EES IR EE
TEIRRE R | 1[(0.2

TRYYE R 2% T DIEBN R~ T2,
F—EGNZ BV CRI—FRPEEGED b L2546, 1 HICERN L TER LT,

MedDRA/J version( 26.0)
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HH

CRBRERRICRIZIHE
BES N TV

10. BERE

11.

13. BEHRS

13.1 fE4K
BO7 U e77 ) — VBAOSNE OGRS & Ok % B R #REIZB VT, & 1,260 mg £ T
T TR AR BB G SR AW TR, IR, MF 5. SR, R ok
DA INTWD, F£&E 195 mg £ TEFBIICIRA L72/hNRIck T, —@EoE#RE k.,
BIRFEOERAFEL L=, [8.1.1 /]
AN DHE D EFARRBRIZ IV TR ERIRAIC 2 58 (800 mg) F THAICARI A ER G I L7z
WENDH DN, BOF L U TR T S S ERITHE ShTunzn,

132 ALE
MEEITFIEH TRVWEBZ 2 b5, o, MAIRMOFREMENZ 2 N DEEITZDOREICYH
HWETLHZ L, [8.1.15H]

(figan)

G O &

ARHN O ER G OWEFICET DRHIRERIIH Y A, BERGOERLE L OIMBEE, @k

EER, BEOWA, KL OEREIICET L, BHROERVBEE L TWDAREELBEL TS

W, FTo, AMEROFBEBRZMGRICE=F2—L, BENEET L2 ETHLRBIELZITToTIZI N,

<BE>

MEENT . 7V 7T — i ERG ORI T 5 MENT ORI T 2 EHRIT B, 7 e
Z Y= VRIBEEAICEEICHEST 2 2 D, MENT TE a5 oFBIZIZTFHThaun

EEZLND,
BRALDOIE

IEY D774 HHEEKEHEA 300 mg - 400 mg

14 BRALOZFE

141 EFIFFRBFOITE

1411 AFIOERC B Te - Tk, BIEHE) 2#RGT 52 &,

1412 IRATOBERE (B REHNHK) CEBET 52 &, 300 mg /N1 7 /VITEE K 1.5 mL, 400 mg
R TIVITIRE AR 1.9 mL TRIET D Z L,

1413 FHRFGARI L, MBIEOSWEIZ2D X OIC 30 PRI LSIEE S L, BEIELZ L,

1414 {RBLEDICHRG T L, ROEHRTELICEGETERWESIT, A T AHICBWTERT
RAF L. A RHIUNICERGT 52 &, 22 L, ZOHREITRERNIC 60 HEIM L <IRE 5 L, ik
WD L,

142 EXRIESHOEE

14210 LU FORICHE S ToERE A WD 2 &, U2 MAEHRENS ONRNBENNH 5,

BEHAR G | 226G (), #oE I 1% > F (38 mm)

KT 90 kg K DOHA : 238G (F), #HoE X147 (25 mm)

RE 90 kg UL EDIGE : 22G (), #toE S 1%A( > F (38 mm)

142284 %, BEAHRAN UL =ZAHNICOREEET 5 & BIRNICITHEHICER G LianZ &,

1423 ANEFHC H 7= > TiE, FREOBICEETDHZ &,

(MPEFHPALIL, BSOS EF UL AR O E L, OFHAENICIERG LRn &,

QAT ERIALGRZ A & U, [J—0~O KB ERITATD 202 &)

@A T NVHN OB OFANTE G REIE U T FRICEWVERFREZERBNLEBICEE&ERET 52
Lo T, A TUNLOBRBUL I EIOARE L, FRITEETLZ L, [7.25H]

= G




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

55 160 mg 200 mg 300 mg 400 mg
R & 0.8 mL 1.0 mL 1.5 mL 2.0 mL

(DFEFHIOLNIESR, W EL 2D &N D,

GHESFHANLZ WL I ICBFITHERTHZ &,

(fiL)

CEREHI DWW T, ERRBR CHEM L2 DA OO S THEH Le5mE . @O iR E RS bR
WBZENLAH D F,

c BHERAL, GRS ARIR. BRRER TG L 72U OO S C B T B AR L TR Y
FHA,

(BRWAE) I WRE R ERBRE DTG 2L TANS VY O~ B| LA Z, BEHICe R
HL, XA TNVORRIIMEHL 2N TS &N,

<SR, RLBE, AEAS. AR ORI FIL L T D EALIERET THE LT E a0,

C HESHRAROS A AR, HEINLIBENRH Y 9, £z, EHHME b LI EyEBIc R
ZRIETAREER S D7D, BESBERVEIIITHEEL T I,

IEY 774G KEHEIA300mMg )2 -400mg ) oo
14 BRLEDIEE

141 EFIFRBFOIE

1411 AR OERC B Te - Tk, BIEHE) 2#RGT 52 &,

1412 FEFARLL . BEERSBEIC2 D X I 20 MR LSIEE S L, BESEDLZ L,
MAIHRBEDICHEGT DL L, RSOEGTEDICEGETERVESIE, KIBTHREFEL, 2 FFHUN
WCEETHZ L, L, ZOHEATHRERNC 20 BEMLIESE Y L, FRBE ST L,

142 EFIFSBHOTE

1421 L F ORI TR BNt Z WA Z &, W2 METRENSG LN WEBENRH 5,
B A G5 226G (FB) ., #tokx 1% 1 »F (38 mm)
R 90 kg Rl DA -

23G (), #toE S 14 >F (25 mm
—ABBEG | g 90 (1<Z)L)LL+0>§/E.\ : T )
22G (B), #toE & 1%1 »F (38 mm)
1422 AFNL, BESFHANXITI ZAFNICOREEET 5 Z L, BRNICIEEHI RS LnZ &
1423 FHAWNERICH 7> TE, FilORICHEET DL &,

(MIEHEALIE, BEBOMMU B U = oH L L, oOBERNICITEE LRnT &,
DEHBOLITERIASA R E U, [Fl—8A~OXEFEFI TN &y

QFE®% DAL, 1 RITEEEZHREGTDHZ L,
(DFEFHIALNIEIRG, WREEL 2D &N D,
GWEHENLE H ERNE I ICEEITHERTDHZ L,

(figan)

< (BIRWLVAER] ICEW, HlET 2560 (FEFEE) . HRFIRZ X< THER7ZS0,

U UERBLLS ETICRY, BBESBEIC/ S Lo L T EE N,

SRR OEEME R RO, 16 UL ERGE LGB ITH IR E 5 LT ES Wy, 2L, =7 —#x
BRITFRBRE CTX WD ME LTSN,

c FEFEHZOW T, BRREER CHEM L 72U DM O SR CHER L25E . @A mAE R E S S S e
WBZENRH D £,

< PR, RLEBE, REAE. IIRZE OESHRTALSS SR EL L T D EALIERE TR L T2 E 0,
TSRO ERE, HEINLIBENR S 9, £z, EHHME b LI EYEBIc R
ZRIFTAREER S D7D, BESBERVIIITHEEL T I,
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12. Z0HDOEE

(1) ERERERAICEDCER

15.1 BEERFERICE D < 1B
1511 RFNZ L BIEFIREAHDO LRI N RE I N TN D,

(fiL)

PO AR R O — B 721 E T,

PUR PRSI TR, AR, M EREERE | e ROUEREFZELIEL 2N I<MbATH
F, ZHRIE L BUR N TRV & b D 01T, ArEEE 7 1 v 7 (Adams-Stokes SEBERE) . QTe LR IEMERE,
FITITFNEIT L4 O TdP (Torsade de pointes) T,

AT, PURBEMHREO LEMEORED —2> L LT QT IEEN LIZ LIFERY EiFond Loz L
oo QTe ZIER S LHY & LTiL, FUEMRIELAMNZ T =20 el A 7 IR, Z8R’EHiS o
B, 7L A= FERHONTWET, L7ER->T, TAHOEYOIHICHIEE LTI &N,

15.1.2 #MECTEM S-Sl aERE 2 S & L 17 OFEFERRICBWT, ROT7T IV EF7—1
RN % B IEERPUB MR SR G 7 7 B ARG & i U, SJEEHEDN 1.6~1.7 Frr ol
EDOWEND D, FERITHEL Th oo, LIIER (DAE, BREE) IIEGYE (k%) 12
kBTN LT, B, BAT VT T — L 8H 0 3R (G938 5], FHEE 82.4 7% ;
56~99 %) Tl TR OMKMEFREE (WaEf, —RMENE B EE) ORBENT TR L
L TEMhoTe, o, SMETOEFREICS VT, ERPUBEHRIE G IEE PO HRIE & [FEkIC
WERD EFICEAGT 2L 0WMERH D,

(fiR=3)

KERMERDLF (FDA) X, @#iBaEREZ NG L Lz 4 SOIEEMPEAHRE (T 77—
N, TP JF T U ALY RY) 1ITOWTO 17 OEFIREER O R A2 T L. 3515 5.
BT 7 AR GREL g U TN 1.6~ 1.7 (FEho 7 & OFERICHES X 2005 4 4 AIZKEIC
B 22 TOEERGUEAFRIEOUA CREICEERE 2 R# T2 L5 LE Lz, SERIIHEA TL
7oy, FICOME R (DR, Z28R5%) TRYYE (k%) 1tk TLz, £7-. FDAX, %
DHELNT-FRIEERICB T 2 FFHE ™ ™ OfERICESE, 2008 4F 6 HIKEICRIT 22 ToER
K OFEERBURSARR SR O IRM SCEE I CEERE 2 R#f T2 K2R L E LT,

ZoxEEZT, ERNICEBOTHL TR TOPURBHHRE CRERICEEREZEHTo2 L LE LR,

(2) FERGEREAERICE D (1ER

15.2 JERRERERICE D < 1E%R

1521 Fo i (=7 A, T v b) O AFKGIC LD BNAFEMERBRICB W T, SLIRIER (M~ 7 2 3 mg/kg/
HLLE, MEZ > b 10 mg/kg/H) KOVFEAEMEE (M~ 7 2 3 mg/kg/ HEL L) OFRAELHED FEH R
HFEINTWD, Z2NHOEEIZT -®wECiImyF eI 7 F oo EREBEE L2 E LTEL
HHNTWD, 7y FOBAFHERBRIZIB W T, 60 mgkg/H (RO 7 U T Y — LEHFIO &
ERARHESE & D 100 f512FEY) HEO 51 CRIR R EE ORAEME O EFRHEIhTna,

(fizah)

FERRIRHBRIC I 1T 2R 0 & 5 HEERBROMS R ZFLH L TWET,

FothiE (w7 A, v b)) ORAFEERBRICENC, LRES (M~~ 2 3mgkg/HUL L, #Z ~ k

10 mg/kg/H) KRONFREKES (M~ % 3 mg/kg/HLLE) ORABED FAPRESATHES, 2

NODOEFEIXT sHETER e 7 7 F U miE L@ L2l E LTRE<MbNLTVET, LarL, &

NIRRT 7 FUBRED B EEEEROBEEIIAEICSN TOWERA, &5, TIET TV —

NOEGEZ e bTIE, MR 7e 7 7 F U RER ERSERNZEND, O T AKRDT v b

(A DN E N FRAKOEEF ML, & N COEEFEEEZ R TLOTIIRVnWEEZONRE L,

F2. 7 v FOBRAJFEHERBRIZEB VT, 60 mg/kg/H (e EFRHELEH B0 100 f512F0Y) OHEO& 5

CTEIBREEBOREHEED FAPRRESI N TCNET, EERAEHEED LFIXT IV ET T —LREIE

R\ 7o iR E 2 726 L, ZOMRMEMESR & U CREFREEFETE N A3 ke L7 2 LIk 5 2k

BRBNThDEEZLNE L, TUES S — LIl EEEL RSP, EERAEROBEMNNL S
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727> 72 40 mglkg/ AREDMEN O 60 mglkg/ A RFOIEDIRFE R (AUC) 1%, £ m AR HESE &
T 5 30 mg/ H L GROREERE (AUC) (I LT, MTHEHLIWIZI0fEEr-7cl &b, 7 e
TV =)V OREREM b EEREADOREEITRWEEZ bR E LT,

15.2.2 /L DO RAERE N 53 BRIZEB W TIRO 5 Wtk (Rfk, 18w, 1BA) 25 4 B ~52 RO
25 mg/kg/ A LA EOME T, RN FR IR O RS A AR BAR AR AT R 39 JHHFERD 50 mg/kg/
HUEOHETHRE SN TWD, WWIEIZT U © 75 Y — Ll Sk OEBO R S YV B Ciafi
EEBzLRELRVLB LD EEZONL, B, ZhLMREMO e MAH IR DIERE
(1 HE 15mg/H#5-, 0% 6 HIH 30 mg/ H KGR 1 £ 508) 1 VIR HIZ BT 2IRED 5.6%
LFTHY, 7z, & MEFHFIZEB T 2EMED 5.4%LL FThoTz,

(fi#=3)

FERRRREBRIC B T AR 0 & 5 HERBROMS R 2R L TV ET,

v T2 KA G- MR ER TR 9 N ThiE & OIS A AT . (FIRRIE P O JE . /N RRE N

D PAS MBI ARE) BNROOLNLTWET, ZOFIET VT I Y — L ORERGIZED , HEET

LT IVETT = LOREMORAEE BREBERAENE) O H~OHR#I L, & ORER Y

WIEHF CORME R B T2 OIHTH L2 R, BELZEELZONE LT,

L2rL, FRIZAT LD, b MEFFIZEIT 2EEEORAERIEEIX, VAR, £, B B

%%$T®%%§KmNﬁwot:kw%?UBf?7~w%tb:%;vrﬁﬁﬁiif&gbf%\

HRVEDI BRI H T D ATREMEDME < . & MEHH T O & OIS A ERRET AN BT 2 fa bk

BnweE26NnE L,

- b METFHIZBT 2 HEEORARRE DR KME (1 A H 156 mg/ A5, £ 0% 6 HH 30 mg/H &
REOBGR) (XY VI RIcB I D /ME (1 B 256~75 mg/kg/ H % 39 W% 58F) @ 5.6%LLFT
L7z,

< & MEHFICBIT D EEEOR S IRIREEORKME (1 HE 15 mg/ A& 5, £D#% 6 AI# 30 mg/H X1&
ROEERE) Xt MEHH CTOREEMED 5.4%LLFTLT,
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IX. JEEREREERICRE 9 SIRE

1. ZEIEHER

(1) EEZNEEEAER
VIEMZEIE(ICRTHIER | OHESMR

(2) REMEEAR ™

TIET T = O ERER A2~ T A (ICR), 7 » b (Wistar, Sprague-Dawley), E/LE > k

(Hartley) . 7% (New Zealand White) , 1 O X % H\ T, HRAFRER, BAMRR L OV

V. PE g R OMEBR 2R . (LA R 72 CICRIT TR EIZ DWW THF LTz, 7 U BT Z Y — LITFER

INZRRD HNTERIE 0o T,

O —ATENCRT B IEH
~ U AZHEWT, 1 mgkg L EOR A TEMMEDIR T, 10 mg/kg L EOR D # 5 TS D
KF, $FFLR O X L7 — 100 mg/kg £ NG T, RSO RE | IR N %S Bl
=iz,

@ HARE R IR B EH
~ U AZEBWT, 0.3 mg/kg L EOR N E THBSEBEOIH], 1 mg/kg DL EORE N5 Tl
EEOIE, 3 mg/kg UL EOREOEE TAF VL E X — LEEIRIFR OIER . 10 mg/kg UL EDFE
NG CEmIERZ R Lz, 72, 30 mgkg L EOROFE TR T N7V — ViR % |
100mg/kg R AFH G TA R U F=— X REEZ I L72, 50 mgkg L ELOROELE T~ AD
KiR%, 100 mg/kg UL EOROEETT v hOERIREK T W70, QUEEEET © MNES SRR
Dy -7 X/ EEE (GABA) 7 EEIZ R LT 105mol/L O L CHif L 7=,
X H R LT 3 me/kg BRI G CHKE OR U 2 S iRIERIE 2 88 L, IEIR T EE
JEHIZx LT 0.3 mg/kg LA EOFRIRNEE 5 C R BEH] K QNS EEAR B O3 | AR K OV I REAR
MOBEMERZ 7R L, 3 mglkg AR5 C H KBRS HIE K OV RIS X 2 R 7 B S i L2 s
LTIl ER %277 Lz,
<~ 7 AIZBWT, 10 mg/kg UL EOROEE THMEER 2R LT,

@ H AR R K OB o33 D 1EH
3 DA FEARRERNILN X D BEIEOINEIZ% LT 0.1 mg/kg LI EOFARN S 5T EHA 27~ LTz,
FHKBARICBS N CHL VT KLU UAERA (10"mol/L LLE) | fHEIFIZS W CTH T EF 12l
AEH (83X 106mol/L BA ), Hitk 2 & I AEH (108mol/L LA 1) L Ut/3 Y 7 A EH (105 mol/L
PLB) . IR ISR O THIA R Y Y B (3X106mol/L LU E) ZR L=,

@ PR K OMEBR AR R ATk DA
JRIFEA X 2BV T, % LCiE 0.003 mg/kg UL EOFRIRNEE G- C FREAER 2. DI L
TiX 0.1 mg/kg LA EDOEARAN B G- CHIMEM %2 . REREMRMFTEE (2% L CTiX 0.01 mg/kg L EDOF:
RN G- CTHENVE 2 7R LT, DI x LT 0.03 mg/kg DL EDOFRAIRN S 5-C T K O & L
0.1 mg/kg UL EOFIRANEE G- T QT RIFROBE DIERAEH Z =T BN b o7, £, Ll THhEE
OV O BARTE BV EALEIZ BV T, 0.03 LT 0.3 mg/kg §IRN G- CHTEEREER, A
TIHWER B OGRS E L D O A B A IS & OV 3 i #2 O L (E L AR A2 HEHT o 3k
DERZ R LT3, 3 mglkg FRIRNE G- CIERE MR R R ORI SE8EH . e TRAER. %)
ISR R OVEE 3 WG B D R = 3 B HL 7=,
MR EA X OBIEA Tl 100 u g LA E Tk REMEERMER. 300 1 g il it & INTEH &2
=~ L7, HEK-293 fifiz351F %2 HERG &Eitiokt L CTHIflfEH 27~ L, ICso i 0.263 1 mol/L
ThoT,

® WLERICRT D1EH
30 mg/kg L LR N H T, ~ v A DO LEE@ERICY L CRERMEERZ R LR, 7 v B
O FHEE), ER M T IR UWAMIK LTI, 3 mgkg FRIRNERYS) £ CTREZ RIFEholz,
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ZOHOEEHR
TR L

2. FMAR

(M

(2)

(3)

(4)

HE%5 SR
SD %7 v b, =a—Y—=F L RARTA MNZW) R U F UL — 7V ROFGHRANICHEEIE G L7
B, WTRORBRTHAETIIALNT, /Bt EITMERED T ~ h T 100 mg/kg H., B X T 200
mg/body #, HEHED A X T 400 mg/body #8 T - 7=,

REHRSSMHHAR ™

D SD %7 > FaHWT, 26 BFFEBRANNE G5-EMERER (0. 25, 50, 100 mg/kg/#E, 4 JH[H
IR MEARET : 100 mg/kg/ill) %30 L=, #5130 1 B, AA%BEOEESMN (FA% 5, §F10) 12
BERAT~72 T IV T TV =N EGICL DA oTe, BERFO#FEEE LT, AT
BT ORERRE K& O Ei 3 & 5-1% — PRI & B GRETA DAL, SRR CIlI B G- EALAR I SRR DILAE 3
I BRAE R P 0 S VX PR R PE O PRI ZE B 28 28 SEARRS SR PEREE ) & & BICERO HITe . ZOIMITK T 55
MISSIIRERIC L D IHKR LTz, 2FEo@mEs LTI, 7 v bOKER D &5 5ERER & FiE0 £
DO BT, MR TIX 100 mg/kg/#H, 1 TIX 50 mg/kg/ il TH - 7=,

MO B — 7 REFWT, 26 #E (0, 10, 20 X 40 mg/kg/#H, 4 BRFEEEMERG : 40 mg/kg/
W) XL 52 HME (0. 10, 20 X TF 40 mg/kg/iE, 26 WEEEIEMERTT © 40 me/keg/ ) B AN& 5
MR A i Lo, &5 1308 1 Bl EABEORESM (E4A% 6. & 12) IAKRIT>7-, &5
AT DM & L’Cﬁ%%@%%ﬁ&“ﬁﬁﬁﬁﬁ'ﬁﬁ TH GBI, JREARR A IR R M 0 P ZERE A 73 AR
ratEREEY) & & BT O BTN ZOFEMITKT 5 BYONTIREIC LV FEoncEE Lz, 28
PEOFTMEELITE O b, Wk Bt & 12 40 mg/kg/il@ TH - 72,

EEEERER T

#iE 2 O 72 DNA B3B8 © DNA HIEFH IR0 b, MR 2 V7218182 BB i
TEMALOF IR S BB FERFRIEIIRD SNl noto, ~ 7 A Y o8Bk L5178Y Mifatk &
AW TF 2 P r ) — Vil n S s RRBR T, R L O A IR S &G 2 RB R
RO Lo Te, Tv A =—ANLAKX—flifsk CHL #iin % FH\ 7= in vitro Ye ok B 580k ©
X, REHEM L OB B4R O T A EEZ2 R Lo RE ISR W Gl m eI IR 3 2 R EH I &
5 EEBEZONDREAREFEFRENRD b, HEREOES (50 mgkg~200 mg/kg) L7- ICR
T~ 7 2 OB B A T2 MERRBR IZB W T, 100 mg/kg K O 200 mglkg B T/NZHEFE DHINA
HOENTZD, ~ 7 ADKIE MR U2 B S0 T CfT o 7B/ MEBR Tl 200 mg/kg (2B WV TH
INEBREE DHEINE A B e inoTe, LI o T, BB AT/ IMESEE OSINE O HFURE A 3¢ & @5
ETWD B R AEESR OMHIVER SRR U7 AR I X DY @R R BES RN & B 2 ML
77, HEIFROES (125 mgkg~500 mg/kg) L7z F344 217 ~ S OWHEEZEF M Z HVWC, 1
vivo-in vitro FFARTEH DNA &5k (UDS) ZHIE L7z, DNABIEFERETRO N7,

MNARMEER ™

IREEH G2 X 5 104 8[R8 SRR ER 2 ICR Rk~ » 2 (0, 1. 3. 10, 30 mg/kg/H) KU F344
RMEREZ >~ & (0, 1. 3, 10 mg/kg/H) MW, & HIZHHIRE O #5128 25 104 @A AR ER
% SD %MEREZ ~ + (0. 10, 20, 40. 60 mg/kg/H) %ﬁﬁu\f%ﬁ’@w_o

IREF P GBI BT, fMOPURBHIRIE & gk % I 7 e 7 7 F R EOEEITER T 2
LEZ BN D IIEG R RO~ 7 20 3 mg/kg/ AL EKOT v h® 10 mg/kg/ AR
TR AR O M~ 7 2D 3 mglkg/ A UL ETRD bz,

AR ARG T v MR TI %u\{d@tﬂﬁbmﬁnﬁ%ﬂ (RHBEEIC KT LT 41% D) MRaxbHiT= 60

mg/kg/El%i@lHﬁET B R O i (IR & R 2 5 o R T I O 38 AR B EE S NN 3R BTz,
B DIER, EEOHEIN, Ri (ﬁb&ﬂ?&?)\ﬁﬂﬁ(ﬂ?) ODﬂHE@%I{BZ/}\ BB DO FSIEFETE 1 D
imbﬂ%) B b, AANTELEEZ RS T mHEO RIS F R I | B 7 e

EP b E B0 L, T OMNEMERIG & LTI EE s @@i%burﬁxﬁﬂw%ﬁ L=z, ZIREICHE
BEORADEN LD EEZ BN, BERAROEMPA N> T2 40 mg/kg/ EI FEDOME N Y
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60 mg/kg/ A BEOHEDRETE & (AUC) 1, TN Lk mgRHER &Ik 2 E (AUC) IZxfL
THITRED DT 10 im0 o 72,

(5) EEHRESMHAR™

OIEHRAT M OSEARAT N 5588k (Z > B)
SD#T v F&EV, MEMEC 0. 2. 6. 20 mg/kg/ iR M 54 238 L . MEICDZ 0, 20, 40, 60
mg/kg/ B RO #5353k & 3t L7-, Tl 60 mg/kg/H. METiX 20 mg/kg/ H ¥ TOH & TH/
SZHREICEZBIIR N2 TR T v 7 7 F U EINCGERT 2 £ B 2 b b8 ERIEH O
FER N 2 mglkg/ H & TR O, BHIERHE BRAIE L ROBE 228 INA 6 mg/kg/ H LA B2, ZZHLH
BOIER DS 20 mglkg/ HIZ R b7, REMICEBETERCD O R 572 20 mg/kg/ H TIER AR O
RTF2 R BT, EEFrE BT D 45D 60 mg/kg/ B MED EFES 2 mg/kg/ B Al b6 2728 6 mg/kg/
B & ST,

O R B TR B 5-305R
SD %7 v &MV, fEEEWIZ 0. 3. 10. 30 mg/kg/H # A5 Uiz, REEMWICIREE NI
e OMERE B/ O R 572 10 mg/kg/ B LA ETAGMED FER O EEHI OB AEA L 51, 30 mg/kg/ A
TR OBREIER | WBIRAEEOK T, E(LBIE, (KEEE 20 ORER FEAL, RO/ NMER O
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HELECEEOHD Y, 100 mg/kg/ B THRER F R OVEEN L o4, IR Tk 30 mg/kg/H LA L
THRIREEDIX T, 100 mg/kg/ H THIKBIEL ORI, BHZR L g SEES (BRBAENCH
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HAR & 4 10 mg/kg/ B L HIBr<n /-,

(6) BFTHRIEKMEAER ™
SD%7 v Mz 0 (EFRAEHA), 75, 100 mgkg DHE (REAE ; % 0.5 mL/kg) % HEIFHANE
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ToRER, SRR CIXERARY OIS &R T BN B G O PIZ A B v, WRER A IR RO
I ZERE 28 DS FRARAE f EE S ) & L DICRD DL, ZOFEMICKIT A KO B ISIX, &% 57
A2 L CHHR LR, BT 2D o 72, BGIENLIZITIREE 72 i AR E & iR i
IR OBEEEZIL L A DTN, Be5% 2 E TO—mBEOELTH 5 7=, H AST & U CPK
WCRE XA LN o7,
E—7 v RIC, 0 (EEREAK) ., 150, 200, 300, 400 mg DHE (FE5ERE ; ImL 2% 41 » b
HUNE 2 T BHEIFAAEE LR, 5% - mEoBiT L RES A& TA LN, &5
FHI21E 300 mg DM & 400 mg DM TIEH G- L 72 B ME 234 H 41, 400 mg OMECIEfhiz iR C
DTN DT 2B G LB e IR Uiz, MEFAIRE T, AREL M L CAmER (4
HER) BT 47U ) — A OB EE B8P S, MR LR Tl K
HITER L2 BE IO b oz, ST, BEM OIS Z -3 AaBEN G RICA D
A, TRELARAR I IR T B AR O BSOS & U CIRJRME O P ZEREZ DS SARRE db A 1 & &
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BIGY - TVET T — Kkl Bl
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. (YJ=— k) AT A a— R
[EHE S — R
= g A
- U7 7 A R 1179410E1027 | 1179410E1027 124096201 622409601
EM 300 mg
=5 ik %
I U7 7 A FHEK 1179410E2023 1179410E2023 124097901 622409701
hiEH 400 mg
=y gk %
=BV T 7 A FRE A 1179410G1028 | 1179410G1028 124098601 622409801
fHIEM 300 mg ~ U >
=y gk %
BV T 7 A FRE A 1179410G2024 | 1179410G2024 124099301 622409901
e 400 mg ~ U >

14. RIREAFLDFE
REIN TN




SR

1. BIFAXEK
1) HNEE  BEfRRN& SR (2015 45 3 H 26 H&RE. CTD2.7.6.1)
2) tENEE : KER AN GRER (2015 4 3 A 26 H&R, CTD2.7.6.1)
3) FEANERL : KA = AN R
4) FENEE - WEANKIE = AN R
5) tEPNEEL : B O GRIIE &2 x5 & LR BR (2015 4F 3 A 26 A&, CTD2.7.6.2)
6) Ishigooka, J., et al. : Schizophrenia Research. 2015; 161(2-3): 421-428. (PMID: 25556976)
7) Kane, J. M. et al. : J Clin Psychiatry. 2012; 73(5): 617-624. (PMID: 22697189)
8) Bl « EHHI DR G RFIIE & x5 & L7 s AR RS (2015 42 3 H 26 H7&H. CTD2.7.6.2)
9) PRl TEHFI OB T RIFEE RS 255 L Lz EEREE B et (2020 45 9 A 25 HAGE,
CTD2.7.6.1)
10) #EPNERE : EEFI OB AR T Bl E R 25t g b Uz EERILE R 5388 (2020 £ 9 A 25 HAGR,
CTD 2.7.6.2)
11) Burris, K.D. et al. : J Pharmacol Exp Ther. 2002; 302(1): 381-389. (PMID: 12065741)
12) #ENERL : 7 v MK R332 Do KO Ds ZFEA~ORBE O BFE (2006 45 1 A 23 HIKRE,
CTD2.6.2.2)
13) AENEEL : B XX IV RO e F =B ERA~O BRI (2006 451 A 23 H7&RE, CTD2.6.2.2)
14) Jordan, S. et al. : Eur J Pharmcol. 2002; 441(3): 137-140. (PMID: 12063084)
15) fENERL : 7 v MRIEHRET R LU B IR~ B (2006 4F 1 A 23 H7&GR, CTD2.6.2.2)
16) thNERE : FFREZARE~OBFIE (2006 41 H 23 H7&F., CTD2.6.2.2)
17) #NER: T~ b FERERTEM Y 0 F 7 F 2 RSk 5 7EH (200645 1 H 23 H K. CTD2.6.2.2)
18) McDonald, W.M. et al. : Mol Cell Endocrinol. 1984; 36(3): 201-209. (PMID: 6540722)
19) Harley, E.A. et al. : British J Pharmacol. 1995; 115(7): 1307-1313. (PMID: 7582561)
20) Tadori Y et al. : Eur J Pharmacol. 2008; 597(1-3): 27-33. (PMID: 18831971)
21) Gudelsky G.A. : Psychoneuroendocrinol. 1981; 6(1): 3-16. (PMID: 7017786)
22) fENEERL . w7 AT 2 T I RGNS A 1EM (2006 4F 1 A 23 H7KFR, CTD2.6.2.2)
23) HNEE : T v MIBITHEa b= ARRIEENC R S /EH (2006 4F 1 A 23 HK#, CTD2.6.2.2)
24) Lejeune, F. et al. : J Pharmacol Exp Ther. 1997; 280(3): 1241-1249. (PMID: 9067310)
25) fENEEL: 7 v bR b= 5-HT2A A RIS 2 3K P RURT (2006 4F 1 A 23 H7&G8, CTD2.6.2.2)
26) Hirose, T. et al. : J Psychopharmacol. 2004; 18(3): 375-383. (PMID: 15358981)
27) FENEER T b B DA S SR DA (2006 4E 1 H 23 AR, CTD2.6.2.2)
28) fENEEL . T v Mk T L= 7V 7 MTEhcxtd 21EH (2006 4F 1 A 23 A&, CTD2.6.2.2)
29) Kikuchi, T. et al. : J Pharmacol Exp Ther. 1995; 274(1): 329-336. (PMID: 7616416)
30) Inoue, T. et al. : J Pharmacol Exp Ther. 1996; 277(1): 137-143. PMID: 8613910)
31) Park, SW. et al. : Eur Neuropsychopharmacol. 2009; 19(5): 356-362. (PMID: 19196496)
32) Bourin M. et al. : Psychopharmacol. 2009; 206(1): 97-107. (PMID: 19517098)
33) HENEE: T v MBI D AKIOEY TS B R EBER I 2 IEIEA (2015 45 3 H 26 HIKRR,
CTD2.6.2.2)
34) AR - FEEH O R R B REARAT 2
35) thNEEL  RHERIEM B AR K OE ) T (2015 4= 3 H 26 A&, CTD2.7.6.3)
36) Kubo, M. et al. : Drug Metabol Pharmacokin. 2005; 20(1): 55-64. (PMID: 15770075)
37) HNEE by — L EOMAEH (2006 41 H 23 AR, CTD2.7.6.3)
38) HWNEEL : F =T L DMAELMEH : (2006 4F 1 A 23 H&ARE, CTD2.7.6.3)
39) Azuma, J. et al. : Eur J Clin Pharmacol. 2012; 68(1): 29-37. (PMID: 21739267)
40) fENEEL : IR B EOMAIEH (2006 4 1 A 23 H&GR, CTD2.7.6.3)
41) Citrome L. et al. : J Clin Pharm. 2005; 45(1): 89-93. (PMID: 15601809)
42) Boulton D. W..et al. : J Clin Pharm Ther. 2012; 37(5): 565-570. (PMID: 22943745)



43) Schieber, F. C. et al. :
44) tENEE}
45) FENEE
46) tENEE
47) tENEEL
48) fENEE}
49) tHNEE}
50) #LPEE

: Hum Psychopharmacol Clin Exp. 2009; 24(2): 145-152. (PMID: 19132712)
n T B RN EOMEIER (20124 1 A 18 HAGE, CTD2.7.6.2)

=X —)v L OMAER (20064 1 A 23 A&GRE, CTD2.7.6.4)
7rEFVULEOMEMER (2006 4F 1 H 23 H7K#R, CTD2.7.6.3)

TXAIBAMT 7 EOMAELEM (2006 41 H 23 HA&AR, CTD2.7.6.3)

U7 7 U OMAELER (2006 4 1 A 23 H&R, CTD2.7.6.3)

FAT T =L OMEAMEM (2006 4£ 1 H 23 A&2, CTD2.7.6.3)

TSRO RGOy EiE (2006 4E 1 H 23 H&ARE, CTD2.7.6.3)

51) Boulton, D. W. et al : J Psychopharmacol. 2010; 24(4): 537-546. (PMID: 18832427)

52) HPNEE -

53) HNEE :
: BN D2 S BIRA~OFES (2006 4 1 A 23 H AR,

54) LB}
55) tENE )

56) Schlotterbeck, P. et al. :
57) fENEE
58) PGk} -
59) fENEE
60) #LPEE
61) fENEE
62) tENEE
63) fLNEE} :
64) ENEE
65) fENEE
66) fENEEL:~ 7 R IZ

67) ENEE

68) PGkl -

TSI O REEE I SR Eh e fEdT (2015 4E 3 H 26 H &2, CTD2.7.2.3)
XTI NA T XA T YT 41OV TORER (2006 4 1 H 23 A%&#R. CTD2.7.6.1)
CTD2.6.6.4)
ARSI YE K OFLHH AT PERRBR (2006 4 1 H 23 H7k#R. CTD2.6.5.4)
Int J Neuropsychopharmacol. 2007; 10(3): 433. (PMID: 17291382)

7 v MIBIT DR A KGN MR (2006 41 A 23 A7&GE, CTD2.6.4.4)

b i dEE AAEGEER (2006 451 H 23 H7&FE., CTD2.7.2.2)

FAEEY) K Ve oG E AR A HER (2006 4F 1 H 23 A&, CTD2.7.2.2)

H A 53Ry EhREEER (2006 4F 1 H 23 HARE, CTD2.7.6.3)

FRBW DO ERKICEET 53R (2006 4£ 1 A 23 HKZR., CTD2.7.2.2)
KFEE K e N OFFIZIC X 5 in vitro fAHFER (2006 4F 1 A 23 HA&AGR, CTD2.6.5.5)
= b%’%fﬁ%%ﬁiﬂﬁ IZ & % in vitro fUEHEER (2006 4= 1 A 23 H7&GR, CTD2.6.5.5)
KRR (v P450) 2 FHEOFERER (2006 41 H 23 &, CTD2.6.5.5)
AW OB RT3 28R (2006 41 H 23 H7#&GR, CTD2.6.5.5)
B DERBEHO R332 HOZER~OIEM (200641 H 23 H A&, CTD2.6.5.5)
BB HEEATENC T S /EM (2006 45 1 H 23 A4&8. CTD2.6.2.2)

AW, A, AR, PRt (2006 4E 1 H 23 H&AGR. CTD2.7.6.3)

7y MIBT DA

~ 7 AT
(EYRES AN S

69) Nagasaka, Y. et al : Biopharm Drug Dispos. 2012; 33(6): 304—315. (PMID: 22847220)

70) HPEE
71) HNEE

72) tENEE)

73) Gill, S.S. et al. :
74) Schneeweiss S, et al.

75) *ENEEL
76) HNEE

77 FENEEL
78) Asanami, S. et al. :
79) Asanami, S. et al. :
80) Welsch, C.W. et al. :
81) Schyve, P.M. et al.

B EE R ISR B IR ENEE (2006 4F 1 H 23 H&AFR, CTD2.7.6.3)
fFpsE B 2 B D 3R EhRE (2006 4E 1 H 23 H7&R. CTD2.7.6.3)
i, RN X D2 (2006 4F 1 H 23 HARY, CTD2.7.6.3)
: Ann Intern Med. 2007; 146(11): 775-786. (PMID: 17548409)
: CMAJ. 2007; 176(5): 627-632. (PMID: 17325327)
— M EREEA (2006 4F 1 A 23 H&GE., CTD2.6.2.3)
T U VT T — VEHG KRR O FEERER (2015 4E 3 H 26 H KR,
TVET T — Lo (2006 4F 1 A 23 HARR., CTD2.6.6)
Mutat Res. 1998; 413(1): 7-14. (PMID: 9602853)
Mutat Res. 1997; 393(1): 91-98. (PMID: 9357565)

Cancer Res. 1977; 37(4): 951-963. (PMID: 191183)

: Arch Gen Psychiatry. 1978; 35(11): 1291-1301. (PMID: 30426)

CTD2.6.6)

. DD SE

MM ER e L



[ XIL. &%k |

XII. 8F&H
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EHEHT DL,
(HhRER TR ]
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(2025 4= 9 H BIfE)
%72/ 4, Sl i S5 747 PR
20134 2 A
72 % ABILIFY | Otsuka Pharmaceutical | e SR (400mg) 2)
MAINTENA | Co., Ltd. (300 mg., 400mg) 2013 4~ 3 A
(300mg)
LY % ABILIFY | Otsuka Pharmaceutical | it E R K 201441 A b
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)
. ABILIFY | Otsuka Pharmaceutical | Rt Hi
e MAINTENA | Netherlands B.V. (300 mg. 400mg) 2015 % 1 A b)
Sy ABILIFY | Otsuka Pharmaceutical | it A HHK 2018 % 5 H b)
MAINTENA | Netherlands B.V. (300 mg, 400mg) (400mg D #.)
. ABILIFY | Otsuka Pharmaceutical | FHfetEiRE SR
T MAINTENA | Co., Ltd. (300 mg, 400mg) 2014 %3 1 o
AL ABILIFY | Otsuka Pharmaceutical | et SR 2014 49 H b)
MAINTENA | Netherlands B.V. (300 mg, 400mg) (400mg D #)
. ABILIFY | Otsuka Pharmaceutical | et i E % 2013 12 A
7¥¥=7 | MAINTENA | Netherlands B.V. (300 mg. 400mg) (400mg D7) b)
vk ABILIFY | Otsuka Pharmaceutical | it E R K 2013 4F 12 H b
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)
N ABILIFY | Otsuka Pharmaceutical | Fife!h IR
kA MAINTENA | Netherlands B.V. (302 mg. 400mg) 2014 6 A b)
Py uesy ABILIFY | Otsuka Pharmaceutical | it A HHK 2013 % 12 A b)
MAINTENA | Netherlands B.V. (300 mg, 400mg) (400mg D H)
20144 8 A
ABILIFY Frige MR SR (400mg)
AL A MAINTENA | H- Tundbeck A/S (300 mg. 400mg) 2014 4 o A d
(300mg)
.. ABILIFY | Otsuka Pharmaceutical | et ik 5%
AR~ MAINTENA | Netherlands B.V. (302 mg, 400mg) 20154 1 7 b)
F oo ABILIFY | Otsuka Pharmaceutical | el iR 2014 411 A b)
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)
AL AL ABILIFY | Otsuka Pharmaceutical | FefctREE 4T 20154 2 A b)
MAINTENA | Netherlands B.V. (300 mg, 400mg) (400mg D #.)
2 asET ABILIFY | Otsuka Pharmaceutical | il EReE A HHK 201546 H b)
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)
JR——— ABILIFY | Otsuka Pharmaceutical | el iR 2015 4 6 A b)
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)
[ ABILIFY | Otsuka Pharmaceutical | FeftREE 4T 201545 7 A b)
MAINTENA | Netherlands B.V. (300 mg, 400mg) (400mg D #.)
NN ABILIFY | Otsuka Pharmaceutical | il EReE A HHK 20154 10 A b)
MAINTENA | Netherlands B.V. (300 mg., 400mg) (400mg D #)

a) ABILIFY MAINTENA (aripiprazole) is indicated:
* for the treatment of schizophrenia in adults

* for maintenance monotherapy treatment of bipolar I disorder in adults
b) Abilify Maintena is indicated for maintenance treatment of schizophrenia in adult patients stabilised with
oral aripiprazole.
¢) ABILIFY MAINTENA (aripiprazole for prolonged release injectable suspension) is a one-month injection in-
dicated for:
* Treatment of schizophrenia in adult patients.
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* maintenance monotherapy treatment of bipolar I disorder in adult patients.

Efficacy of ABILIFY MAINTENA was established in both acute and maintenance phases of schizophrenia in
controlled clinical trials. In patients in the acute phase of schizophrenia, ABILIFY MAINTENA was superior
to placebo in improving both positive and negative symptoms of schizophrenia. ABILIFY MAINTENA was
found to prevent relapse for up to 38 weeks after stabilization with oral aripiprazole.
In a controlled clinical trial in adult patients with bipolar I disorder, ABILIFY MAINTENA significantly re-
duced the risk of recurrence of any mood episode over 52 weeks compared with placebo.

d) Abilify Maintena is used for the maintenance treatment of schizophrenia in adult patients who have been
stabilized on oral Aripiprazole.

CREIZE T 5%

=]

FilfE

A B
===

For extended-release injectable suspension: 300 mg and 400 mg of lyophilized powder for re-
constitution in:

-single-dose, pre-filled, dual chamber syringe

-single-dose vial

The reconstituted extended-release injectable suspension is a uniform, homogeneous suspen-
sion that is opaque and milky-white in color.

ABILIFY MAINTENA (aripiprazole) is indicated:
-for the treatment of schizophrenia in adults
-for the maintenance monotherapy treatment of bipolar I disorder in adults

2.1 Important Administration Information

For patients who have never taken aripiprazole, establish tolerability with oral aripiprazole
prior to initiating treatment with ABILIFY MAINTENA. Due to the half-life of oral aripipra-
zole (i.e., 75 hours and 94 hours for aripiprazole and dehydro-aripiprazole, respectively), it may
take up to 2 weeks to fully assess tolerability.

ABILIFY MAINTENA must be administered by intramuscular injection by a healthcare pro-
fessional. Do not administer by any other route.

For detailed preparation and administration instructions.

2.2 Recommended Dosage for ABILIFY MAINTENA

The recommended dose of ABILIFY MAINTENA is 400 mg monthly (no sooner than 26 days

after the previous injection).

There are two ways to initiate treatment with ABILIFY MAINTENA in patients receiving oral

antipsychotics:

1-day initiation:
- Administer two intramuscular injections of ABILIFY MAINTENA 400 mg in two different
injection sites (in either the deltoid or gluteal muscle), and one dose of oral aripiprazole 20
mg on the first day of treatment with ABILIFY MAINTENA.
- Do not administer both injections into the same muscle.

14-day initiation:
- When ABILIFY MAINTENA injection is initiated in patients receiving oral aripiprazole
administer one intramuscular injection of ABILIFY MAINTENA 400 mg in either the del-
toid or gluteal muscle and continue treatment with oral aripiprazole (10 mg to 20 mg) for 14
consecutive days to achieve therapeutic aripiprazole concentrations during initiation of
therapy.
- For patients already stable on another oral antipsychotic (and known to tolerate ari-
piprazole), administer one intramuscular injection of ABILIFY MAINTENA 400 mg in either
the deltoid or gluteal muscle and continue treatment with the oral antipsychotic for 14 con-
secutive days to maintain therapeutic antipsychotic concentrations during initiation of
therapy.

If there are adverse reactions with the 400 mg dosage, the dosage may be reduced to 300 mg

once monthly.

2.2 Recommended Dosage for ABILIFY MAINTENA

The recommended dose of ABILIFY MAINTENA is 400 mg monthly (no sooner than 26 days

after the previous injection).

There are two ways to initiate treatment with ABILIFY MAINTENA in patients receiving oral

antipsychotics:

1-day initiation:
- Administer two intramuscular injections of ABILIFY MAINTENA 400 mg in two different
injection sites (in either the deltoid or gluteal muscle), and one dose of oral aripiprazole 20
mg on the first day of treatment with ABILIFY MAINTENA.
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+ Do not administer both injections into the same muscle.

14-day initiation:
- When ABILIFY MAINTENA injection is initiated in patients receiving oral aripiprazole
administer one intramuscular injection of ABILIFY MAINTENA 400 mg in either the del-
toid or gluteal muscle and continue treatment with oral aripiprazole (10 mg to 20 mg) for 14
consecutive days to achieve therapeutic aripiprazole concentrations during initiation of
therapy.
- For patients already stable on another oral antipsychotic (and known to tolerate ari-
piprazole), administer one intramuscular injection of ABILIFY MAINTENA 400 mg in either
the deltoid or gluteal muscle and continue treatment with the oral antipsychotic for 14 con-
secutive days to maintain therapeutic antipsychotic concentrations during initiation of
therapy.

If there are adverse reactions with the 400 mg dosage, the dosage may be reduced to 300 mg

once monthly.

2.3 Missed Doses
If the second or third doses are missed:
- If more than 4 weeks and less than 5 weeks have elapsed since the last injection, admin-
ister the injection as soon as possible.
- If more than 5 weeks have elapsed since the last injection, restart treatment
with either 1-day initiation or 14-day initiation with ABILIFY MAINTENA.
If the fourth or subsequent doses are missed:
- If more than 4 weeks and less than 6 weeks have elapsed since the last injection, admin-
ister the injection as soon as possible.
- If more than 6 weeks have elapsed since the last injection, restart treatment
with either 1-day initiation or 14-day initiation with ABILIFY MAINTENA.

2.4 Dosage Modifications for Cytochrome P450 Considerations

Refer to Table 1 and Table 2 for dosage modifications for patients who are CYP2D6 poor me-
tabolizers and/or in patients taking concomitant CYP3A4 inhibitors or CYP2D6 inhibitors for
greater than 14 days.

If the CYP3A4 inhibitor or CYP2D6 inhibitor is withdrawn, the ABILIFY MAINTENA dosage
may need to be increased to be previous dose.

Avoid the concomitant use of CYP3A4 inducers with ABILIFY MAINTENA for greater than 14
days because the blood levels of aripiprazole are decreased and may be below the effective
levels.

Dosage modifications are not recommended for patients with concomitant use of CYP3A4 in-
hibitors, CYP2D6 inhibitors or CYP3A4 inducers for less than 14 days.

Table 1: Dosage Modifications of ABILIFY MAINTENA (1-Day Initiation) in Patients who are
known CYP2D6 Poor Metabolizers and Patients Taking Concomitant CYP2D6 Inhibitors,3A4
Inhibitors, and/or CYP3A4 Inducers for Greater than 14 days

Factors | Adjusted Dose *
CYP2D6 Poor Metabolizers

Known CYP2D6 Poor Metabolizers 300 mg
Known CYP2D6 Poor Metabolizers taking Aboid use

concomitant CYP3A4 inhibitors
Concomitant use with CYP Inhibitors and/or Inducers

Strong CYP2D6 or CYP3A4 inhibitors 300 mg
CYP2D6 and CYP3A4 inhibitors Aboid use
CYP3A4 inducers Avoid use

“No change for oral dosage required during initiation.

Table 2: Dosage Modifications of ABILIFY MAINTENA (14-Day Initiation) in Patients who are
known CYP2D6 Poor Metabolizers and Patients Taking Concomitant CYP2D6 Inhibitors, 3A4
Inhibitors, and/or CYP3A4 Inducers for Greater than 14 days

Factors | Adjusted Dose t
CYP2D6 Poor Metabolizers

Known CYP2D6 Poor Metabolizers 300 mg
Known CYP2D6 Poor Metabolizers taking 200 mg *
concomitant CYP3A4 inhibitors
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Patients Taking 400 mg of ABILIFY MAINTENA

Strong CYP2D6 or CYP3A4 inhibitors 300 mg
CYP2D6 and CYP3A4 inhibitors 200 mg *
CYP3A4 inducers Avoid use
Patients Taking 300 mg of ABILIFY MAINTENA

Strong CYP2D6 or CYP3A4 inhibitors 200 mg *
CYP2D6 and CYP3A4 inhibitors 160 mg *
CYP3A4 inducers Avoid use

* 200 mg and 160 mg dosage adjustments are obtained only by using the 300 mg or 400 mg
strength vials.
T No change for oral dosage required during initiation.

BT H 2025 4 3 H 28 A
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FIE - & | Abilify Maintena 300 mg powder and solvent for prolonged-release suspension for injection
Each vial contains 300 mg aripiprazole.

Abilify Maintena 400 mg powder and solvent for prolonged-release suspension for injection
Each vial contains 400 mg aripiprazole.

Abilify Maintena 300 mg powder and solvent for prolonged-release suspension for injection in
pre-filled syringe

Each pre-filled syringe contains 300 mg aripiprazole.

Abilify Maintena 400 mg powder and solvent for prolonged-release suspension for injection in
pre-filled syringe

Each pre-filled syringe contains 400 mg aripiprazole.

After reconstitution each ml of suspension contains 200 mg aripiprazole.

ZhHE - 2% | Abilify Maintena is indicated for maintenance treatment of schizophrenia in adult patients
stabilised with oral aripiprazole.

Ak - HE | 4.2 Posology and method of administration

Posology

For patients who have never taken aripiprazole, tolerability with oral aripiprazole must occur
prior to initiating treatment with Abilify Maintena.

Titration of the dose for Abilify Maintena is not required.

The starting dose can be administered by following one of two regimens:

- One injection start: On the day of initiation, one injection of Abilify Maintena 400 mg should
be administered and treatment with 10 mg to 20 mg oral aripiprazole per day for 14 consecu-

tive days should be continued to maintain therapeutic aripiprazole concentrations during ini-
tiation of therapy.

- Two injection start: On the day of initiation, two separate injections of Abilify Maintena 400
mg should be administered at two different injection sites, along with one 20 mg dose of oral
aripiprazole.

After the injection start, the recommended maintenance dose of Abilify Maintena is 400 mg.
Abilify Maintena 400 mg should be administered once monthly as a single injection (no sooner
than 26 days after the previous injection). If there are adverse reactions with the 400 mg dose,
reduction of the dose to 300 mg once monthly should be considered.

Missed doses

Missed doses

Timing of missed dose Action
If 2rd or 3*d dose is missed and time since
last injection is:
> 4 weeks and < 5 weeks The injection should be administered as
soon as possible and then the monthly in-
jection schedule should be resumed.
> 5 weeks Concomitant oral aripiprazole should be
restarted for 14 days with next adminis-
tered injection or two separate injections

given at one time, along with a single dose of
20 mg oral aripiprazole. Monthly injection
schedule should then resume.
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If 4th or subsequent doses are missed (i.e.,
after attainment of steady state) and time
since last injection is:

> 4 weeks and < 6 weeks The injection should be administered as
soon as possible and then the monthly in-
jection schedule should be resumed.

> 6 weeks Concomitant oral aripiprazole should be
restarted for 14 days with next adminis-
tered injection or two separate injections
given at one time, along with a single dose of
20 mg oral aripiprazole. Monthly injection
schedule should then resume.

Special populations

FElderly

The safety and efficacy of Abilify Maintena 400 mg/300 mg in the treatment of schizophrenia in
patients 65 years of age or older has not been established.

Renal impairment
No dose adjustment is required for patients with renal impairment.

Hepatic impairment

No dose adjustment is required for patients with mild or moderate hepatic impairment. In
patients with severe hepatic impairment, the data available are insufficient to establish rec-
ommendations. In these patients dosing should be managed cautiously. Oral formulation
should be preferred.

Known CYP2D6 poor metabolisers

In patients who are known to be CYP2D6 poor metabolisers:

-One injection start: The starting dose should be Abilify Maintena 300 mg and treatment
should be continued with the prescribed dose of oral aripiprazole per day for 14 consecutive
days. The maintenance dose should be Abilify Maintena 300 mg once monthly.

-Two injection start: The starting dose should be 2 separate injections of Abilify Maintena 300
mg along with one single dose of the previous prescribed dose of oral aripiprazole. The
maintenance dose should be Abilify Maintena 300 mg once

monthly.

In patients who are known to be CYP2D6 poor metabolisers and concomitantly use a strong
CYP3A4 inhibitor:

-One injection start: The starting dose should be reduced to 200 mg and treatment should be
continued with the prescribed dose of oral aripiprazole per day for 14 consecutive days.

- Two injection start is not to be used in patients who are known to be CYP2D6 poor metabo-
lisers and concomitantly use a strong CYP3A4 inhibitor.

After the injection start, see table below for the recommended maintenance dose of Abilify
Maintena. Abilify Maintena 400 mg and 300 mg should be administered once monthly as a
single injection (no sooner than 26 days after the previous injection).

Maintenance dose adjustments due to interactions with CYP2D6 and/or CYP3A4 inhibitors
and/or CYP3A4 inducers

Maintenance dose adjustments should be made in patients taking concomitant strong CYP3A4
inhibitors or strong CYP2D6 inhibitors for more than 14 days. If the CYP3A4 inhibitor or
CYP2D6 inhibitor is withdrawn, the dose may need to be increased to the previous dose. In
case of adverse reactions despite dose adjustments of Abilify Maintena, the necessity of con-
comitant use of CYP2D6 or CYP3A4 inhibitor should be reassessed.

Concomitant use of CYP3A4 inducers with Abilify Maintena 400 mg or 300 mg should be
avoided for more than 14 days because the blood levels of aripiprazole are decreased and may
be below the effective levels.

Maintenance dose adjustments of Abilify Maintena in patients who are taking concomitant
strong CYP2D6 inhibitors, strong CYP3A4 inhibitors, and/or CYP3A4 inducers for more than
14 days
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Adjusted monthly dose

Patients taking Abilify Maintena 400 mg

Strong CYP2D6 or strong CYP3A4 inhibitors 300 mg

Strong CYP2D6 and strong CYP3A4 inhibitors 200 mg”
CYP3A4 inducers Avoid use
Patients taking Abilify Maintena 300 mg

Strong CYP2D6 or strong CYP3A4 inhibitors 200 mg”

Strong CYP2D6 and strong CYP3A4 inhibitors 160 mg*
CYP3A4 inducers Avoid use

* 200 mg and 160 mg can be achieved via adjustment of the injection volume only by using
Abilify Maintena powder and solvent for prolonged-release suspension for injection.

Paediatric population

The safety and efficacy of Abilify Maintena 400 mg/300 mg in children and adolescents aged 0
to 17 years have not been established. No data are available.

Method of administration

Abilify Maintena 400 mg and 300 mg is only intended for intramuscular use and must not be
administered intravenously or subcutaneously. It should only be administered by a healthcare

professional.

If initiating with the two injection start, inject into two different sites in two different muscles.
DO NOT inject both injections concomitantly into the same deltoid or gluteal muscle. For
known CYP2D6 poor metabolisers administer in either two separate deltoid muscles or one
deltoid and one gluteal muscle. DO NOT inject into two gluteal muscles.

Full instructions for use and handling of Abilify Maintena 400 mg and 300 mg are provided in
the package leaflet (information intended for healthcare professionals).

HH A
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Neonates exposed to antipsychotic drugs, including ABILIFY
MAINTENA, during the third trimester of pregnancy are at risk for
extrapyramidal and/or withdrawal symptoms following delivery.
Overall available data from published epidemiologic studies of
pregnant women exposed to aripiprazole have not established a
drug-associated risk of major birth defects, miscarriage, or adverse
maternal outcomes. There are risks to the mother associated with
untreated schizophrenia or bipolar I disorder and with exposure to
antipsychotics, including ABILIFY MAINTENA, during pregnancy.
Aripiprazole exposure during pregnancy may decrease milk supply
in the post-partum period.

In animal reproduction studies, oral and intravenous aripiprazole
administration during organogenesis in rats and/or rabbits at doses
10 and 11 times, respectively, the maximum recommended human
dose (MRHD) produced fetal death, decreased fetal weight, undes-
cended testicles, delayed skeletal ossification, skeletal abnormali-
ties, and diaphragmatic hernia. Oral and intravenous aripiprazole
administration during the pre-and post-natal period in rats at doses
10 times the MRHD produced prolonged gestation, stillbirths, de-
creased pup weight, and decreased pup survival.

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

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk
There is a risk to the mother from untreated schizophrenia or bi-
polar I disorder, including increased risk of relapse, hospitalization,
and suicide. Schizophrenia and bipolar I disorder are associated
with increased adverse perinatal outcomes, including preterm
birth. It is not known if this is a direct result of the illness or other
comorbid factors.

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 ex-
posed to antipsychotic drugs (including oral aripiprazole) 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. Mon-
itor neonates exhibiting extrapyramidal and/or withdrawal symp-
toms and manage symptoms appropriately.

8.2 Lactation

Risk Summary
Aripiprazole is present in human breast milk. Based on published
case reports and pharmacovigilance reports, aripiprazole exposure
during pregnancy and/or the postpartum period may lead to clini-
cally relevant decreases in milk supply which may be reversible
with discontinuation of the drug. There are also reports of ari-
piprazole exposure during pregnancy and no maternal milk supply
in the post-partum period. Effects on milk supply may be mediated
through decreases in prolactin levels, which have been observed.
Monitor the breastfed infant for dehydration and lack of appropri-
ate weight gain. The development and health benefits of breast-
feeding should be considered along with the mother’s clinical need
for ABILIFY MAINTENA and any potential adverse effects on the
breastfed infant from ABILIFY MAINTENA or from the underlying
maternal condition.
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Pregnant Category C

<BE : HSEOME>

Category C
Drugs which, owing to their pharmacological effects, have caused or
may be suspected of causing, harmful effects on the human fetus or
neonate without causing malformations. These effects may be re-
versible. Accompanying texts should be consulted for further de-
tails.

R D R S
(2024 7 H)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Plasma exposure to aripiprazole after a single dose of Abilify
Maintena is expected to remain for up to 34 weeks. This should be
taken into account when initiating treatment in women of
childbearing potential, considering a possible future pregnancy or
breast-feeding. Abilify Maintena should only be used in women
planning to become pregnant if clearly necessary.

Pregnancy
There are no adequate and well-controlled trials of aripiprazole in

pregnant women. Congenital anomalies have been reported; how-
ever, causal relationship with aripiprazole could not be established.
Animal studies could not exclude potential developmental toxicity.
Patients must be advised to notify their physician if they become
pregnant or intend to become pregnant during treatment with ari-
piprazole.

Prescribers need to be aware of the long-acting properties of Abilify
Maintena. Aripiprazole has been detected in plasma in adult pa-
tients up to 34 weeks after a single-dose administration of the pro-
longed-release suspension.

New-born infants exposed to antipsychotics (including aripiprazole)
during the third trimester of pregnancy are at risk of adverse reac-
tions including extrapyramidal and/or withdrawal symptoms that
may vary in severity and duration following delivery. There have
been reports of agitation, hypertonia, hypotonia, tremor, somno-
lence, respiratory distress, or feeding disorder. Consequently,
new-born infants should be monitored carefully.

Maternal exposure to Abilify Maintena before and during preg-
nancy may lead to adverse reactions in the newborn child. Abilify
Maintena should not be used during pregnancy unless clearly nec-
essary.

Breast-feeding
Aripiprazole/metabolites are excreted in the breast milk to such an

extent that effects on the breast-fed infant are likely if Abilify
Maintena is administered to breast-feeding women. Since a single
dose of Abilify Maintena is expected to remain for up to 34 weeks in
plasma, breast-fed infants may be at risk even from Abilify
Maintena administration long before breast-feeding. Patients cur-
rently under treatment or who have been treated in the past 34
weeks with Abilify Maintena should not breast feed.

Fertility
Aripiprazole did not impair fertility based on data from reproduc-
tive toxicity studies with aripiprazole.

/N
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8.4 Pediatric Use
ABILIFY MAINTENA has not been studied in children 18 years of
age or younger. However, juvenile animal studies have been con-
ducted in rats and dogs.

BRI D ¥R S0
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4.2 Posology and method of administration

Special populations

Paediatric population
The safety and efficacy of Abilify Maintena 400mg/300mg in chil-
dren and adolescents aged 0 to 17 years have not been established.
No data are available.
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