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LEHLT 100D $E 0.5 mg, LXH /LT 1®0D $E 1 mg, LFH LT 120D FE 2 mg

(2) *4&
REXULTI® tablets 1 mg. REXULTI® tablets 2 mg
REXULTI® OD tablets 0.5 mg, REXULTI® OD tablets 1 mg, REXULTI® OD tablets 2 mg
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EBAER SN2 ERE T,
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(1) & (W4%)
TV AT T —) (JAN)

(2) *4 (ffiE)
Brexpiprazole (JAN, INN)

3) RTL (s tem)

T =BT U RMREMEE | - piprazole

3. BEXXIETRER
O N_o
S%(N\) 1991

4. DFRARUVRF=E
Ca2sH27N302S
433.57

5. b4 (fidiE) XITAE
7-14-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]lbutyloxy}quinolin-2(1 4)-one (IUPAC)

6. ER%A. A4, BS. L5ES
OPC-34712, OPC-331, LuAF41156
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IIl. A% ICET 5RE

1. HEEEHNE

(1) 448 - tEIK
He (FEAZAaLTETe) ORGEUIRBIEOM R TH 2,

(2) AR
NAFLEOY RAZETRTL, NN AFLTE RT3 RIZRORBITRTL., AZ ) —/VIZE
Tz <, =& 7 —)L (99.5) IR TIHEITIT <, KITIZFEA LT T 720,

(3) WiEMH
TV AT T — VIR AR,

(4) B (fRA). A, BEA
B - % 183°C (40 fE)

(5) BRIEEFRRETER

pKa=17.8
(6) NECRE
A g SrlicREx
Syt DR E R O pH (o2 5 ) /W)
2.06 1.78
3.13 4.78
4.24 40.9
5.4 349
6.11 2340
7.06 > 2400
8.05 > 2400
9.91 > 2400
(7) DD ELRMEE
MG R R L
2. BYRDDERBEETIZEITAREM
SR O FlR S " 17 & 1 " F B R PRATHA R
FEHIRATR R 30C 65%RH TERVTFLURS 607% H
— e el L
NN ERER 40°C 75%RH 77 AN=RT A 6 45 A
IR 50°C W7 A (K5
H T 25°C 90%RH L 3% A A7 L
S — - W ARE (Bl
% MITRUTYEA 40°C 75%RH
. . b o HF AL vy —L 5 B~ D E AN
c ITERANEOE T L . . . . '
" ot a%ooifﬁoﬁj[\?vic;?) (RUtfke=1 5% 6000 ] R ORSY AW O NI
’ ’ T 4N ATEST) I L

AERE MR, MERRRUER, Bl BRWmE. Koy, SRS

3. B OHERRERE, EEI
(REEREAERIR)
O AL LRI E %
QIR A~ S VREE (R U 7 LEEAITE)
(&)
k7 n< 777 40—



[TV. ®FICRIT 2 H |

IV. ®%|ICB8d SHIREE

1. Hlf
(1) #HifzDRH
FEA
(2) HFEDHEE UK
R 572 4 MO 41 ; HE |JES | ES

(mm) |{(mm)| (mg)

VXY LT (68 1 mg | DT vha-T(/)" §E 6.1 | 2.7 [%193

SIS
%

LRYAT A BE 2 mg | HREREADT (WhI-T(V) BE —__ 1 | 61 |27 %093
LExYT 0 ODEE | 0 e s VTR (LT %
05 mg Yok (o 0 F b aa) (G [ 6 | 2.7 [£190
LEHILT 0 OD BE | o, " ¢
% OE 6 | 2.7 |90
L me P O HREE ] #
LT 1 OD B - g
;,\‘ @j:‘%\' 6 27 TR 90
> mg Kk ta DR b ] %
hab S
XY LT 4 BE 1 mg - §E 2 mg BV,
L5 L7 0 OD $£ 0.5 mg » OD £ 1 mg + OD ££ 2 mg : IRV TR0,
(3) #Ala—F

LEH LT 0§ 1mg: BRX 1
LT 1 §E 2 mg : BRX 2

(4) WA DM
LR L

(5) ZDih
BEALYAYA
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2. BEIDOHEK
(1) MDY GEHERS) OEERUEHMEA
(BFIDHRK]
R4 GED%) RN
LT o B 1 g7 Lo A7 | fLbkf, hvErayT o7y fEkre—2 B R 7o
1 mg 7Y —)1mg ELBLa—RA ATT UV~ TR T A BT R AT—RA KT
fplbT & . HE= ek
LT o B 1 g7 Lo AT | fLbkf, hvErnayT o7y fEikre—2 B R 7o
2 mg 7 —)V 2 mg LB —A AT T UV~ TR T A BT R AT—RA H VLT

bF & o, =gk, Bk

L9 L7 ¢ OD B
0.5 mg

1 Eh7 LA
7' —/L 0.5 mg

D-vr=hF—, fiflEre—2 KEREL Fedo 7ot
Na—A BTN 7—bT S Ay T u—A = bk,
rNoewmassFoFy, TABEBATTINALFT NI DA, ATT Y

VR~ TR T A

L9 L5 ¢ OD B
1 mg

1 Eh7 LA
Z V=)l 1mg

D~vr=F— fEmELo—2 EKEBREE FeXxl ot it
Na—2 W TNT 7—AbT T, A7 Tu—RA, W=
bk, hoEOa TSy TRABATTIUATFT R A R
VA IVE. e/ AT

L9 L7 ¢ OD B
2 mg

1 Eh7 LA
7V =) 2 mg

D~vr=Fr— fEmELo—2 EKEBREE FeXxl ot it
a—R BTN T 7y —lbTF T AT Tu—R, HE=
bk, FR2ETALI=ZUAL—F MNyERaLFLo Iy, 7
AEATFT VT KU DA AFT Y Ui~ 7R A

(2) EREFORE

BAROANA

(3)

BRE

AL L0

. MMTBBRBROHEBRUVEE

AEM LR

paklii
ARV

- RAT SR D & B TR

BIANIRAET D AIREMED & % IHEW 1




[ 1Iv. ®EIC B3 2IEA |
6. HEDEEEFEHTIZCEITEIREN
(LFHILT 148 1mg-2mg DREM]
RER O FEEE PRAFZRM RIFIERE PRATHA R AE R
<D ﬂ@%ﬁ%u(ﬁﬁgm)\
F IR AT 25°C 60%RH 36 % A SYEEAN, BRI RO AE
@5 \ﬁq:%i%bn GREEN)
OPTP <D ﬂ@%ﬁ%u(ﬁﬁgm)\
N EER 40°C 75%RH @RI zF L 6 & H a0, AREERE R A A
NG iRy OF \ﬁﬁr%i%bﬂ GHRAEEN)
O fiEsain k) |
| IREE 50C 3 & H K53
- Q4RI (B
ol T 40°C 75%RH 3 & H IRATHENN,  BALE R R A AE
w A6 - AT 180 77 1x-h /
1 (3,000 1x - 50 uW/em?) I 500 W-h/m2 | <1678 L
e i AATRIN, TREERE T D, A
i I Ik B 25°C 80%RH 3 & H e P
WEEE - MRk, HEEWE, BN, SR, B, kH%

a) KU ZF L UIF 025 mg SER WM dmg S8 W=7 T 7 v T 4 VIR X 0 Eh LT,
7B, AFRTIE 0.25 mg FEX O 4 mg $EDRLEIRFEAGITEAG L TU7auy,

b) 1 EHEND 30%LL EOMER T 2R LIz

Pl bzfeRs LT,

(L¥HYILT 4 OD%E 05mg-1mg+2mg DREM]

MR ) SR L7, ART L7, fRFHIM I 2.0kg =

HRER O FHEE PRAFZR1E RIFIERE PRAFHA R g R
. T
RIMRTF R 25°C 60%RH OPTP/ 7L | 36/ %Z\Ejz E?}E ggﬁg;
< E"m —
N 5 e o Ot raim GHEN)
BN 00 Al
ISR 40°C 75%RH ®j;;{£ﬁi(;g“g 6 14 A QR (LR )
75& 500C ﬁU)\ D ) 3 %H @ﬁ\ﬁ*#@iﬁbﬂ (%ﬁ*ﬁlﬁl)
o @RI (A P)
. s D4 M DALY BN, FREESE T @
| M 30°C 75%RH opTP 6 1% H DA
BT [Ae s \ 120 G lxh/ | oo
ok (3,000 1x + 400 uW/cm?) el 200 W-h/mz | 2PN (L)
WIEIEE - ek, BRI, M, SR, B, Koy
a) 1 HHEZDD 30%LL EOMEIRT 2R Lic/ed, MEEMRT) LU, (BT L, RFEHIRFIL2.0ke B

Ll bR L7,

7. BARERVBERROREME

BARANA

8. fthfl& DEAEIL
REM LR

9. R

(MEILZFHZEL)

H RtaHaRERE (O8N FWEk)

10. B - 8%

(M
M L7gn

IRNDELGRSR - 2

. HENERGRSR - aF

[ZEY 5 1EH



11.

12.

(2) %
(L¥HILT 18 1 mg)
PTP : 100 & (10 #£X10). 500 & (10 && X< 50)
TS5 AF 7R R 50088 (NT)
(LFYILT 1 & 2 mg)
PTP : 100 & (10 $£X10). 500 & (10 && X 50)
TS5 RAF 7R ML 500 8E (VNF)
(LF¥HI)LT 1 OD £ 0.5 mg)
PTP : 100 & (10 #£X10). 500 £ (10 && < 50)
FIAF v 7R RV 500 BE (NT . HEBAFIAL)
(LFHYILT 1 OD &£ 1 mg)
PTP : 100 #& (10 $£x10). 500 #& (10 #& X 50)
FZAF v 7R RV 500 BE (T, HERFIAY)
(LFYILT 1 OD £ 2 mg)
PTP : 100 $2 (10 $£x10). 500 & (10 £ X< 50)
TIAF v 7R L 500 BE (NT . ERAIAD)

(3) FPHEE
RN

(4) BHROME

| IV. 8HIcB3 25 H |

PTP R)TaELy, TIH
o Xy 7 | RV L
LEHLT 1 5E 1 mg Al - TR —
LT 4B 2 me D - RARIZFLrE2R) FarL T
il [ =2 —
AR | RVx=FLr
LI En— RYxTFLor, TIAIE
PTP Ry Faerr, 7
LE&HL7 + OD $E 0.5 mg T
L& Y17 1 OD §E 1 mg Tyv7 |R)T7rE LY
I/ /I/w OD"AZ 0 — N o ~ S an ¥
YT 1 ODGE2 mg TIAF IR MV [Ny Fxy | RYF L (FVERERE D)
AR RV FLr

AR EINDEME
B R L

ZDfth
A LR
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V. ARICEET HIER

1. SHEEXITHER
O & KMIE
O 929 « 9 2KHE BEFIBHR CHARENRD LN WIGEICIRD)
OT WA~ —FUERHNEICLE O FRIEE, ZRrE, B 1SRRI 5, @GS IR S H)
(i) 7oA ~—REERAE LS Sz BED H b, ERR, SR, S ICERT S, miEE
MIFHBASEN RO BERAANOEGOXG L 720 £,

2. MREXIIHRICEET HFE

5. MRENXFHRICEET 5T E

(525 - 2D2KE (BFEABTTAREGUENREOH oNLZWMEEIZRS) )

5.1 AFIOGEAIL. IR o F=  FRVIALIEER. o h=2 « JAT FLF U FHRY ALK
FERNEIC L DO 2R EZ BT Th, +aRRNRBD LR WIGEIZRY . AKANZ X 5E
ER (T Hh o7, BREMED AT FEOHRIEIER) CHOBELBE L. LT, 20wk
BB S 2 L,

52510 DHIDOFEGITL Y | 24 UL FOEBE T, HESE, BEERO Y 27 B8INT 5 & OWENRH
Lz, AR BT HEEITIE, VAT ER_RXT 4w bEEETHZ L, [8.9-8.12, 9.1.6. 15.1.3
Z ]

(fiL)

51 KAIDOZEEX TR TH D 19 2 - 9 DIREE BEFAIRRE THORIEDRRBD 5B WEEIZIRD) |
BT 2 IEEFEETT,

AFNL, BEOIEFICENT, ERWEr = FERVIAALER (SSRD) |, Eue h=r - /LT
RLF U R AZFREA] (SNRD FIC L 282060 2@ EETIT-> T, +o@dRoffoin
RWNEAIZIRY . SSRI, SNRI EEOFH LT LT Z& W, ENERRBR T, 4El0OKS >
JHTE Y — NIk LT 1~3 [ E TOm#EEIRH0 9 DI ISR A543 Th - 72K 5 DIt F
# (DSM-5 D H 6, AKREROPL ) SFIBFEHI BT L7250 ) IR A+ Th
STCBF R RIC, ZEEREINS TRADOFIMEDMGER WLE 2D RFI A ThIL TN E T,
DB A T4 BT, B G EEH DR EREE 2 5 Wi T+ E T
HWERL, 3L A ERIED2WVIGEITITIANET 2| —H8GENHO b NENLL EOUGEENRD 6
N WEGAITIE, HEES R I LTV ET,

o AERSRHCHEH L Q0@ il et o o3 E TR P10 ) 0%

5.2 KHIDOZREXITNR TH D [ 5 0% « 5 DIREE BEAFIRFE CTHo 2R 580 b WEEIZIR D) |
BT A IEEFEHETT,

KERMERLFD (FDA) (L0, @Rt =0 FR AL ER (SSRD) KOkr b= -
ST RUF U R AZREA] (SNRI) #7809 SANZ OV THRETEIT - 725 F. 24 LA
TOREIZBWT, LYo zRESNTBE LTI v R 2R G SN-RELIET I L. AKRSE
LB BRSO ARBEFEGORILY A7 BNHEMT 5 2 ERRBINT EOWERH Y F9, AE%E
IR = U ERVIARIEER], Eae b= AT FLF U R AR LERS LR LT
BHETHHAITIE, VA ERXRX T 49 FEBELTIEEN,

[VIL 5. EELEAMEEEZDOER, IVIL 6. ()EHE - BEERZFEOHHIEE| KO (VI 12,
(WERERFERICE D CER) ot b T3 IEs 0,

(TILYINA T—RIRAE(CHF S RIRR. ZRHME. BEICERY 5. BFBHXIIREMNEE)

5.3 e AE BE ~OFURBMRIRE G L V1) 27 BNHEINT 5 & DM HREN D D, £To. AHK|
DENT 7 2R HEERBRICIB W T, 1RBRIEE G & OBLEME L & 2 TIE 2 WS 3E L HI AR FIRED 7
THRESNTWD, AFOFEGIZHTZ>TT LR 27 2+ BB L. BIRRBRICBIT 2 /300
K OLZEMEDOREREZR LT BT, HEICBELRIRT 52 &, o, RABRGHITEE ORE
EHERSBETHZ L, [15.1.2, 17.1.5 B H]
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54 KFNOF AL, T A ~—REREEICHE 5 Bl Syflirk, BE IR T 5, igs) XK
B SENC T HAREE, 2. IBIEICKHE L2 EM T E O ER & oD L TITH Z &,

55 T/~ —HERHYE & ZW SN RBEIZORMERT 52 &, T oA~ —HIERFE LIS DFE
VMR BB PR O IR TH B T B S BN T 2 RAI O IME L VL 2R STV 7220,

5.6 BE K OFEE « /iSO BMMREIER ORI 21TV, IR EN XK B S T LY A ~—Hl
FROEMEICPE S B, Bk, BEICRK L2t D ThH I LR THI L,

5.7 FEFEMHIN N TIE 07RO BN WIGEIZIRY | FEFEMIN A2 TRAIZ 5325 2
L,

58 EEARRER CIL. EBEEFERBMESEDOERICHES T OTF—v a VEBENRIRLE SN, ENEL/
MARFRER I A & T BB ORERIEIR, SRR RS 2+ 8 L7z BT, @S EE ORI %
1192 &, [17.1.5 /]

(fiL)

5.3~5.8 ARE|DIRE TR TH D [T )V A ~ —FUEBAE I LE O FEIRR B, B8 (SRR 35
IEE XL BN SE) (T A2 EEFETT,

53 /MENCR W T, EEFRMIERE T, PUBMIRIREGIC L VT Y A7 BT 25 L OoWERH 5 Z
& A PR LT L CARKIR G- O A A EEICHET L ARG SRR BEOREABIEL T
S0,

54 [722720 DT EDOTH O BPSD TGS T ARSI T A K74 > (G 2hR) | Tk, RAEELH
AL T 2DEMICK DM RSS2 E 2 THEASND Z LRI TWET, /-, DFELK
g HH T, MBS U CRENE S B & 2 EMCRBERE U ¥ — L OEFEEL X5 2 & A
BENTHET,

ARNDOE AL, TV A < —REBFE AL D R, SigrE, B IORERT 5, miEE) T8
MSENCEET 2Re, 22l BRI E L2 EMSUXZE OER & OE#ED S &L TITo T EE 0,

5.5 ENERKRBR CTIX 7 VY A ~—HERAEVEIZIRE L, EEZFERMETFEOT T —va v OER
W=7 o7 —varvERTHREEMNGICHEE L Z LIS HEREFHETT,

5.6 7 /LY A = —HERHUEIZ AL O IS E), WEHSEOERICIE, Z<OHEZZICELIEARHY £
T B K OFHE - TS 06 0 BMTEEROBERESEIC L 0 2O Mm 2 B L, @iG8) TR S
T VY oA = —RIERAYEICPE O BRI, Sk, BEICER L2t ThDd Z L2 L T<
72 &0,

5.7 [FBHUERBZIEATA K742 2017 KO T30 DIFED 726 D BPSD (Zxf i3 B[4S fi 5
A RTAy B2/ | Tk, BPSD IZxT HIEHIXIERWIRIE A 5 —BR & U CTEEMICIT V),
FEIEMIRE CTH I RNENBD LR WG R IEMIFRIEZ R T 5 2 LR s TnE T, Fio,
[FBINER BRI A KT A 2 2017 TIE, BWEIE B L TT 2 REBIAMIRILO O L DIz TH
SHEMEEZ BRI OTHEE R 5EBME ] NEFLNTWET,

U EONEZBEIZ, KOG ERFFLTIIEIN,

5.8 [ENERIKHBR CTIX 7T VY A ~—HERAEIZIRE L, EHEEFERMETFEOT U7 —va VOER
W=7 o7 —varvERATHREEMNGICHEm L Z LICESSHERFETT,

EERAAE DA SR L, EWNEERER DA - BE OREHRIER, 3B RS 2+ Fi R L
7o E S BE OFBTIREIT - T TEE N,

3. RERUAE

(1) BERUA=EDMEEH

Offt & KERIE
WL, RAICIET L7 AT T — e LTC1HLE 1 mg »oEEEBB L%, 4 BLLEORE
ZHITTHEEL, 1H 1B 2mg #0595,

O35 2% - 52KEE BIFAETTHRHEMRENED SNELVEEIZRS)
WE, KA T L7 A7 T — L LT1H 1B 1mg #RA%E5T 5, vk, ZAEMICHBEN
<L FRRHEPNRBOONBRWGEIZRY 1 AR 2mg IZHETHZ ENTE D,

OT WA~ —BIERAIEIAE O R, SOE, BB SRR 5, @iEE I B BN S8
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WHE. AT L7 AT — 0 LC1 H1E05 mg b &5 2B L%, 1EBM ED
MEZHITTHEHEL, 1 H 1FE 1 mg 20575, ok, AEMICHER R, +070 5 050
HONRWNEAIZIRY . 1 H 1A 2mg lZ8&ETHZ LN TX 528, HEIX 1EBU EOREE H
TITH Z &,

(2) RZERUVAENHRTERE - B0

OFEA KFIE
EING O/ TAHRBR O R 2 E 2, HELAOHEZZHE L, (V.5 @) 1) OIOEER)

O 92+ 9 OWE BEFIRECTHORIENBD LNBRNGEIZRS)
EING O,/ AR GEERRER: 77 B At E BRI L OESE G RBOR R E 2|
MEROHEZHZHE L, V.5.@)1) @] KO V.5 (4)2) @) OHEEM)

OT W A = —BIZHEIC M O R, Sy, BB IER T 2, @8 IR BN S E)
ENF D/ MHRR (77 2R E e R & Ok 5RO R 2 £ 2, AEEO
MEZHRE L, (IV.5.@)1) @) KW V.5 (42 @) ODHEEH)

4. AERUVA=ICEET 5FE

1. BERUVAZEICEHET 5FE

(#rERERE)

71 AKHK D 1 HE 4mg ##8 x5 HETOREMEIIML L TR (BEARERD720),

LExHILT o851 mg-2mg

7.2 ARHIE HRRELL Eo CYP2D6 LEA] (F=v >, NadtF %) ROYITHREN Eo CYP3A
FLER] (f hTary—n, 7TV RAa~vA %) 20T 2565I20E, RFIO MR E»
ERFTZZEnE, 2RO 0K EOJFHITFTRERIB VBT 5 Z &, LT E AT 258121,
UTFTORESZIZHIELROHEORE 2175 2 L, 0.5 mg 25T 25813907« OD 8
0.5mg M4 52 &, [10.2, 16.4, 16.7.1, 16.7.2, 16.7.5, 17.1.1 ZM}]

LEXHYILT 4 ODEEO0S5mg-1mg-2 mg
7.2 AF & PREEELL E CYP2D6 FLEA] (F= v, NaXtbT %) ROVSUIPREL Eo CYP3A
FHEA (A hTaFy—, 7TV RavA 0% 20T 258521, ARFIO iR E
FEHFTLZ2E00, ZNHOFEKE OPFHIZFRERIBV T2 Z &, RS2 GTOFHT 25810,
UToR~EZEICHIELOCHEORE 217> 2 L, [10.2, 16.4, 16.7.1, 16.7.2, 16.7.5, 17.1.1
Z M
(%)
FVy CYP2D6 FHEH S E5R y CYPSA A D
W G
HEREE D CYP2D6 BREHI K O HFEE D CYP3A
FLEF OV S BFH
CYP2D6 OIEMHEN KB L TWAH Z EAVHHL T
W5HHBRE
5\ CYP2D6 FHAE A& Oy CYPSA BHEAID
WL OFA
HR\ Y CYP2D6 FHEA L VAR D CYP3A FH5E
OV b A
HEREE D CYP2D6 BREHI K Uiy CYP3A FHE
oW b A
CYP2D6 OIEMHEN KB L TWAH Z EAVHHL T
W5 ERENFRELL o CYPSA BELEAI % HF

1E1mg# 1A 10

1FE 1mg % 2 HIZ1[H
X%
1 05mg#% 1 H 1[E

71 ERNOERRER T, 7 7 B At R RGBT O AR 4 mg £ TORE L ->TEY,
AHl 4 mg x5 HBETOMEARAE L. BN, AT HOBRKRBRIZB DN THRONTHETH
B END ., BAMITHESTLINTWVWARWT 2 EMT A DICHRELE L,
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7.2 PR R S T T RN A N2 S 2 L — g v 0 . FRREED Eo CYP2D6 FREHK|SeH
FEELL E CYPSA [HEFIZ R L7-54. 50T CYP2D6 IGMENKIE L7-HBE (Poor Metab-
olizer) DA . AFIOMTIEEN LA TIBENNHDLZENORELELE, VIL1. @) Q) b
TR,

(225« S2KE BIFARTTOLEHRMNZD oML IMGEEIZIRS))
73 AANTEIRAE 0 b =RV AZBEEA, to b= 207 FLF U R AZBEEA ST
INEYFEEHHT D 2L, [RABEMR G TCoOAMMETHER S Ty, ] [17.1.4 Z ]

14 KR EIC L HEWER (TH D7 BRMEY AF XD T EOHEIIRIERS) &8 LT, &4
ORGER R GHMILER/NNREE T2 8, [11.1.2, 17.1.4 ]

7.5 BEARREBRIC BT 2 A IMER L EMEORREZ B Lz E T, KAl 2 mg ~DOEOEL 2 {HE | H
Wrd 252 &, KAl 2mg ~OHEEZZET 555121, AHF 1 mg #5546 6 B % B LIZAH 2
mg ~DHEBEOELRZad 5 2 L, [BERBRICBWNT, A#I 1 mg L 2 mg B CHOM IZFR
ETHY, AHK 2 mg BETIIAK 1 mg BEE LT IV O T EDOHERNBIER DR BEI ST 7
LM REN TS, ] [17.1.4 BR]

7.6 KK 2 mg ~DOHEZIL L HENCEE OIERZBIZE L, #EERSRIEREORWEH OB EET
B L, BWERARD ONEBAIC G257 L MUARARELITH - L, £, MG
1T, 6 BRI % BALUCAH 2 mg OB GMFEOBT A B L, BT 3R 88 bRV EAIITE
REEEZME LN &,

LXYILTo51 mg-2mg

7.7 AFH & PREEL B CYP2D6 FHEH] (F=2 0 NuxtF %) ROHFEEL o CYP3A LE
Al (A bTaFy =, 77V Au~A V%) ZOATDHE%ICT, AFOMETRES LA
THI NG, TRHOEA L ORI ARV BT D 2 L. STEGTIMT 258 1E, L
FTORESHMEROMROME LTS 2L, 05mg #HETLHAITLFH LT 1 OD 0.5
mg AT 52 L, [10.2, 16.4, 16.7.1, 16.7.2, 16.7.5, 17.1.4 B/ ]

LXHYILT DEEOS5mg-1 mg-2 mg

7.7 RAIE PRELLED CYP2D6 FLEA] (=Y, NuxtF %) KORELL EO CYP3A LE
B A TaFy—n, 77V Ru~vA %) 2ATHES2E. AAOMETRREN LS
THZEMNDL, INODOIEFEDOPEHITZRERRVEES D Z &, R aETHHIT LA, B

TORESZICHIELOHEOREI 2175 2 &, [10.2, 16.4, 16.7.1, 16.7.2, 16.7.5, 17.1.4 &
iy

(%)

1 H 1M 1mg 1 H 1M 2mg
ARSI 2 HEA & WA 2 EAR O E

HVy CYP2D6 FLEAI 068 CYPSA FLE
FloW$ it G
F\V Y CYP2D6 FHEAI M OV D CYPSA

FHEFI OV S PR 1B 1mg% 2 BiZ 1A
FRFEE O CYP2D6 FLEAI KL UiV CYP3A | 181 0.5 mg % 2 HIZ 1 [ X%
FLEAIOWTIE GFH 15 05mg % 1 [ 114

CYP2D6 DIEMEN KRB L TN D Z & A3H|RA
LTV EENFREELL ED CYP3A HEHA
it

(fifa)
13 AKGRIFE TOD 9 W « 9 DIREZ XS & LIz EWNERRERICIV T, AR HME 5o HkBRITLH
DEFA, AFNL, BRI =0 FHRYIALEER, e bh=r J AT RLF U U EHERYIAL
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PLEAIEZIAZ T E L THEA LTS ZE, TV.5.4)1) @) KO IV.5.4)2) @) &2
ST I,

74.75.7.6 528 « 5 DIREEZ MR E LIZEWNERKRRERCIL, A 1 mg #E L 2 mg BECH MR
ETHol2Z b T AT HEORBEIS B EOBIMIENE L Rofe 2 &0 D KB 5- 5,
B 5 WM R O EZ OB GO LEEORFHIEEITOLERH L EZZXRELE LT,

[E AR I/ MAHERER (777 & A% R 8 B R HiaR) CIXE=E3EiE H ©& 5 MADRS (Montgomery
Asberg Depression Rating Scale) & 3tA T T DN—RF A Linh OB EIE, 7T EREET
=6.7+0.47 (R/h_F VM +SE, LUTFFRER) . AH 1 mg FET-8.56+0.47 [ 77 B AREEL ORERIE
(95%EHEIX[E]) . p i : —1.7 (=3.0, —0.4), p = 0.0089], AH|2 mg HET-8.2+ 0.47 [T &R
EOREMZE (95% 548X M) . pfE : —1.4 (-2.7,-0.1), p=0.0312] THY ., 7T LRE & HEE LT
AHI 1 mg RO 2 mg HEWT O HEFRICHAERUERBOONE Lz, 72, TAVYT 25
eHERIN IR B O A EHELORBEGIL, AH 1 mg BT 14.8%. 2mg FE T 36.6%. 77 &R
BT 74%TLTZ,
EHEGICLVBRECAZIR T RRATLRREERH Y £o, LY A7/ & ShTnE
T AR OEL & - B HHEZLER/NRE LT EEN,

V.5.#)1) @] R TV.5.(4)2) @) & ZBHBIIZEN,

7.7 PRI R T T AN A Vv I 2L — g v k0 FREEL o CYP2D6 FHEHH
FLELL B> CYP3A [HEHIZOFH LI-BE. 5% CYP2D6 iGtE2 k48 L= 8% (Poor Metab-
olizer) MGE, AFNOMAREEN LR TI2BZNNHHZ bR ELE L, VIL1. @) Q) b
TR E N,

(FILYNAI—BBIEICH SERER. ZRIEMNE. RECERY 5. BEHRIIKRENEE)

78 ARG L HEWER (T H 27, BRMEY A2 T EOHRINEIER ., RAmer: i) 25
BL T, AFOEGEE OB SHMIIMNER/NREET S Z L, [11.1.2, 17.1.5 /]

7.9 FRARRBRIC I T 28R OLRMEORE R 2R Uiz E T, KK 2 mg ~OH & O EA 2 [EHE |2
Wrd sz L&, RHRBRICBWT, A8 1 mgBfL 2 mg BEOWT I L 7T BRI T 5 EEE
FRAE 072, ARA 2 mg BETIIAA 1 mg B & HEA_REEARNNIEIR OFBLEIS 138 < 72 2B mMA R Sh
TW5,.] [17.1.5 /]

7.10 KA 2 mg ~DOEEZ T L VHERICEZFOERZBE L, BHWER (THo Y7, BRECAZT 1Y
TEEDFERAMRIENR . AR SE) ORBUTEET D2 L, BEANRD bN-EEICITEkE %
IR 570, WURAEEITHY Z &, [11.1.2, 17.1.5 &M

711 % 5BAME 10 BRI#% £ T4 BIRICAFREIC L 0 HEBRO SN WEE, AFlo®RGZhI1E Lk
PEETETH 2L, &G54 10 Bk £ TOREOIRREBICESE RG22 1 L7-5HETh
S>TH, BEH (THT Y7, BREETCAXR T EOHERNEIER, JRMEIERE) OU X7 %
BELT, AFIZEREEGETERGMBEMLER/NRETHZ L, 2B, AFlO 24 B 28 %
Lk 5. D VRIS L TRy, [11.1.20 17.1.5 ]

LEHILT 81 mg-2 mg

712 0.5 mg DFEGITEL TUXLFH LT 4 OD 2 0.5 mg ZEAT5 2 &,

713 ARA & FRELL ED CYP2D6 FLEA] (=2, /SadtF %) KOV UTHREL EO CYP3A
EH (f hTaFy—, 77 2a~A %) 20T 2885 20%, ARFIO E g
ERFIHZLENE, ZNHDOIANE OGFHIITARERR VBT 5 Z &, L2 S5 THHT 2854681203,
UTOEREZZICHELOCHEORES 2175 Z &, [10.2, 16.4, 16.7.1. 16.7.2. 16.7.5. 17.1.5
2]

LEXHYILT0DEO0.5mg+-1 mg-2 mg

712 KA E FRRELL Eo CYP2D6 BLEAR] (F=v > NaxtF %) KO/ UIFRREL Eo CYP3SA
FREAR] (4 hTafy—n, 7TV RAa~vA v %) 20T 25685203, AR O M EEN
FERAFTBZ NG, ZNOOEFEOPFHITAEERIRV®ET 5 Z &, RTLEETIHHT 2HEITIE.
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UTOEREZZICHELOCHEORSI 2175 Z &, [10.2, 16.4, 16.7.1. 16.7.2. 16.7.5. 17.1.5
2]

(%)
LxHYILT 81 mg-2mg

1H1H1mg 1 H10H2mg
IZHS 3 2 HIER OH & IZHS 3 2 HIE R OH &

581y CYP2D6 FHEAI 1358\ Y CYP3A PR
Pl [N AN Wikt g i

FREO CYP2D6 FAEAILOHEE® | 1H1 mg% 2 HIZ 1 EX
CYP3A [AEFIOWT I H PR X105 mg % 1 H 118
CYP2D6 DIEPER KL TV D Z LAV
LTWAHHEE

581y CYP2D6 PHEAI K OEV Y CYP3A PR
FOWF LG OFH

VY CYP2D6 PREHI K OHFEED CYP3A
FRLEH OV GEH

FFREE D CYP2D6 FHEAIK O%EV CYP3A | 11H 0.5 mg & 2 AIZ 1[H]
FLEA O WIS O

CYP2D6 DiEMEN K LTS Z & AVHH
LTS EEDPRRELL EO CYP3A BHEH
ZfH

1 1mg% 1H 1A

1181 mg % 2 HIZ 1 X
Z1FE05mg% 1H1ME

LEXHYI)LT 4 ODEEO0.5mg-1 mg-2 mg

1 H 1M1 mg 1 H 1[E2mg
WS 5 FER O HE WS T 5 FER O HE

iy CYP2D6 FHFEAI 1398y Y CYP3A FHF
FoOWF o % Hf A

HRRE O CYP2D6 BHE Al K OV R & o
CYP3A FRERIOWT IS HFH

CYP2D6 DIEPER KL TV D Z LAV
LTWAHEE

581y CYP2D6 FHEAI K &V CYP3A PR
FOWF LS OFH

iy CYP2D6 FHEHIKL OHFRED CYP3A
FEHIOWTI S B

FREE D CYP2D6 BLESI K UMV CYP3A | 1EI05mg & 2 HIZ1E | 1E0.5mg4x 1 H 1[H
FEHIOWTFN S B

CYP2D6 DIEPER KL TV D Z LAV
LTV BENHRELL EO CYP3A FHEH
Z

1R 05mg % 1H 1A 1 1mg%&1H 1M

(fE7n)

78.79.710 TV A ~—REBHYEICFE D 7T VT —v a Vv EEENSE LZENSE L MERER (7
7B R T HERIEEERR) OFEND, &5 10 BRERICBITD CMAL G5t AT OR_R—A T A4
DDA EIE, A 1 mg BEN N2 mg BEOMBET, 7T B REHH LRI A B2
WHIE LTz, AK 2 mg BT 1 mg BEIZHARTHEDRERDRKE S, RFBHL RN L3RSz
HLOD, HERINEIERORBEIA T E L 2B ANRO L E Lz,

Mz T, TFREVEREZEN A T4 2 2017 (2% [EERAERE TIIAEEERNE LT, £
DO—RE U THEYOMEDEAZNRRKRE V] LR ENTVET, 6T, [ DTFEDZHD
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BPSD (269 D AREMERE AT A R T4 > (5 2 /) | TIEPUEMHRROFE N & LT DERE 5%
BIZHIBSE S ETHET 50 TIE2< . QOL MROBLEN LIERYEIEOIHO b L MR H &%
Bt 5 KO TRWEAZRBO 76 ED LITFIEE2RET 5 s cnEd,
Dbk, BERBROMEREZ2 L BT, BEDIERKLOEFMEIZS U T 2mg ~O &2 Hatd
HMENHDHEEZEZRELE L, IV.5.@1) @) KW' IV.5.4)2) @) bIZWIEIN,

111 TN, = —TERHEICE D 7O T —Y a VlE RS L LIENE D/ MHRR (77 2ARx%
M B RIEGRER) OfERNS, B 10 BRICBIT D CMAL G5t A 2T OR—RAF A inb DT
BRI, AF 1 mg BEKR D2 mg BEOMBET, 77 BRI LR A BEEDNRO b E
L7z, — 5 C, RBAIER BT A RT74 2 20171 12X THMENFRD LT HIEBR LR &8,
JEROUGEICE DT GREREE, b L I3RES 27 PEWEA O Z DT HRETH D | LEl#
ENTWET, F7o, FATA T A 00T TRk A BtA U754 13k I o 3 & BIVE A 2 5140
L. AFREDFIZE 2 BRI D &5 2 B b861%, Y 1L TRMIER DA 5 rTRetEIc R LoD,
HYOWEPIEEZBHFT5] LORRLHH 2 LD, ARG L VIEROWENRD SN 5HE
ThoTh, DREBWERZIM L, RES/NNRORGHIRE 725 X 5, BE T LA O F IEREH]
ERETTOMEN DL EBEZRELE L, 0B, TV, v —BEBHYEIZES 7T —va Vi
Fraxtg e LENE D/ MARRE (777 &R xR HE R EGER) & Ok 53R OF R D |
AF % 24 HEHEE LB OZ2MICER AR RBBEITERD b, RS0 B2/ HIIREFTH D 2
EDRMERR SN TWET A, KAID 24 W %8 2 Dk 5-OLZ2METMENL L TWERE A, V. 5. (4)
DA KW IV.5.4)2) @) &I 7ZE0,

LEHILT o851 mg-2mg

712 0.5 mg OHENHR SN TV Wb E L £ LT,

713 AFRR R E T VIR 2 W2 S 2 L— 3 v 0 RRELL RO CYP2D6 FHLEASeH
FREELL o> CYP3A BLERIZGHH L=54E. 50 iE CYP2D6 &M K L7-H# (Poor Metab-
olizer) ME., AFNOMHBEN LFTI2BZRNHDLZ bR ELELE, VIL1. @) Q) b
T TIEE N,

LEHILT+ ODEEO5mg-1mg+2 mg

712 AR RS R T T 2 W2 S 2 L — g L 0 BRRELL Eo CYP2D6 FHEHSH
FRELL ED CYP3A LEAIZEH L7-5E. 20T CYP2D6 IEMEN K L7-HEE (Poor Metab-
olizer) DHE., AFNOMHBEN LFTI2BZNNHDLZ bR ELELE, VIL1. @ Q) b
THLTEEN,

5. BEERAIE
(1) BET—2/1\vor—

B ¥ S AT ik
o | % GEpE0 i SERNO| BB
R (58 1) et AEMEROSEYERE (EEES, 0.2 o )
%1 MR mg~6mg)
(EW) A KRFERLRS (21 41) | etk OSyEhE (14 A BXE®R 5. 1 mg, © 9
4mg. 6 mg)
H AR | A RTERFE I | QTel K22 (11 B MNER S, 4mg. o 3
(HE4h) ARG R R 12mg)
O/ | e KgiE (458 fi) B O Z M ERER . 77 2R o 4
B (EW) T EHEMLE, 6HEM)
5 11 /T 3t 9 O%F « ) IREE (BEFIR ﬁ?ﬂ%&()\ijé@ (FEHMRER . 7T ARG
B (W) BT ORSENRD b | BB, 6EMH) © 5
ROHEIZERS) (740 #1)
T oA = —HZmAEIC | AR OZENE (7R _EERL
e | RES e S, || B 10M[)
g%;ﬁfﬁ B RET S, RIS U © 6
LR S
(410 1)
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WA (674 ) Bk, ZEEROBRE EHRR : 77 o 1
5 ML AHRER YRR E BRI, 6 W)
(5% WA RAAE (636 f) Bk, ZEEROBRE EHRR : 77 o 12
AR R E R, 60R)
R A RFAE (306 B1) LMK OEIME (RHRER, 52 8M) © 8
FEUEGRE | 5006 - 5 ofkie QifFe | ZEMEROAE (REEER. 52 HH)
(EM) BT RPENRRD BN © 9
RV AIZER D) (247 Bi)
T oA = —TIBAEIC | REMER A (ks 5B, 14 B
g o = Pf SRR, S, B
’%;ﬁfﬁ%% BICRET 5. WED UL © 10
BN SH)
(164 1)

(2) ERPRZEIEEAER

@O H[E]fe 5k Y
TR AN B8 B %t & Lz 7 L7 A7 T V) — )L O HEEI#EG#ER (0.2~6 mg XX 7 7 & R)
EEBLIZEZA, L, ZOMOEERAEFRL MO BEELAFEFLZIIROLNT, AF
FHZL PGS 720572, 6 mg BFECAT v 77 v T OHIEEMEICH YT HHEFRNHILL
WAT » T ~OBITII TN 2o Tn, TV 7 AT TV —)L 4 mg £ TOHETEEMENHER
=iz,

FENERL - [E A 53R

ONTE N
MARRIERE 21 fla B LT L7 AT TV — L OERGHAR (1, 4. XX 6mg % 1
H1E 14 AR Z2FEE L&A, TL 7 AT I — LOIREDRFHER ST,

FENERL - A RIE 25 & LB N R 53R

® QT QTec ¥ HiztH »

A KAVE A RREEEERE 2R E LT, 4 mg XE12 mg DHEICBIT ST L7 Y
77— D QTe MM KT T B 2 574l L 7-3Br Tk, #iEL7Z QT M (QTel & QTeF)
DR—=ZAFTA U NEDOEENG, QTe FRDIERIFF O N -T, 2. QTc DHEKT
W7 h 7 2V HNAVEFREO LT, 7L AT T — L HHID DD 60 ms LLED QTel X
1% QTcF D24, e 18500 ms %8 % 5 #1% QTel X% QTcF % 7~ L7 # 13 b/ ino 72,
FiZ, QTel LN QTeF IZxi4 2 MiEh 7 L 7 27T > — LR RN O BER A K ORI A &
REEITIRD SN0 T,

g R - QT/QTe FHfiFkER

HE  AFIOERBEN T HIEROCHEIZIUTO L BY TT,
A IFE  @H, RAIEZT L7 AT T = LTC1H 1E 1Img 5B LIE, 4 BUEOREEZ H T
THE L, 10 1 2mg 2R N&51+5,

IONF « ) OIREE (BEFIRECT R RNRBO SNRWEAIZRD) @HE, RAKIET L7 AT T —
ELT1IH1IME I mg 2R0OEE5T 5, 2B, AAEMICHENR R, +0RRBRD SN2 WEEAICR
D, 1 HE2mgIIEETHIENTED,

T NA = —BUERAREI A D R, SRIEE, BV ICRN T A, IR E SRS E) - @R, AT
LI AT — e LT1H1EO05mg &G L%, 1EBL EOMREEZ ST THEL, 1
H1M1 mgZ2RO#5T5, 2k, ZREEICHEN 2L, TORDRPBOLNRNESICRY, 1B
1[E 2 mg IZHETHZ ENTEHH, #HEF 1 HEBLU EOMEZ T TITS 2 &,

(3) MERGRRHER
KR L




(4) HREERIEAER
1) BREREEAER
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O & RME (ERE T/ M) *

HE

MARIVERZT ZXHRIC, 77 8REHEABELTT LI AT T —1D 4, 2,
1 mg DA NEEME BT 5,

RERT A

Ziax LR, HIERL, “EER. WATHRE, 77 ARk

ISES

MALTHERE (A5 4580 : 1 mg BE 115 4, 2 mg #f 114 ], 4 mg BE 113 %, 7
7 &R 116 1)

B

1) [RIEBSREC 18 kLA I 65 sl ©, DSM-IV-TR Wi VeI LS X H G RFHE &
PZlran., £ MILN.L(Mini International Neuropsychiatric Interview) CHk
RENTEE

2) [AEBUERS CRAKTEDSIEFEROZDIZARE L TV 5 BHE, T AR
ThDEHWINTZEE (N—R T A VRERTABHIRN 22 HRBTHD Z &
7272 LARESME I X D ABEHIFEIEERS)

3) FEMRAER O BMIER OB HHBEOBE RN TR b, X7 ) —=0 TR
OR—RZ A VIRFIZLLU T O R ML 3 Tl 3 8B

‘BPRS #2272 40 DL E

‘BPRS ® 4 THH (Z)5EIC X 2478, RAKRREENE, MEORERE. fMel)
DHH 2WELLEN 4 (hEE) Dk

-CGI-S 2a 7 4 (h%4E) LIk

e pRAM L

D) MAKFEOHEE Y — FERELTWD LB s 5B

2) R—RF5 A LD BPRSBAATNAY J—=2 FWED 5 30%LL v Li- B

3) PURBAMRERIT KT U CHRBUIE AL & Il S B 7 n P RO & 5 B

4) DSM-IV-TR @ I fi@ZWiic ¢, HARMELS OBRB LI SNz BHE, —
VS UT g REE B &2 SR

5) BRKAICRIRE L 72 20080 R, TN, B, IRBOR. MR, SR, DMmE R, M
I LI R OB BERT 5 BH

6) [FEEGAT 60 A LINICESUSERE (ECT) =72 E8%#

Mk - &

TVIAET TV 1T T 78R 182, 1 H 1E6BEERAKS L,

1mgBETIZ, BEHBZEL T, L7 ARSI Y — 0 1mg/HEEE L,

2 mgHETIE, 7L 7 AEY T TV —/L 1 mg/H% Dayl 7°5 Day4 £ ThD 4 HF#&E5
L. Dayb L% 2 mg/H #2865 L7z,

AmgHETIE. 7LV AT T Y —/L 1 mg/H % Dayl 75 Day4 £ CTD 4 A2 mg/
H% Day5 7°5 Day7 £ T 3 HI## 5 L, Day8 UUFE, 4 mg/HAHG L7z,

AZPERFARTH H

FEFAMEA -

“PANSS 8 A a7 D_—2F A L5 Week6 DZ{LE

BIVGEAME R -

“CGI-S Aa7 D_X—AF A inb Week6 DAL &

*Week6 T?D CGI-I x=7

‘PANSS GPERER 27 OR—2F A )b Week6 DZE{L&E

‘PANSS [atEREER a7 D_R— 25 A )5 Week6 D2 &

-PANSS Marder Factor 2 27 D_X— 25 A )5 Week6 DL &

‘PEC 227 O_X—RF A b Week6 D2 L&

-Week6 TOJJEHE [Week6 12, N—RZ T A L )vh PANSS #8227 53 30% L4 _HJsid
XL CGI-T A= 7 H 1 GFEHNE) Xik2 (WEESEH) ]

SRR GORAFT R D HIR)

2R TH H

HEHEG WRRE, S X VA0 v NEBE, KE, 12 7558.0EX, DIEPSS,
AIMS. BARS. C-SSRS
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[#55L]

< FHRHiEHE >
PANSS#A a7 D_X—RZ2Z A b Week 6 DL EIX, 7L 7 AT 7 — L 2mg T
7R ARRCKR LRI AR AN b7 (p=0.0124, MMRM f##7) .

PANSS 24t o 15 6 1% By | TR DRl
B 55 A FHE + P S+ e/ T TR+ BERT 3% -
fE e 2 1R e [95% (= <] | P
7T R 113 97.19 £19.27 70 81.74 £ 22.23 -7.63 £ 2.11 — —
. i -0.63 9
AH| 1 mg/BEE | 112 99.26 + 20.64 73 86.64 + 23.27 8.26 + 2.10 [-6.50. 5.24] c
\ i -7.32
KA 2 mg/ HFE | 113 96.55 £ 19.20 81 77.42 +20.73 14.95 + 2.00 [-13.04. -1.59] 0.0124
\ . -3.86
AH|l 4 mg/BEE | 109 96.39 £ 15.73 68 79.12 £ 21.52 11.49 + 2.10 [-9.71, 2.00] 0.1959

a) BEERE G, R, B ERE Lo AER, WEBE2X—2AT M U, X—AT A1 v RO HAE
e U, Edtss#iEidE % Unstructured & L7z MMRM fi#dTI2 33 <

b) REDZEMIT, KK 2 mg/ AL 4 mg/ ABOVLE R L 77 v REORE %2 A B A 0.05 TV, HEX
STGEIT, AAI2mg/ BREE 7T 2R, AAl 4 mg/ BEE L 77 ¥ RO A 2 2 A B K% 0.05 TIT
I HIECTHTHES LT, 7B ARHK 2 mg/ HRE L 4 mg/ A DO VEEENE & 77 B REEOREICEWC, M [95%
fEHEX ] 13-5.59 [-10.62,-0.55], p i 0.0298 T&H - 7=,

o) AAl4 mg/ BREEL 7T B ARBE L ORISR EBEDRBO ONR D722 D, AAI 1 mg/AfEL 7T
T ARBEOI LRI D EII TN R o T,

<FIRAREAGE H >

cCGI-S Aa 7 D_X—AF A b Week 6 DAL E:
CGI-S AaT7Td_X—RAF A4 b Week 6 D bE (/b “IR-FWME) X, 778 REED-0.57
IZ%F L. 2 mg #£T-0.85, 4 mg £ T-0.62 TH -7 (2mg # p=0.0727. 4 mg # p=0.7316),

* Week 6 TO CGI- 1 A=7
Week 6 TO CGI-I 227 (CEHHE) 1%, 7T ARBED 3.83 1%L, 2mg FET 3.49, 4 mg #¥
T3.718 Th-o7= (2mg#t p=0.0884, 4 mg #f p=0.7891),

- PANSS [GHERER 27 ORX—2 7 A )b Week 6 D2 L&
PANSS BtERER a7 D_—2Z2F A i Week 6 OE(LEIX, 77 B REED-3.69 (2% L.
2 mg A T-4.32, 4 mg B T-3.15 TH-7= (2mg #f p=0.4814, 4 mg #f p=0.5506),

- PANSS EYEREER a7 O_—RAF A v Week 6 DB L&
PANSS [EMERER a7 O_X—2F 4 05 Week 6 OE{LEIT, 77 BREED-1.20 (1ZxF L,
2mg #ET-3.48, 4mgffT-324 THY , 2mg XN 4 mg BT T 7 BARREL D HkE L (2
mg B Fe/ N T IREHE D 7=-2.28,p=0.0028. 4 mg Ff : F/ N I BIfE D 7E=—-2.04,p =0.0087) ,

+ PANSS Marder Factor 2 27 D_X—2Z 5 A 756 Week 6 D&
PSR R 27 DR—2F 4 )6 Week 6 D LEIL, 77 B ARHED-3.62 2% L, 2 mg #
T-4.83, 4 mg #£T-8.36 Th 7= (2 mgHf p=0.1959, 4 mg #f p=0.7895), [ZMEIEIK A =
T DR—A T A b Week 6 DL EIL, 77 B AREED-1.30 124 L. 2 mg B T-3.87, 4 mg
BET-384 THV., 2mgHEL N4 mg BHIZ T 7B REEL W bE LT (2 mg B « I/ IR
EDFE=-2.57, p=0.0013. 4 mg #f : K/ _FFEHHED£E=-2.54, p=0.0019), BB EZ =
T DOR—=RAT A b Week 6 O L EIX, 77 BRBEO-1.11 IZ%f L, 2 mg £ T-2.80, 4 mg
FET-1.93 Th v . 2mg T 7 BARBEL Y bl L7z (/b 3 EHED74=-1.69.p=0.0126,
4 mg #¥ : p=0.2334), HIH SN2 VEE/EE X a7 ORX—2F A )5 Week 6 DZE L&,
7T REED-0.85 2% L, 2 mg B CT-1.55, 4 mg B CT-1.28 TH 7= (2 mg KE p=0.1398.
4 mg Bt p=0.3707), RLMHNH> DA AT D_X—ZF A i Week 6 DZELEIX, 77 BREE
D—-1.66 (2% L. 2 mg FET-2.39, 4 mg FET-1.93 TH-7= (2 mg & p=0.0910, 4 mg Af
p=0.5318),

*PEC A7 DOR—AF A )b Week 6 DE{LE
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PEC 2 a7 D=7 4 )b Week 6 ODZb&EIL, 7T EARHED-1.14 IZx L, 2 mg ##T
—-2.08, 4 mg B T-1.58 Th-7- (2 mg Rt p=0.0946, 4 mg #¥ p=0.4432),

+ Week 6 TO R

Week 6 TOIGHRIL, 77 REED 20.35% (23/113 #1) (ZxF L, 2 mg BET 25.66% (29/113
B, 4 mg BET 24.77% (27/109 f5) TH-7= (2 mg #f p=0.3430. 4 mg &f p=0.4310),

s kR GERA 2L D HR)
REARFCEDHIERT, 7T BREED 6.19% (7/113 1)) 124 L, 2mg # T 7.96% (9/113
B). 4 mg BET 8.26% (9/109 f5) TH 7= (2 mg #f p=0.6040, 4 mg #t p=0.5525),

<ZZaevE>

LEAMETIT, BB LZREAOREE S, 1 mg BET 24.3% (28/115 i), 2 mg FET 22.8%
(26/114 #) . 4 mg #ET 29.2% (33/113 #) . 77 BHREET 34.5% (40/116 f5)) THHo7=,
THNDT VI AT T —VEET 5%LL B, 7o, 72RO 2 500 EOEIE THBLL-H
ERNE, > a2 7 F o8 (4 mg B 6.2%, 7/113 i, 77 &R 1.7%., 2/116 ffl) TH
ST, BIWEROIZE A ENBREUITEEThH -7, BEERAEEESZLOEETIRICESTH
EELGORRE ST, TL7AETFTFTY— L 1 mg ., 2mgBHRP 4 mgBETT I vREEL K
L EbL RN T,

RN A EELORBE AL, 1mg BT 7.0%, 2mg BT 8.8%. 4mg #T 15.0%, 77
TARBET 14.7% ThoTe, THI VT ORBAEEGIT, 1 mg BT 1.7%. 2 mg # T 3.5%, 4 mg
BT 5.3%, 77 EBAREET 6.9%THY, WITNOBETHEEEIXIEZEAEBRETH-TZ, 71
JAET T = VA RGRETEE S SN, UIRGHIEICE 727 B O TIERE Lk

Mmootz

Flo, TV AT TV = AEREGEHLOCT T EREOWTR L BRI ERD H 5 BRHR
B, NA NV A ] FE DEXNOBERZITRD SN o T,

(A 2 1]

PANSS : Positive and Negative Syndrome Scale ([ « FatEiE R G R )

A KIRIE DR IEG Z AR Y 72 < BT 2720 OFHMIRETH b | BEMERE 7 THH .,
PatE REE 7 TH B R O AR AR B E R 16 THE OFt S0 THE B2 5, FHAIX 1 GER
L) h T (REE) O 7EETHMIND,

HNEE  SEARELRE 23R L LEERNT 7 A R HE et

HE  ABOEKREIN TV DMERTVED AEROCHEIX, HEF, RAZEF7 L7 2877 —LvELT1H1
[ Img BB L=, 4 B EOMBEEHIT CHEEL, 1 H 10 2mg 2R 0&% 595, T,

@52 - 22T BFEARTTHAILGHRNIBOONLGNMEEICRS) BHHR (TFAREZ
EERLLEHER) ¥

HE

Bt 5 oA (SSRI XiZ SNRI) O HANERE TG0 72 K 5 DfitkRE B & x5Ric,
FIRR LB LT, H19 oK (SSRI Xix SNRI) #FH FCHlighEEE LTHWS T
VI RAET T — VO REEFIEERIET D,

1RBRT A >

ShiaxILE, BAER L, CHEEMR, BEEHE, WATEM., 77 2 ARk

Xt 5

DSM-5 Z3FEIZRWT, TKH DIFMEE, B—obv Y — ), TR oSz, KE
P B Y — R (YT AR (BF 740 61 - 1 mg B 250 . 2 mg #F 246 f5l. 7 F
& REE 244 B)

Ep UL e

WAZ Y —=> T

1) ASRBE IFABERGHATAR L TWD 00, 519 SKIEES (Phase A) #
FEATIZAN R ~BAT CTE D BH

2) 20 %A b 65 moRu  (FREBUGRER) @ 5Kk O ek

3) DSM-5 /3 JHIC BN\ T, K9 OfFtEES, BH—xv Y — k), [K9 OFREEE, K
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A E Y — R L&, BEO=E Y — R 8 MILL ket L T\ 5

4) AEOKH DFETE Y — RIZBWT, #8725 SANEHRE 1~38 BTV, Wih
DIRFRICB W T ORISR +4 Th 5 BH

5) 27V —=2 O T, HAM-D17 HA A 2 277 18 ALl Lo BE

QF1 2 HITEHEY (Phase A) BRAARE A

1) s kBE

2) H19 SANEHRY (Phase A) BRAER: R OFEMICIS VT, HAM-D17THHEGFH A =27
73 18 AL, E Bk

(3) “HEMWY (Phase B) BAfAREA (BATH:NUE)

1) F1 9 SAEHES (Phase A) 8 #ZICH VT, HAM-D17 EHEAFH A 2728 14 48
LI E sk

2) Hi9 SAIEHEY (Phase A) BIAAIFS & Huli LT, H1 9 SFIEHEY (Phase A) 8
W IZBIT 5 HAM-D17 HHH A #2227 OB A 50%AIM O ERE

3) P19 OFIEES (Phase A) %@L, HIZ CGI-I DA a7 3 (i) ~7 (&
FEEAL) OERE

bR UE

VA7 Y —= T

1) ABEDOKH SHETE Y — Rz T
- 4 B 2L LY P D SHNEREIT > CHORISB A+ Th o1 BFE
- PUREFR S, REMIMERIC X AR TN B (272, ALY Y FE 9

W+ ) OIRHEIEE - + IR LAk <)

SR B IR B LR W RIR T O RHESERD b b B

2) 27 Y —=27KD HAM-D ®ARIEH (No.11) A7 78 3 Ll EOEFH,
C-SSRS OB 4 XX 5 ~DEIEN T ThoT=HBE . TBIEDEMER
oM DRI S IR A 0 AR ORI RO & IBBR AT EE AT HIWT L7z
B

(2L 5 SHITEHY (Phase A) BRAARF A

D AEOKI DRI E =Rk, A7V —=2 FHFICH 7 IS AR g
7o o TR

2) H1 9 SFIIEFEH (Phase A) BRIAK SO HAM-D ®H#IEE (No.11) O A a7
3 MLl EDEE, C-SSRS D&M 4 UL 5 ~DEIZEN [TV TholzfBE, X
XBUEDORAER R E OFFIED B IRBEIH 1 0 B D fERMED @ & IR E
PR i S AN J T U 7o AR

W& - HE

TRER3E

TR T =V Imght TV AT TV — b 1mg & 1 H 1R, 18,
Bogsg L,

TV AT = 2mght T LU AT TV =)L 1 mg/H CEREAZBIMEL.
1HABOEE - BE - FME I L2 AY 7Y b 1mg $EX 1 H 110, 1
BE, BOZEEG Lz, 1 HHEOBE - RE - oKL, 7L 7 AT T —1 2
mgéEs 1 H 1, 18, &OHEG L,

T RREE ST RREEA 1A 1R, 18, ROEELE,

TR DHL S >Hl

P19 SANGEH (Phase A) TEEH L7251 5 oAl (SSRI XiX SNRI) D& HE -
FAEEEE L TR S L, G - AREEROEAOETIIITDR0 T,

581 6 M
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AR E | EEFEEEA

- “HERY (Phase B) 6% ® MADRS &ft 2 a7 O_—2 74 [Hi 5 2HlR

M (Phase A) 8 %] 76 DOFEHEE

BIRAYFHME R -

- ZEHEMRY (Phase B) 6 %D MADRS i3

- “HEMRY (Phase B) 6% MADRS Efi#s

- “HEEMY (Phase B) 6 ##% ® CGI-1 tkER

- “HEMHY (Phase B) 6™ CGI-S D&

- “HEHEMY (Phase B) 6 ##%» HAM-D17 HHH &A= 7 O E({L &

- “HEHEMY (Phase B) 61 ® SDS ¥ A a7 DY

- —HEHH (Phase B) 6 1% MADRS-S &#F A a7 O 2 L&
EVEHEER | AEER. BERE, N 2o v [RR, WORER T 2 OsR I M - fRdadk (i
BARL, JEAT, SEAD) ], BRATA., v X MEHEE, FE, 12 FELERRE, TIRR
7. C-SSRS. DIEPSS. AIMS. BARS

[ A]

< EFFHEE >
5 6 %1255 5 Montgomery-Asberg Depression Rating Scale (MADRS) &2z =27 ®
R=2ATAUPEOBLRIF,. 7V 7 AT TV =L 1mg BHEA O 2mg BEOWRET, 771K
BRI UIEEH M2 B BZENRO bz (1 mg B p=0.0089, 2 mg #f p=0.0312, MMRM fi#

*ﬁ‘)@

NR—AF7 4D 57 AR A B a) 0= 2353 5 il 2)

‘ MADRS/El\§+X:7 &5‘6 Tﬁ &'ﬂﬁ% 77“k7j<ﬁ_$& @X—J'Hﬂi)i
B | e || o [Roomvsee | omm .

1 Y (R YRS [95% =] | P

SRR | 243 | 27.3+62 | 233 | 205+92 6.7+0.47 - -

AH1mg/ERE | 248 | 26.7+64 | 237 | 18.3+88 -8.5 +0.47 LT 0.0089
[-3.0, -0.4]

KA 2 mg/HRE | 245 | 26.9+69 | 218 | 18.8+90 -8.2 +0.47 o 7'1;‘(‘) 5| 00312

a) EENREEZGHE, W, BEREEROREER, £EBEZRX—A T4 VH, X—RA T A » LD HAE
A& L., oty % Unstructured & L72 MMRM fi#dT 1233 <

b) MEDZEMIL, BENEFEEZHOTIRE L, X CDICAAI 2 mg Bt & 77 B ARBEO 24TV, WA=
KHE0.05 THE CTh12HAOA, 1 mg B & 7T LR 2 w4 EKYE 0.06 TIT- 7,
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<FIREREAGE H >

« MADRS it

Phase B 6 ## ™ MADRS &R, 77 B REED 18.9% (46/243 ) (IZxtL, 7L 7 A ¥
7T —)v 2mg BET 24.5% (60/245 ) THo7- (p=0.1364), 7L I AT TV —)L 1
mg FfiX 25.4% (63/248 i) T -o7= (p =0.0844),

- MADRS % fig 5

Phase B 6 ## ™ MADRS ®f#R|X, 77 BREED 13.6% (33/243 fl) 2L, 7L 27 A
75— 2mg BET 17.6% (43/245 ) Tho7= (p=0.2265), 7L I AT TV —)L 1
mg FEIX 17.7% (44/248 f5l) Toh 7= (p =0.2048),

- CGI-I ek %

Phase B 6 % CGI-1 &%, 77 BARRED 29.6% (72/243 f]) IZxtL, 7L 7 A
Z ' —)L 2mg BET 35.1% (86/245 ) TH -7 (p=0.1964), 7 L7 A7 F V' —/L 1 mg
13X 85.1% (87/248 il)) T -7= (p=0.1969),

- CGI-S O )24 &

Phase B 6 % CGI-S D_X—Z 5 A )b DXL & (/N _FFH + SE) 1%, 75
TARED-0.6+£0.05 L, 7L 7 ALT TV~ 2mg BET-0.8+0.05 TH-o7= T/
FVHMHEOE =-0.2, 95%CI : —0.3~0.0, p =0.0292), 7L 7 A7 7V —/L' 1 mg i
-0.7+0.05 Tho7- (F/h e PHHEDZE =-0.1, 95%CI : —0.3~0.0, p =0.0976),
- HAM-D17 HHB A FF A 27 OV 2 v &

Phase B 6 ##% ® HAM-D17 HH G A I 7 DR—Z T A b OEH L& (/) F]F
Y]+ SE)IX. 778 ARBED-5.83+£035 KL, 7 L7 ATV —)L 2mg £ T-5.6+0.35
Thotz (/" FEHEDFE =-0.3. 95%CI : -1.3~0.6, p=0.4914), 7L 7 AT F
Y=/ 1 mg #i3-6.3+0.34 Tholz (R/h_FFEHIHEDOZE =-1.0, 95%CI : —2.0~-0.1,
p =0.0330),
- SDS P¥J A a7 OFHE L&

Phase B 6 1% ® SDS A 2T D=2 T A b OB B (/) ¥ £ SE)
X, 7B RED-0.64+0.115 IZK L, 7L 7 AEF TV —/L 2 mg #£T-1.12+0.118 TH
Stz (/N T REHEDOFE =-0.48, 95%CI : —0.80~-0.15, p=0.0038), 7L 7 A7
Y=/ 1 mg #13-1.13 £ 0.114 Th o7z (/b e FEHHEDZE = -0.49, 95%CI : —0.81~
-0.17. p=0.0026),
- MADRS-S & 8F %2 2 7 OS2 &

Phase B 6 1% ® MADRS-S Ait 2 27 O_X—RA T A Lind O L& (/"R FH) +
SE) 1%, 77 AREED-1.47£0.200 %L, 7L 7 AT TV —)L 2 mg #fT-1.87+0.203
Thotz (/b FE¥EDZE = -0.41, 95%CI : —0.97~0.15, p = 0.1543), 7L 7 AL
77— 1 mg Bf13-2.46+0.199 Th o7 (/M _FFHEDE =-0.99, 95%CI : -1.55
~=0.44, p =0.0005).

<{EHPLD SFIBIOE S 6 WHIZEHITH MADRS A8t A a7 OR—Z5 4 b OB &>
BERHL D SFIBOP 5 6 %2817 5 MADRS 32 a7 DOR_R—2F 4 6O EIXT

KDEBY ThHhoT,
N ) NR—=AFA D 7T RN L OFRIZE
PR 27 R MADRS 4dfx oy o | ICET [95% 15X fo
A iy i 27.6 + 6.0 (39) 7.4+ 1.26 —
TanxtFr A 1 mg/ H B 26.6 + 7.0 (44) -9.1+1.18 -1.6 [-5.0, 1.8]
AF) 2 mg/ A 27.2 + 6.3 (47) 7.9+ 1.15 -0.5 [-3.8, 2.9]
77w REE 26.7 = 5.8 (69) -7.4+0.91 —
TAEu 7T A | KA1 mg/HEE 27.4+6.9(81) -8.1+0.84 -0.7 [-3.2, 1.7]
AH 2 mg/ H 26.1+ 6.7 (77) -8.0 = 0.89 -0.6 [-3.1, 1.9]
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g5 S BT BN Higgv.o | 7 CIES ORE

MADRS &gt A= 7 @ [95%15 5 X [#]]9

77w REE 26.8 7.2 (10) -10.0 + 2.50 —
TREY I AHI 1 mg/ AR 26.9+ 8.3 (9) -8.6 +2.76 1.3 [-6.4, 9.0]
AFH) 2 mg/ HEE 29.1+6.2 (9) -3.1+2.63 6.8 [-0.7, 14.4]

A i i 28.8+ 6.5 (8) -2.2 + 2.98 —
INFTTT AHI 1 mg/ AR 28.6 + 5.8 (5) -5.7 + 3.69 -3.5[-13.4, 6.3]
AFH) 2 mg/ HEE 19.0 + 3.4 (5) -11.2 + 4.62 -9.0 [-21.6, 3.6]

A iy i 27.7+ 5.1 (15) 7.2+ 1.74 —
RuaxkFr A 1 mg/ HEE 25.4+ 6.5 (11) -8.3+2.03 -1.2 [-6.7, 4.3]
AFI 2 mg/ AR 26.6+6.1(12) 6.7 +1.93 0.5 [-4.8, 5.8]

77w REE 27.9+6.4 (72) -5.6 + 0.76 —
v RTY AHl 1 mg/ HEE 26.6+6.1(77) -8.0+0.74 -2.4 [-4.5, -0.3]
AHI 2 mg/ AR 26.2 + 6.7 (77) -8.5+0.74 -2.9 [-5.0, -0.7]

77w REE 26.6 = 7.1 (30) -7.3+ 1.46 —
NRyZT77Fvy | AHKI1 mg BEE 24.5 + 3.5 (21) -10.0 + 1.82 -2.7[-7.2, 1.9]
AFl 2 mg/ BB 34.1+6.0(18) -10.4 +2.13 -3.1[-8.4, 2.2]

a) FIME R A GEAGEIE) |
TR fiE AR RS
o) [EEMREBERE,

b) &/

A& L. oty i 2 Unstructured & L72 MMRM AT I RS <,
<zzeiE>
ZaRM T, BRELZEWEAOREEIAIL, 1 mg BT 33.6% (84/250 ). 2 mg #£T 52.4%

(129/246 1) .

T 5% L,

(15/250 1) .
5.6% (14/250 f4) .

W], G- L REH O ZZ BAR

2 mg #f 23.6% (58/246 #i) .
2 mg #f 6.5% (16/246 1) |

- FHET

T RREE 1.6% (4/244 7)) ],

I EREET 22.5% (55/244 f5]) Tholzy WTFNLDT LT AT 5V — Lt
MO, TTRERBED 24U EOEIG TRE LZEWERIX, 7 Y7 [1mg R 6.0%
I REE1.2% (3/244 #1) ],

REH [1 mg &
m¥ v 7 F
7T v REE 1.2% (3/244 )],

IERER—RT A U, XR—=RT A LD EAE

VEEAN [1 mg B#F 2.4% (6/250 f1) . 2 mg B 5.3% (13/246 1)
PREE [1 mg B 5.6% (14/250 #1]). 2 mg #f 4.5% (11/246 %) . 77 B REE 2.5% (6/244 f5]) ] T
Hot-, BWEADIEE A ENBRE X IIFEETH -7,

HERMHEELRLORBEAIT, 1mg BT 1.2% (3/250 %), 2mg FET 1.2% (3/246 %), 7Tt
REET0.8% (2/244 ) THV ., 1mgHER P 2mgHETT I vRBEL REL Lbbhhotz, &
BRI E > = HERESLORBEISITL. 1 mg BT 0.8%(2/250 #1) .2 mg BT 7.3%(18/246 #1) .

7T BREET 1.2% (3/244 #]) THHoTz,

PERANBIEIR B A EH R ORI E AL, 1 mg T 14.8% (37/250 1) . 2 mg £ T 36.6% (90/246
), 77 B AREET 7.4% (18/244 B)) ThoTo, 7 H VT OFBIEIGIE, 1 mg # T 6.0% (15/250
Bl). 2 mg BET 24.4% (60/246 f3)) ., 77 LAREET 1.2% (3/244 %) THY, WTFNORETHHE
SEREIXIZ & A ENRBE X IHEE THo T,

Flo, TV AT T ABREHE T T ERBEONTS, BRI
i, A XY A DEXNT A —ZDOELRELITERD bvienoTz,

RO & 2 R A

[P AL ]

MADRS : Montgomery Asberg Depression Rating Scale (£ = A ) — -
FEAmREE)

D OROEIEE ZFHIT S, 4 10 THHE O 72 DA RE, #15 DHEdR O oE 2 U Rk <
oD &9 HRIEROREZM RS L TORHEEIRZ ol & L2 5 DSk & EIREYE %

T A= 5 DR
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AR LT DR,

SDS : Sheehan Disability Scale (ffi%h B Cl A=k 5 )

FARRIRTED B4 U 5 B A TEREIEE O ER QOL (Quality of Life, ZEJED'HE) %, B3
H& 28 CiHlid 2 B R EEHhRE,

HAM-D : Hamilton Depression Scale (/>3 /b k> ) OFF5EAM R EE)

1960 4FiZ Hamilton (2L > THERINTZ ) DHOEEEZFHALT 2720 ORE, 5 OfOE
JEEZH LT 1THA (HE 1~17) THARSNZFEEI1THERE ZHIENO 4 HE (R
H 18~21) #Mzx 7z 21 HARAEIZHNHATWD,

FERNEEL 5O -« 5 DIREBIT T 2 AR

@7 W A~ —BIEBHYE A 5 B, Sl BB SRR T 5, miEE U3 BN SE) : F 10
JMAHFRER (77 & Ak B 8 i i) ©

HHY MNRBE DL T VY A <~ —BIEAEICE D T O T — v a v a AT HBRE 2R
ELT, 10 EEBE LD, L7 A7 5V —1 1 mg U2 mg DT TERIC
T HEMIEORIEEZITS ., £/, T VI AT IV — OB E KL, EiEf

BRI 5,
RBRT A Sl e, 7T AR, BEA, “HEER, WITRER R
Pop< TN NA = —FRERAIEICE ) 7T —3 a VEBE (BEF 410 6 : 1 mg # 112 #1, 2

mg #E 149 i, 77 & REE 149 #i)
7R BRPULHUE 1) LT OBMEMERZ W b T
‘DSM-5 T 7Y A = —IRIC K DBHIE] &2W
-NINCDS-ADRDA D24 T Probable Alzheimer's Disease] & 2l
2) BB DML 55 kLl b, 90 s CA T 0 B3
3) N—2 T A FMA D 3 EELLERTD DIEBRIKEEE 58 TRESUT P IERF ORI 23K
TTH5ETOR, LLTOR UBRE CRIBEIZE N FTEE /2 B
A EFHERA D AR A TE L TV D BE
‘Rl MR A~DAFTE TE L TV DR
ML L T, EETONELZTFEL TV DEE
B, TATTROTA Y —EREZITTWHEgE, LM oR, [ CHEskIZF
CHETO@EHRZ TELTWDHEE LT D,
PRI LB 2R B R A EUICED SN D NHEE NN D BE (2 0#EE T, D
R b4 H, AR/ AL EEREORTEBIET 2L L TD), B, BT
MHEBETIE, METERSFEONEE LFEL TWDLILERD D,
5) A7 U—=r 7kt MMSE O&&FA a7 23 1 bl by 22 LU T O BE
6) A7 V== TIRE RO —R T A VRHMIOFTENZI 2 HFELL L2 iz o TR
FETHHBEIZHER L TS, BRAEFRICEREOH LT VT —a v 2T 5854,
B, 7VT—varDOEXKRIE IPA © [Consensus provisional definition of

~

~

4

agitation in cognitive disorders” ] 1Z#E 9,

7) N— AT A RO/ 2 BT, SRR S UTERETEIA 3 [ LR b
B, WBHRS K ORENITE O FFI1T TPA @ [Consensus provisional
definition of agitation in cognitive disorders] TE# I HLL T DEKE & e,

W% S (Verbal aggression) : yelling, speaking in an excessively loud voice,
using profanity. screaming, shouting 72 &

-WEEM4TE) (Physical aggression) : grabbing, shoving, pushing. resisting.
hitting others, kicking objects or people, scratching, biting, throwing objects,
hitting self, slamming doors, tearing things. destroying property 7% &

8) T I NA = —RIEBMIEICE D T VT — v a IR LT, R E i L T
TR RBD bW & EYRIEDN LB L S s B

F 7 bro AL 1) 7oA~ —TERAE LS OFBARE LR EREE 2 G0 L TV DB
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2)DSM-5 (25 &, A7 U —=V 7 RAEHD 30 AN HR—A T A VEHIRE £ T2
TAR LK SN RE
3) DSM-5 (25 &, LT LBMrsni-fd
B RIE AR Y b T LS K O o A5 o 1 fe 5 7
< WA B 5 R N B e o 2
“ KD O E
ek, KO OWMEE LB ESNZEBEDO I B, A7V —=V7KRART 30 BLUN
IHER DGR BILTWARWETE LT BE 2R,
4) AP, RPRE. RS, ARG, feaE. ik, DM, WL XIXERER CRERAVICE T e
R eHT L85
5) AV U —= VA XIIN—A T A VIHEREORED 30 kg Kl BH
6) BleE Ly, P, BF ERAOTICTTHYEETLEBH
s - TV AET TV 1T 7R 154, 1A 18 10 #EEREO S L,
TV IAET T = 1mgft: 7V AT TV —/L 0.5 mg/A% Dayl 75
Day7 £ CT» 7 HE# 5 L. Day8 LIF& 1 mg/H 5 L7,
TV IAET T = 2 mg it 7L AT TV —/L 0.5 mg/A% Dayl 75
Day7 £T» 7 BHfE. 1 mg/H % Day8 /»5 Dayl4 £CThD 7 HE# 5 L, Dayls LL
% 2 mg/H &85 Uiz,
BARMERHIEE | REFMEEE -
- CMAI 53t A a7 D=2 7 A h b Week 10 DAL i
BIRAIFHIE R -
*CMAI %7 2 /r— /)L (Aggressive Behavior, Physically Non-aggressive Behavior,
Verbally Agitated Behavior) ®OX—2F 1 )35 Week 10 DZE L&
« CGI-S D= T A »H 5 Week 10 DZE{LE:
+ Week 10 TD CGI-I
LZAVERHMIEE | BEES. BRBRE, SA 24 (E, IR . IR, (K&, 12 FHE0
BB, TIRMRA. DIEPSS, AIMS. BARS, S-STS

I

P!

< EEFHEE >
BhH 10 BEICBIT S CMAL B3t A a7 OR—2F5 4 UInbOEEIT, TV 7 AT T —
L1 mg BERTD 2 mg BEOMBET., 77 BRBEICK LR AR EEZNRD BN (1 mg &
p=0.0175, 2 mg ¥ p<0.0001, MMRM f##T)

CMAL S 15 10 By | 7ILREEE O
B 55 e FHE + P ST+ e/ T TR+ BET % -
(RS (S eSS l95%(=aER<m] | P
FIERRE | 147 | 62.7+£11.7 | 116 | 53.6+13.3 -8.0+ 1.03 - -
AFI1mg/HEE | 108 |  62.1+11.3 83 50.3 + 14.4 -11.7 £ 1.20 [6 '83-_70 7l 0.0175
. . -7.2
AHI 2 mg/ ARE | 148 64.1+12.9 104 47.5+134 15.2+1.05 [10.0, -4.3] <0.0001

a) EEDREEZGHE, R, By (ABL. %) BARIURMREO R &, S5 C RO EER, 3t
EREEN—ATA Ui, X—=2AT A EREHORZAERE L, BESHILSEEES Unstructured & L7z
MMRM F#HT Iz FE5 <

b) MREDLEMIL, A& 2mg/HEEL 7T B RBEORIE AR AKUE 0.05 TITV, BRI STHEIC. AA 1 mg/
HEEL 7 7B ABEO A A EI/KUE 0.05 TIT H FIE T I N,
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<EIRAYEHITE H >

« CMAI %7 2/ —/L (Aggressive Behavior, Physically Non-aggressive Behavior, Verbally
Agitated Behavior) OX—ZX 7 A b Week 10 ODZEAL &
Aggressive Behavior A 27 D_X—2ZF A v Week 10 D& (/N FFHHE + SE)
X7 L7 AE STV — 2 mg BET-5.8+0.45,1 mg BET-4.1+0.51, 7 7 £ REET-2.5+ 0.44
Tholz, 7T EREELOBIE R/ ZFRFHE) 0FEX, 77 AT 53— 2 mg B
T-3.4 (95%(ZHEK : —4.6. —-2.1. p<0.0001). 1 mgBET-1.6 (95%(SHAX : —2.9.
-0.3. p=0.0158) TH-o7,
Physically Non-aggressive Behavior A 27 D_X—ZF A /5 Week 10 D&V E (/b 5
SEBE £ SE) 37V AT T — 1 2mg BEC-4.5+0.47, 1mg#fT-3.8+0.54, Tt
ARET-3.1+£0.46 Tholo, 7T VR L DELE (RN RFEHE) OET, TLr72ey
7Y —)L 2mg BET-1.4 (95%EHEXE : —2.6, —0.1. p=0.0345). 1 mg#HT-0.7 (95%
fEHEXH : -2.1, 0.7, p=0.3160) ThHoT,
Verbally Agitated Behavior 2 27 D_X—2 7 1 )25 Week 10 D2 b & (F/h ZFFEHHEE
SE) 37 L7 A S5V — 2 mg BET-3.6+0.30, 1 mg BET—3.1+0.34, 75 £ REET-1.8
+029 THoTo, 7T BREELE DBV E (/N VWM OEF, 77 AT T Y —)L 2mg
FEC-1.8 (95%EMEXME : —2.6, —1.0, p<0.0001). 1 mg#ET-1.3 (95%[EHEXME : —2.2,
-0.4, p=0.0038) TH-oi,

* CGI-S D_X—RF A )i Week 10 DAL E
CGI-S AaT7 D_X—RAF A b Week 10 D k& (/b FH)fE = SE) 17 L7 AE
75—l 2 mg BET-1.4+£0.09, 1 mgHET-1.0=0.10, 7T EREET-0.6+0.09 Th-7-,
TR L OBbE (R REBH) O T LI AET T Y —L 2mg BET-0.8 (95%
CI: -1.0. -0.5. p<0.0001). 1 mg BET—0.3 (95%(EMIXE : —0.6. —0.1. p=0.0083)
Thol,

+ Week 10 T CGI-1
Week 10 (LOCF) T® CGI-I 227 (CF#)fE +SD) 17 V7 AV TS TV — )1 2mg BT 2.6+
1.2, 1mg#T31+1.3, 77 AR T35+14 Tholz, 77 BREELDOFEHEDZE (CMH
Row Mean Scores i EIZ IS ) X, 7 V7 AET T Y — /L 2 mgBET-0.9(95%EfEX M : —1.2,
-0.6. p<0.0001), 1 mghCT-0.5 (95%{ZMEXM : -0.8, —-0.1. p=0.0052) Th -7,

<ZEVE>

AT B L-EWER ORBESIZ. 7 L7 A5 Y —)L 1 mg BET 33.0%(37/112 #1) .

2 mg BT 51.0% (76/149 i), 77 v REET 22.8% (34/149 fl) ThHhotz, WInro7 L7
AT T —VEET 5% EICRELLZRERIE, IR [ 72875V —/b 1 mg # 8.0%
(9/112 #511) . 2 mg #f 15.4% (23/149 §il) . 77 B AREE 2.0% (3/149 f5]) . DABEFENA], EshizE
[7.1% (8/112 fi]), 18.4% (20/149 fi), 0.0% (0/149 i) ], ¥E¥EEHZ [0.9% (1/112 i), 11.4%
(17/149 1) . 0.0% (0/149 1)1, MrlEHE [7.1% (8/112 f1), 10.1% (15/149 f5]), 0.7% (1/149
B ], BITREE [4.5% (5/112 ). 9.4% (14/149 f). 0.7% (1/149 %) ], $FAOHE [1.8%
(2/112 B) | 7.4% (11/149 #1). 0.7% (1/149 #) ], A b =7 [6.3% (7/112 #l), 2.7% (4/149
). 0.7% (1/149 f)] THH ., ZHLDORIERIZT T, WThoT L7 AT I Y —L#ET
H TR L LR THRBPEAEN 2B ETH o2, BWEADIZE A ENRE UITEETH -
77

HERAEFZORAEEII. 7L 7 AT TV —/L 1 mg BT 6.3% (7/112 ) . 2mg BT 6.0%
(9/149 ), 7T BAREET 4.7% (7/149 #]) ThHholz, WITNPOT LI AT T —L#ET 2
BILL FICS L U= B e A EHRITRAEMER THY . T L7 AT TV —L 1 mg B 2/112
(1.8%). 2 mg &f 2/149 # (1.3%) IZRDLNT-,

BRI PICR B LEEAEFRICED, 7L 7R T7Y =L 1 mg BED 2 BB L, LT
ICE S - AERERIT, DIIE, ik Th o7, L 261055 1412 90 BT, #&



| V. BcT 2EA |

SR 7T BEH (BEHET 6 BR) ISODIBENRRY vz, DIESE & TRERIE & o B X 7o &
Wraiiz, &9 160% 80 mBMET, & 5F4 33 HH (&G T 6 Hi%) (CRamEtEitiR GEEE)
EAEBI%, B 55 HH (BEHHKT 28 %) (CRAMEMEAR (FHE) XLV T Lo, RmEE
Jitige & IRBRER & OBIEME LRV I S uTe, B, IRBRMIMK TRIC, ERRAEESE T4+
n—7 v IR Tholo 1 HIA, I & FRMENER 2 [BIE % 0 B REERE DK T K OR JIBAVR 2 5 R &
L7eEPHIC R VLT LTz, BT EIRRIE L OBEMET e &l S T,

RO GHILICE>TEAFFLORBERIT, 7L 27 AT TV — 1 mg BT 12.5%
(14/112 #1]) . 2 mg BET 25.5% (38/149 #l) . 77 BREET 16.8% (25/149 #3]) ThH-7=, 1Rk
HOBGF B S T B ERGOL LEE TR L,

HEAABIER B A ERFERORREIAIL, 7L 7 AT TV —/1 1 mg BET 25.9% (29/112 1) |
2 mg BET 32.2% (48/149 #) ., 7T REET 7.4% (11/1494)) Thol=, WIhnrDT L7 A
7T — VEET 5% LA RITHEEBL L I HER MR B A EE L, EERE (T ATy
—/L 1mg # 7.1% (8/112 f#l) . 2 mg #f 13.4% (20/149 #) ., 77 B ARHEE 0.0% (0/149 fi) . LA
FE], FHEEZ [0.9% (1/112 #) . 12.1% (18/149 1), 0.7% (1/149 1) 1. M[E#HE [8.0% (9/112
). 10.7% (16/149 ), 0.7% (1/149 %) ], B17kEE [4.5% (5/112 f5]) ., 10.1% (15/149 fi) .
0.7% (1/149 %) ], A =7 [6.3% (7112 f1), 2.7% (4/149 ). 0.7% (1/149 )] TH -
Tro EERHERANBIEREEAERERIT, T L7 A TS TV —/L 2 mg BEICHITIEEN 141, &
BALEN 1B, $ERAEEN 1RO D, TV AET T Y )L 2 mg BEICHBL L - #ER
SREEIEE 1 FIR T TR RBICRBR L7 H Y7 1 NTEE T, Z0oMiTnFhbIERETH
-7,

Flo, TV AT I AEBREGHLE O T ERBEONTY ., BRIICERD & 5 5K
B, NAZNAT A DERART A =X OBERETRD Lol

[FHm AL ]

CMALI : Cohen-Mansfield Agitation Inventory

CMAI 1. BRBRT U7 — a Y OBEZFET2RETHY . 29 HE (DiFxm< (&
FHEE), EEL O - SEARE, 727 (BOE{HGAED). U5, AW
DINHBDIND T, WERT D, WE e, Oon< ., BEME (F 32, BGRE),

YosntEEE - SRR, PR 2 - HRUZR S HBERID . RETRE XK - ik, BIOBITATZ
LT 5 (BHAREINIAMNED ET5), MEREINCHEY S | TSR U474 %240 KT,

B EDEE ORI, EECHITERYRIIEER LEET 5, XESCEMOMYIRL, R
a2 D EMIER) 07 U7 — a3 ORE 2B OB A TEMETRMET A2 RETH 5,

FENER: TYOT— v a VEEEFE RS E LTEEN T T AR IR T SRR



2)

REMHHEB

| V. BRICET 5

OmeELFE (RPBREHR]

H HAETVERE LRI, TLI AT I — L E2EMEE L B0, Ao E ik
RERSE
BT VA | ShakdRE, FER
PoES A KHERE (G5 306 41 : FHLGI 208 fil. [ENT 7 2RI HEMRRBRD b Ok
151 98 #i))
T @RLYE | B TUIIL AR D & DRk
FE NS TV ARFRBRIC BV T 6 B OREM 252 T LI SUTENE IV AR O
Weekd4 FEAGLARIC Gk U, LAF OREEZR - L7205 (REO/ENC Xk 2 bk flixk<)
R kB & 2 ORTOHE Visit © CGI-I 2 5 (REHE() LIL
FEB (27 ) —=2 7))
1) [FEBSHIC 18 mLl BT, DSM-IV-TR Wi EE S S A LTIE & 2 S iz B
*
2) REOPURBMRERIGE (7 e e 25R<) ICXDREEZT, PURMREKIC X D HRE
ERLE LS, TL7 AT T — LOBEANGENARE L & 2 bR EBE
Toab s | B TUIIL AR D © OfkE51]
1) PURARRERIC 0 U CHRBUME/ A TE &l S 78R, 7 v b e REO H 515
*H
2) PrkEHRIRIC ﬂbfﬁ#@%ﬁﬁ&ﬁ%éht%ﬁ%\7m%€/ﬁﬁﬁ®%5$%
3) DSM-IV-TR @ I #iZWric i\ T, HEARFELUSN ORI S giE, ~—
FTUT g bEE X iﬁffﬁfﬂﬁﬁiﬂ? LW In B
4)Hﬁﬁ%%6oauw CEAEEEE (ECT) %52 -
Beipsatil
1) MAKLFEDWEITE Y — REZ2LTWA LTS h 5B
2) HURSARERI e U CHRBIMEEEIAYE L Il S - s, 2 a P e REOH 5 EBE
3) DSM-IV-TR @ 1 8@ Wi\ T, A RRIELSORE L 2 S - giks, —V
%)74&%\XiﬁWEmk%Méht$%
4) ERRPCRAE L 70 iR, FFNR, Bs. AGEHR. MR, fER, DIER, M. X
IS LER R OB EH I 5 HBE
B | 1 (BB s oR, 4 8H)
5 BeH- R OHUREAIE IR SEHEEIRIEIC LY T LI AT T =~ BT o2, T
LAY T =31 B 1R 4 BERAOBES L,
BRI HEEMIT. 1 8 Week 4 107 L7 275 Y — L OBEK#E G 2 mg/ H
ARECHIVUL, 2 OPHRF IS U T, 4 BHEOEHERMMORAE (v A7 7
YV —)b MOPURRMEIE) AR AREE LT,
%28 (GREEH. 52 M)
TV AT TV =& 1B 1ERARE Lz, ARIZ2 mg/ANSBBL, RIEHRT
EO - BLMEICIEVEE LTz, ARMICHBEND 2 & IRBET U E A2 F L
7-%E. 1 mg @““){ﬁi% L7z, 1 mg/ANARTERWEEBREITIERE 1L LT, /L\ﬁﬁf
EXi SHERTOHIWIC LV BFRMICZ Y TH 0, MEEEL-THE, BEEZIC
EHMBETXLZ LU,
AT H <H N>

51H (B FEE o A)

‘PANSS R 27 DR—RZ 5 A b DL

CGI-S AaT7 DR—Z2F5 4 b DL &

%28 (RE)

‘PANSS AR a7 DHF 2 IN—RF 4 U6 OE{LE

‘CGI-S ZAa 7 DEHE 2H_R—2AF 1 b OB E

-CGQI-I 2=a7

-PANSS B RER a7 DH 2 HR—2F 1 D OELE

-PANSS &M RER T DH 2 HR—2F5 14 D OELE

SR [Week 5212, 5 2 #1_—A T A b PANSS A 27728 30%LL B, X
CGI-I A=a7 A1 (FWUE) k2 (PHEWE) )

ks GHRASIC L DR

-PANSS Marder Factor 2 27 OF 2 HIX—2 T 1 b DL bE

‘PEC A a7 DE2HX—2AF (4 b OEE

<#aik>

HERES, WWRRE., N 2NV A2, v 2 FEFER, KE, 12 #FE0%EX, DIEPSS,
AIMS. BARS. C-SSRS




EEED|
<At >

| V. BcT 2EA |

EWN 77 B R% B EERRERD D O] & OSHT 72 I A ST A RIERE Gl
B, 65 LA EOEEE ZEaTy) ZXBICEM LI-IEEREARICBWNC, L7 AT T — L
1~4mg % 1 H1[ES2MEHREGLI-L &, PANSSHRAaTOHRERIITEROLEBY THoT-,

(PANSS #8227 D## (FAS, 00)]

ki tsl (7" 7 & AHE )

ke 151 CAFAIRE 2))

BB

G 2 JIBA Ay

69.62 + 21.90(201)

Uz 1 4

67.17 + 20.88(189)

THIE I PG

892.52 + 22.29(27)

83.51 + 22.21(70)

66.93 + 20.42(182)

438

74.19 + 20.87(21)

79.57 + 22.59(60)

64.30 + 20.20(169)

8 i

74.12 +24.17(17)

75.30 + 23.32(53)

62.77 + 20.07(154)

12 14

71.50 + 18.72(16)

73.80 + 23.84(46)

62.58 + 19.92(146)

24 38

66.50 + 18.28(14)

69.86 + 23.87(37)

60.93 + 19.56(123)

40 A

59.20 + 14.31(10)

67.66 + 24.09(32)

59.66 + 18.70(116)

52

62.33 + 12.03(9)

68.16 + 25.72(32)

58.86 + 19.23(109)

el at iy (LOCF)

77.56 + 24.14(27)

81.86 + 25.81(70)

63.82 + 22.61(182)

TE + YR GRG0
a) ENT'Z AR EERRRIC T DGR

<TEVE>

£4
73

AN
et ETERZBEITRRD 5T, RARGREOZFEEIRGFTH -7,

R LA RTERE 255 L LI ENE IR G

HEE

AENOEREN TV DHERFVEDO L - HEIX, AT, AT V7 A8 75— e LT1H1E
1mg OB L%, 4 HULOMBEZH T CEEL, 1 H 1E 2mg #RAKET 5,1 T,

@3 2% - 2K BIFARTHALBHRLBOHONEMEEIZRD)

REKEHER "

SHE] 9O+ 9 DIRBEICKT T 2 FAERER (CZEBERRER) 90 kR 5 S D K D Dtk E
BeERE (LLF. MkEED . LOW-IiciiAN SN D 65 MLl LD K S ofitkEERE (LIF,
) ARSI, HIROB S SF] ki) © SSRI ik SNRI, ###1 : SSRI, SNRI,
IEINETFEY) EA T CHBEESE LTHWAS L7 A7 7Y — Lo RHHGICEB
2 EEEROE LRI 5.

BT A v | ZhikdFE, FER. AEMNE

w4 DSM-5 ZHEICEWT, [KI DfFEREE, M—otv Yy — R, [R5 omEREE, KEE=
Y — N IZEMT B (BEF 247 6 JkHE 216 B, HELE 31 41)

T BN ILYE | ke

1) shkiBE

2) "EERRBRO _EHEMRY (PhaseB) #5%TL. “HERRBRO “E5HH (Phase
B) 6 kAR E LT 28 HLUNIZIEEE 2 BH4h T & D H8E

3) DSM-5 /3 JHIZ BT, TR ) ofthfE®, H—ov Y — K], [K) omiEEs, KExT
vy — K] LRl S

BrifFl

1) shkiBE

2) 65 Ll b (FERER ) ©BMER Otk

3) DSM-5 /3 JHIZ BT, TR ) ofthfEs, H—ov Y — K], [K) omiEEs, KExT
Y — R LZMEN, BIEOTEY Y — FA 8 BWRILL ikl L T\ 5B

4) AEIOKS DRZE Y — RIZEBW T, WYZRES SHREE 1~3 [TV, W hoig
FRIZBWTCHORISH A0 Th 5 HBHE

5) [RIEBUEREAS, SSRI, SNRI, XX I V¥ TR ORE




| V. BcT 2EA |

bRy UE

sl

1) —EHEERRBROG O SFEHEY (Phase A) LIRS Mlis L 7= WiBaE

2) THEMRRRIZB W GEBIIEEIZAE B L AW, UTMBAEEICHES LT\ 5 2 & AVHA
L7 HRRE

3) “HERRBRIZBW TIRBRIEOE UWRIEARESE N b o 75 (BLE KB o553
DRI 65% A DIRERE)

4) “HEHERABROP ) SFIEEY (Phase A) LIEIC, SRIOK S 2FT Y — Rickb
INCARY i1

5) X—A T A D MADRS IHH No.10 TE&EE ] oxa7) 5] L EEFHiEh
#erE . HAM-D o B HE (No.11) ®R =7 3 3 AU Lo . C-SSRS DEH]
4 UFERM 5 ~DEIZBEDR [T T o el . XUFHAE OB R0 E DR EE D
5IRERIIR T o> B 2% D fERR DS E U & TRBRE R E AT DI U 7 R

EEpSb

1) ABEOK I DFTE Y — RiZBW\WT
+ 4 [N EOEE) et 5 SHNER E 1T > CHRISH AR+ Thofo i
 PURSHIR IR, ARSI X TR M T (72 L, AL RE 5 O -

D ORAETE - + HEIEEICE A L8 a 13BR <)

CER. B UTEDIC LA WEMRME ORI b b B

2) A7V —= U PRI — R T A BT C-SSRS DER 4 SUTER 5 ~DEIZEN T
W THoTRE, UTBEORBMRER 08 £ OFRIED HIEBR B T o B & D falkit
DR EIEBRELEAE 2RI LT R

G5k - &
55391

TR

AkEEH, BORFIE B2, 1mg/H THREZBMA L, 1EZOBLE - RE - FMEidr v
JAET T — v 1mghEr 1 H 1B, 18, &AL Lz, 1 EEOBE - R - 340
DL, TV AT T =)L 2mglEr 1 H 1R, 18, ROKS5 L~

2 mg OXRFMICRIEN B 2 GE X IERE 1R LT,

HiROHL 5 SF

s, —EERRBRCEMA L T st oA (SSRI it SNRI) Of#&o Hik -
HABZBEED S 2, BFY 428 U Cikek s Lic, I, REBRSRSCHERL
TW=HT 9 oKl (SSRI. SNRI, XixIAZHFry) 1 FloRERERSOMHE - A&
ZEED D 2. B4 U TS Lz, 2k, 16T, 1RBREE (R EMLSE 0¥
Wric kv, ARAREOHANTHEOHRIZWES LZB, TL7 AT T — i
w5 1 EGRERCIIHEEZERE Lo L e Lz,
5 - 520

R

<HME>

+ MADRS A2 2 a7 DR_R— 2T A b OB &

« MADRS &R

- MADRS & fig=:

« CGI'I th#ER

« CGI-S D=2 T A »inik DN E LB

- HAM-D17HHEAEH AT DOR_R—R T A b DKL L&

- SDS B A AT DR—RA T A )b OB B

<gZAEME>

BHEEL, BIRRE, A 201 [RR, SGHE & ORI+ - Akfagk (EL
Noy BENOL, SEAD) ], BARETR. T =& NEPAEL, AHE. BMI, 12 #E.0L%EX, C-SSRS,
DIEPSS. AIMS. BARS

<FE D>

EQ-5D-5L OFIHE D_—RZ T A b DR

[ 3]
<HBE>

TEERRAERD D O] 216 B X OF T ITHAAN HILTZ 65 Ll LK 5 ok E B
31 %5 CHrHif) OFt 247 il % %52 FhE L= E BB VT, B9 2 (kkifl : SSRI
% SNRI, #iBifl : SSRI, SNRI XiXI VW) fFHFC, 7L 27 AT Y —/L 2mg
Z 1 H 18 52 #HEH G L7-Kf, MADRS &#t A a7 OHRBIZITRDO LB ThHhoT-,



(MADRS &5t X a7 D## (FAS, 00)]

| V. BcT 2EA |

B Hik ot 1 FrELfl (65 Ll Lo &)

R—RF A 20.1 + 8.9(247) 19.9 + 8.8(216) 22.2 + 9.9(31)
438 16.5 + 9.0(239) 16.6 = 8.5(209) 15.3 + 12.2(30)

8 i 16.6 + 9.5(226) 16.6 + 9.0(202) 16.2 + 13.2(24)

12 8 16.2 = 9.0(211) 16.1 +9.0(193) 16.6 + 9.4(18)

24 18 15.7 £ 9.3(167) 15.7 £ 9.3(160) 16.0 + 10.1(7)

40 1 15.0 = 9.6(145) 14.9 + 9.6(139) 16.7 + 9.4(6)

52 13.3 +9.6(138) 13.2 + 9.7(132) 15.3 + 9.3(6)
Bkt (LOCF) 15.5 £ 10.1(247) 15.0 £ 9.8(216) 19.5 +11.3(31)

VA = PEERE GHIEGTE)

<TEVE>

74
73

BFILYNAT

AN
et ETERZBEITRRD 5T, RARGREOZFEEZIRGFTH -7,

FERNEEL 5o« 5 DIREEICHTT D R G-

—IRAE IS S EIREE. BRI, REICERT 5. BERXERENES -

RIS 5 308

HAY

B /AR OB A 52 T LTz T A A~ —RIEZAEIC L Y 7o F — L a v &
BT HBREARGL LT . T LI AT TV — L% 14 BEEEG LEBEOT L7 287
7= 1mg K2 mg OREWERTT 5, £/, 7L 7 AT TV — kiS5
FrDH ISV T HIRRINCHRRT 5,

BT YA

E2 e TN INE ST

PSES

T NA ~—RERAGEICfE S 7 OTF — 3 g v (B3 164 6 : & I/IAERER O~
L7 AT T — VBN D Ok 102 B, 7T & REED S DRk 62 41)

TR

1) 5 /IAERER O 10 BEOREN 255 T L, Week 10 FHlilRF O 3= COBEL - i -
AT LB

2) FHEIC LB BE WA EIICED LN DNEE NV D EBE (-5 0#EEE, D
b4 B, 4R/ A DL EHEBRE O TR BRI D22 L L 95), BB, HE
NHEBETIE, METERSBEDON#EE LRBELTWALEND D,

bRy UE

1) 55 /IMAHFRER C, BB E TSI HERIC X W IRERIEE o TRIEM IS 5 &l
SNT-EERAEFGENRI LB

2) FHI/MAHREE T, TAENRD b BE

3) B II/IIFRFBRC, #PfE, JIFHR, &k, fR3, fafe, i, D&, A, O3iE(kes
CTHRRCEBELRBRE 26T 5 8E

ik - &

TV AET T —)18E%, 1 H 1A 14 BFRRO#ES L,

HEIZ, 7V 27 A5 Y —)1 0.5 mg/H% Dayl 7»5 Day7 £TH 7 HfEl., 1 mg/H
% Day8 7°b Dayld £TO 7 HH# 5 L, Dayls LIfF 2 mg/HA &G LT, 7o,
Day15 #¥fitk DHBRE DIRREICES & | IWBREA I HEMMA L EMEOBLEN S 2
mg ~DOHENNEE L HET58EE. 1 mg TOMAEMITFEZHES L7, £7-. Day 15
PABEIE IR BT XTI HEM AL &M 235813 1 mg XU 2 mg DWT 0D
FAETHIELRE L,

BRIEEE

<H 2>

- CMAL #&lA=27

- CGI-S

- CGI'I

- NPINPINH &5t A2 =7, fH5I %2 =27
- NPI-D Ait2a7, EplA=a7

- NPI-NH-OD &t A =27, flHB] 2 =27




| V. BcT 2EA |

<EAeME>
HEHS WERRE, A Z20% 42 (IFE, IR . FEFR, KE, 12 FEo
EXHBE, HiEAEE . DIEPSS. AIMS. BARS. S-STS

I

[R5 5]

<H >
B U/MFERBROBRFEN 252 T LT YA ~—REHEIC Y TV T —va v aHT 584
F (G164 4] . EU/MAERBRO 7 L 7 ZAEF T — LEEN S Ok (L7 2S5 —
JVEEREGEE]) 102 B, 7T B AR D OfkREH] (77 & R 62 BI] % ktgUs i L7
FEERRBRICBNC, YL 7 AT TV — % 14 #EE G LIZBED CMAL A&t A a7 O
XTROEBY THoT,

(CNAT &5t X7 D% (FAS, 00)]

7V7Xt%é’g”ﬁﬁ 75 Rk Lofk
NR—RF A 48.1 + 12.7(96) 52.9 + 13.2(60) 49.9 + 13.1(156)
4 47.3 + 12.5(96) 49.1 + 12.8(60) 48.0 + 12.6(156)
14 38 44.6 + 12.5(73) 45.6 + 12.6(44) 45.0 £ 12.5(117)
wA&FHIRE (LOCF) 45.5 + 12.8(96) 46.5 + 12.8(60) 45.9 + 12.8(156)

VA = PEERE GHIEGTE)

<>

el
LM ETHERZMBITRD 5T, ik GREOERMEIRFTH -7,

HWER : 7 VT — g VEBE RS E LIZE NG RR

(5) BE - fRAERIGER
MUER e L



| V. BRICET 55 H |

(6) ARHIER
1) ERAMRERE (—REARERE. RECRARERE. EAMBLEAR) . HERTERT -4~
—RARE. HERTRERABRONRE)

— AR (77 VY oA = —REREE I O SRR SR, USRS 5, diEEi X
BN EE) (ST )

A D B TV NA = —REBRUEICHE D RS, ShiiE, BRI 5 ., @B U
KBNS 2 HRIT, BEZR FICBT DA AR GROZEEEHET 5, it
THECE T 2R BINET 5,

LRI | 7 0 V7 2 a RSN - BRIED 2 x0T FAHEVEfiT%

ELESwIEeY Rt 5 2

TERI S HAEREFIEL - 200 ] (ZVEMEHT R SIER] & LTO)

2) FREHE LTEBPRONERILRE L -BE - RROBE
LRk L

(7) Znih
A KRIERE 2RISR E L7 7Rt —HERAER (OMNEANC L D)

- A RIIERE 23t & Lo 7 7 AR5 IR 2 (b B 5 R TRERA L s lBRIZ VT ARAI 1
mg. 2mg, 4mg XIF Tt AR% 1 H 1A 6@EHRE Lz, #5 6i#1%I2H1T 5 PANSS # 2 =
TDOR—=AFTAUINEDOELBEITITFTROLEBY ThoT-, KA 4 mg BT, 77 BREITK LK
SRR EAENRD v (4 mg B p=0.0022, MMRM f##r) 'V,

(5 6 BRICHEITSHPANSS R AT DR—X 54 U DEILE (FAS. MVMRM £Z477) )

PANSS A o B3 6 % 1S T AT e
N P B e I B T e e s e P2 o
1Y 7 1Y 7 R [95% (EEX ] | P
7T v REE 180 | 94.63+£12.84 | 119 | 77.40 +£21.10 -13.563 +1.52 — —
. . -3.37 9
AHl 1 mg/H B 117 | 93.17+12.74 81 71.56 £ 16.75 16.90 £ 1.86 [-8.06, 1.32]
. ] -3.08
AF)2mg/HEE | 179 | 96.30 £12.91 | 130 | 76.37 +17.56 16.61 +1.49 [-7.23. 1.07] 0.1448
\ ) -6.47
AKRHA| 4 mgl H R 181 | 94.99+12.38 | 128 | 71.55+15.94 20.00 +£1.48 [-10.6, -2.35] 0.0022

a) BEERE R, ik, R, S5 EROREER, KEBER—AT A UfH, XR—AT A LEHO
RHAERAE U, oidt sy #oiE 4 Unstructured & L 72 MMRM fEATIC 5G5S <,

b) REDZEMIT, &K 2 mg/ AL 4 mg/ AFEOFEEENE L 7T v REEORIE %2 A EKYEE 0.05 TITV, HER
STEEAIT, AF 2 mg/BEEE 7T v AREE, KAl 4 mg/HEEE 7T R BEEORE T EN A E/KYEE 0.05 TIT
oﬁﬁfﬁﬁéhtoﬁk AHl2mg/ BRE L 4 mg/ AREDO IR & 77 B ARFEOREICE W T, BERZE [95%
fEHEX ] 13-4.78 [-8.37,-1.18]. p fiiX 0.0093 TH - 7=,

o AAI2mg/ BREL 7T B ARBE L OMICHA 2R ABEDBO DNRP o7l D AR 1 mg/ Al E 771
AEEORHIRIC BT D E T TN e o Tz,

FENEE : SEERTERE ZXR L Lcish 7 7 £ A R T E MG 1




| V. BcT 2EA |

- B RRIERE ZRGR L L7 7 2R IR 240 B S RIATRER i BRI B W\ T ARH
0.25mg, 2mg. 4mg XII7Z7&AR%E 1 H 1F6AMKEE Lz, 5 6 H%ZIZHIT5 PANSS &
AATDR—ATA U NEDEBEITTREOLEBY THote, AF 2mg R N4 mg#ET, 77
T ARBCK LR A EEZNED bz (2 mg & p<0.0001, 4 mg & p=0.0006, MMRM
fiEdr) 12,

(5 6 BRICEITHPANSS MR AT7DR—XFA4 U oDZEieE (FAS. MVMRM £Z47) )

’\\\““Xﬁ/]):/@ SEE 49 R B a) ° = > . s a)
o PANSS 4% 27 B 6 Wk AL B 77 B & O
fE R 2 fE R 2 S (95% (=X | P
75t R 178 | 95.69+11.46 | 108 | 75.15+18.73 |  -12.01 = 1.60 - —
\ ] 2.89 B
A 0.25mg/HEE | 87 | 93.61+11.53 | 56 | 71.64+17.60 | -14.90 + 2.23 8.9 9.49]
AH 2 mg/ HEE | 180 | 95.85+13.75 | 123 | 70.70+18.53 | -20.73+ 1.55 (13 '18'_74237] <0.0001
\ ] -7.64
AF4mg/ARE | 178 | 94.70 +12.06 | 121 | 70.45 + 18.17 19.65 + 1.54 12,0, 5.30] | 0:0006

a) BEERERGRE, ik, R, S5 EROREER, KEBER—AT A UfH, XR—AT A LEHO
RHAERAE U, oidt sy #oiE 2 Unstructured & L 72 MMRM fEATIC 5G5S <,

b) REDZEMIT, &K 2 mg/ AL 4 mg/ AFEOEEENR L 7T 2 REEORIE %2 A EAKYE 0.05 TITV, HER
STEAT, AH 2 meg/ BREE 75 B AREE, AF 4 mg/HEEE 7T B RBEO A Fh E A BEKYEE 0.05 TIT
ST SN, e, AF 2 mg/BREE 4 mg/ HEEO IR L 7T B RO EIZIBW T, FEMZE [95%
fEHEXRI] 12-8.18 [-12.0, -4.40]. p <0.0001 TH 7=,

FENEEL : SEARIRIERE 265 & LIsigst 7" 7 & a0 I " E S Hab 2
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- -3 fal e e S S

1.

2.

FHZMICEEHSILEYMXITILEME

FTUVETTS— ), TrF o~ At XYY Ry ~agY R—L, JR2Y Ry A5 0%
VY JF T TV, XA e UIEBE, Ta o) o VT v RUERRIE, 7 ey
B RAE T 7 o Rk

HEE  BEO®H DA ONEUINRE L, FTOETFRLEZHRT L L,

IR

(1) YEREML - 1EFREF
TV AT T Y= E, Bv b= 5-HTa S/ EREH ST =2 MEMH., v =1 5-HTeu Z#&
K7z =2 MERH, X2 DeZBIREG T T=A MEH., 7 KL F U > apZBIKT o Z 2=
A2 MEREOT RLF U v acZRIET v 2 T=2 MER ZFEHE K TH 5, W85 1377
ThoH0, ZNUOOIEERNDNERICBTOAHEICHEGLTVWDLHDEEI LN TND,

RIS/ SR

- D . |
K E 3

?JIF = oz
| 2 “ EZEVEII
A ™ Lo H‘
i JIVFRLFUR 5
e s /,,i t l
5-HTon @ﬁs .l, l
VAR /&%’-ﬁi 5-HT1A &Eﬁ

FACRIED | Py e fenily 3 N

FUEFST—) TLIRET T

W2 iy § S
Bl NAANXY =L AR F )

ZIFIZZX
(Kr32)

ZEHE

RILR - FREAEBIEREE
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(2) EEEMITLHBRAE
O A A HFadE
TV I AT T VT, in vitro ZEEEERBR T, M2 Ee vr b= 5-HT1a, 5-HTea,
R RS Do K R T R LT U v aip,ase ZARMEICK L CIEF IR WIS A BRI 2 R Lz,
2, B bEe h=r5HTwm, 5-HT7. & b R Ds O’ b7 KLF VU a1a, aip ZEEIC
LEWESEMMEA R L7z, )7, B b b= 5HTew, B F K2R3 Dy O’ b RAX I
Hi Z B RIITPRE O &# M (Ki= 5-100 nmol/L) Z/xL7z, & FAAD U > Mi, Mo ZZH
RIZES 2 5 G BAEIAE ) - 72,

- o . AE A BN
% &k i * Kifii(nmol/L)
o h=2%
5-HTia t her h=25-HTaZAE 0.12
5-HTaa t hknr h=25-HTuaZAE 0.47
5-HT2s t hkw h=25-HTwZ AN 1.9
5-HTac bt b b= 5-HTo S B 34
5-HT7 t b kb= 5-HT %A 3.7
KR U %
D21 b b K82 VDo BIR 0.30
Ds Bk RS UDsZHIR 1.1
Dy Bk R VD HER 6.3
JIVT RLFU %
QA R RV rans SR 3.8
B EF7 RLFY v asZHE 0.17
oD EF7 RLFU v apZ B 2.6
o [ N N VI 2 /N 0.59
L AX IR
H: bbb 2% HiIZHK 19
TEFLAY UFHR
M t N ARAH U MR >1,000%
M. t R AR Mo R >1,000%

7 — 213 Kiftitnmol/L) Trr 9, KifEMEWIE E @A BRIt %2 17,
$1,000 LA LD KifEITFESBEMENIFEALE RN 2R LTWD,

@tnr =2 5-HT1aAZHFEH 7 F =2 MEH
D) Mz E b o b= 5-HTia &I 2 18 (in vitro)

TVIAET T —ndra h=r 5HTia ZAFERICKT 567 T =2 MEM%Z, M#fx®e
tr b= 5-HTia Z B ERBEHMIEZ AT GTPYS fEA 2 fBIEICHRE Lz, 7L 7 A 7T
—ite Ftv b= 5-HTw A RSB O ML~ D [35S] GTPYS #& & & & R A7
W&, 2 FEDOEFIEHEOEIE L 72 5 G EAE~D[BS]GTPYS O Kt A & (Emax)
ZEr =210 mol/L RO EICHT 2% L LTHILIZEZA, TV 7 AT T
— LD Emax 1L 60%. 7V ST — I 73% ThHolz, 7 L7 A5 —/L (100 nmol/L)
OERIZ, BRIt e F= 5-HT SRR T v 2 T=2 F Th % WAY100,635 | LV 5241
EHENTZ, ZOMELY, 7L 72T T —E, vu b= 5-HTwa SRS T 2=
ARNTHBIENRINT,
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(%) (%)

100 1 - — 100 ¢
o FLUARETZV—)L B EOR= .
=~ e 7 )ETSV—IL
N 751 75t
4ol
£
v § 50F 5 50 F
a
o=
= 3
82 251 25+
25
= i i
S Ofs 0 £
L i 1 1 1 1 J L 1 1 1 1 1 J
102 101 10 10-® 10 107 106 10" 10 10° 10 107 106 105
EWRE (molfl) EWRE (moliL)

(GTPYS & ZHFE L=t 0 b=V 5-HTW RBRT7 I =X MMEMA)
W)+ RHERE (n=3)

i) HHREREEE a h = AR OVEE CA3 $EARM MR ~DER (Z v ~) ¥

TVIAET T —=)vDT v h~OFIRNEEGIE, Eu b= AR ORAEE: T b 5 W RKEREE O
T b= UMD AN, T RKEIHI L. ZORITERE e =2 5-HTia7 % =X
WAY100,635 (2L » CiEfisniz, £72. Bo b= KR TH D T v MEE CA3 ks
BHRA~DO~A 7 aAF Y b7+ LV RRICE DT VI AT T Y — e 513 2 OO
PRI K I L. Z 0% 1T WAY100,635 12 L » THiFLES L2, b 0RBEE LY, 7
LI AT T —E T 7 ARG 5-HTia B RK OV 7 A% 5-HTia BRI L TTr 2=
A MEAZTRTZ ENTRREINT,

@tw b= 5-HToaZHERT 2 A= MEM
D) MR e hea b= 5-HTa 2RI 5 1EH (in vitro) ™
TV I AT T —nOtnr h=r 5-HTaa TR ERICKT 27 o2 d =X MERZ sz e
Fer b= 5-HToa A ERBMAILZ HNT, 4/ ¥ h——VU U (IP1) BEAZEEICHKR
Fliz, ZL27 AT T —d, B & 5-HToa SFEEBIMIRICK T 5w h=3% 1P
FEAEICR L CRR A2 EPERZ R L, D ICsfElE 68 nmol/L TH-7-, 72¥. 1umol/L ®
BEFE TORHNT, 7a=2 MEIED LN oT,

i) 2,5V A ¥ 43— 77243y (DOD) FRERVITENCHTHER (T K) P
e b= 5-HTaaZHKT v 4 T=X MEHZEKMT B2 bhbEa b= 5-HTe &
K7 =2 THDH DOl I2L5T7 > NOFRVITENZXTHT LI AT T Y —VOIER %
Etlic, 7L AT 7Y —/MTERVITEIZMEI L, 20 RIET7 IV ET T —r kD

RITTH o7,
EDsoff (mg/kg, #&M#5H)
TV I A TT ) —)L TSI —)L
DOIFFEH ERE Y 1TE#ENH (7 > B) 4.7 21

EDso=50% D 5t & F R 3 5 &

@ R/ v Do ARy 7 2 =2 MEH
D) Mz e b RS2 2 Do BIRICKTB1ER (in vitro) ™
TVLIAET T =D RN VEZRERICRT AT T =2 MEAZ, iz e N Do &K
AR EZHWT, 740223 ViR c AMP ERA R Lz, 7L 7 AT T —
I, 7 ANATY UEER cAMP A8 A 50 L, ECso fEIE 4.0 nmol/L T&H Y | Emax IE
TIET I =L BIRVMETH 72 (ENEI R8I U ORKRUSIZHR LT 43 % & 61 %),
U ALY KL, cAMP OZREICH L THIREZIFEA RS o Tz, EDORERLY, 7L
JAET T —ME, TYET TV =L X0 EAEEO/NS D R332 Do ZAEKES T 2=
ARNELTERTAZ ERESNT,
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(%)
120 1
i 1 'Tr l
i I
#@ 100
o
23 g0 x ARk
(S}
w5 ® JLHRETSV— L
%82 601 oo
A g o FYETSJ—IL
mS 40- m RS
X
+
N

1071 1010 10¢ 108 107 106 105
EWRE (mol/L)

(cAMP B ZHEEE LI NI U D ZRAR7 I =X MEA)
T AEHE R (n=3)

i) RS UAESRERIET D R3SV ACZARCHT B (v h) W9

LELE KRR 3-8 Refxi_uodve R0 HEEEE (NSD-1015) THULBFEL=T v b %
MWT, Ye ey 7x2=17 7= (DOPA) OEMICHTH2IHEDELZELEC, 7y b
LR T 7 AR R VAHEEZBRICHT 57 I=A MEEZBRE L, 7L 7 AT T
—/L (1-100mg/kg, #&MA#HH) 13, HEEGFOICLEALE % DOPA EfEZ2MEI L, £
BRI (55 %) X, TIUET TV — (89%) LV b8holz, THHDOERIT, 717
AT TV =D D ZFRICKT HEAIEERT VT 7Y — LI /hSNZ LA RLTE
V. EFEO in vitro DF R &L —FT 5,

700 TJL2ARETSY—)L
id FUETSV—)L

600 —
500
400 -
300+
200~

100 ﬂ

N C 1 3 10 30 100
FAE (mg/ke)
LEILEY (1ma/ke)

(T MREERKIZEITA L EILE VR DOPA ERE(Cx3 54EM)
EEME R E (n=6)

N= E®E, C= avbo— (LELEVEE) BE

#p < 0.01 XFIEFEEE (M ¢ /RE)

*p <0.05, **p<0.01 %= Fr—/UHE (GEAIZ &2 Dunnett /& 7E)

DOPA = (pg/uL)

o




i) LAY VRS TR T 7 FUMSEICHTAER (5> k) @
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RS 0%, FERETTEEMRO DeFEEZHET 2 Z LIk o TTa T 7 F 0 oz HE
W LT 5, 7y MILBAE V2535 &0 N RXI UHBIER D R3S V3618
THZEICE > TCTHRIAHETO S 0T 7 F U HEHMEINEER SN, &7 0T 7 F MiENE
EIND, DeZFWICKT 57 A=A MEAZFHET 25720, ZOLvEAEVFERE T2 T 7 F
VIMIECHT AT L7 AT T =0 (3 - 30 mglkg, RO E) OMREEBRI L, T L2
AV T =L, 3 mglkg DHBETHEIL Y 0T 7 F UREZBD SH, 10 X130 mgkg
CBW LTI 7 FUiREL FRESERhoT, BT, DeZBKRT v X T=A N THD
UANRY KL, v 77 FURE HERGFONOERICENES Y, 20 X5 2ifidks o
EWE, FEARTEED Do ZRRICHT DT LI AT T — LDy 7 =2 MERIZER

LEBERBND,

35

30
25 -
20

15

TASUFVRE (ng/mL)

7

FLORETZI—
JRAARYRL

10
5 i ’J_‘
ol %
N C 3

10

23 788
3

AZ (mg/ke)

Lt E (Emg/kg)
(v MIBITELELEVERSTOS I FUMEICHT 54EH)

TEEEAEAERE (n=8)

N= EFE#t. C= v hbue—L (LEALEVEE) B

#p < 0.01 SIEFRE (WAt HE)

*p <0.05, **p<0.01 %= bu—AfE (FKHIZ &Il Dunnett B 7E)

®7 LTV v asZREL N asc ZHET v % 2= MEM (in vitro)
TVIAET T —=NDT KT U v apS BN ase T RIRICRT B8RS, Mz T e
7 RLF U v as B BAIE & Y ace TR BIAILZ AW CRE Lz, 7L 7 A8 77—
M as ZHEERBE D ace ZEBITHLTT o TARELTERL, £0 ICs HiZF ~9.4 K
280nmol/L Th -7, 70H, aip ZHEERIZ OV TIE 1w mol/L, aze ZAEAKRIZ- DOV TIL 10 £ mol/L D
BEEE TORB T, 7ad=X MEZRED LR T,
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Ot G RFVEEIERIZBE T 2B E 7 L TOUEEH
TV I AET T — T, BHEROIIE L EZ 5N TWD T v MRS ZIEI L, 7 > b
LOH BN T T AELVE RMEMEZR LT, Fo, SRR E O T b 5 Frar Rkt
BEOEEYy h 7T 4 v TRBRICBIT A7 20327 )P0 (PCP) ICX VI NAEELH
T,

i) 7w FRMEEREE (T ) W
TV AT T Y=L, HEERFENDOARBIZEHRRERISZIEI Lz, TV BT —
KOV AR Ry HEERAF DDA BEIZSFRRERSZ S L2y, 7LV 7 2877 —)1
OIMEMERIZT IV 7Ty — L L@, VANY R EEETHoTe, 7LVI AT TV —
VX, BREHL 7o B IR X L o T,

. N EDso i
1TH) EUL7/ o=z (mglkg. §N#5)

TV AT T — )b 6.0

SR P38 s Z v b TIETST S —L 23

YAXRY R 3.3

EDso0 = 50% Dt & Eke 35 &

ii) L7 ARELe 2MEA (7 BEROHL) P
7w MZBWT, L7 AT I — i, HEKRGFEHDOHERICT RE/LE 15 A RED
BILEB LOWEITEIZMEI Lz, 7L 27 AT Y — L oMGERIZT V77— X1h
MITTH o T,
F7o, PiZBWT, T L7 AE T —uid, HEERGFIIZT AT e XiEEEE RIEOTHE
i L7,

. EDs0 fi
8 Bt e o 1; -
THRENLE RFER AR ER ETLE | _ TV AT T — )b 2.3
(0.25 mg/kg, FZTHE5) 7k FUYEF TS 3.9
T IARE L B REFEIEEATE) B TV AT T — )b 2.9
(0.7 mglkg. & FH5) AN T 61
77(?;:12/;12 /E\g%%@;ii%?@ Y | T ARSI —) 0.03

ED50=50%D Xt = &L 35 H &

iii) di8M: PCP L& T » Mok 2 Hrarikaiikatiy (7> b)) @
HaERTERRRICBWN T, 7L 7 27T =L (1 KO 3 mgkg, SO#%E) 1, dHEM%*
PCP ALE TR MBI FEEAS T 2 B8 L7223, K & (0.3 mg/kg) TIIBNRE RS b ol —H,
TUETZY—L (10 mgkg, &FOEE) X, @I E Leholz, 7ok, BECERK
TELL DFRHE & 72 DR RATEIRF RIS LTk, 2O DILEMITRE L R0 T,
5-HToa 2 KT > % = A ks M100,907 (X dfi/8ME PCP ALEFBRIEEZMIE I, 717 A
T — DO RIE 5-HTA S BT v % 2= F WAY100,635 #f 45 = & Ty L7,
IHOORERL Y 5-HTwa ZHFKE DT =2 MEA & 5-HToa ZRIKT 2 T=Z MEF®
W, T L7 AT T — )V OBASREEEYGEN R T 525 Z LR Iz,
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0.8

#it
* #it |
0.6 T
ﬁ
=
b
g 04+ T
Sy
ey
W
0.2 1
FIT .
0.0 an | [anT | do | | @o)
0 0 0.3 1 3 10
| . BA=Z (mg/kg) N |
L TLOAETSY—IL  FUETSV—
| I 1 |
B EEEIEK i (=1 Iy L) B

(EEME PCPLE T v b DHFAFMATHARICE TSR]
TEE ARG () PRI
BT TR BT T IR DR SRR ] & B 7 IR D PR SR I ] 0D 75 2 MR PR SR I ] TR

LCHRET 2,
* p<0.05, #p<0.01, ##p<0.001 (Bonferroni TH1E L 7= unpaired t &)

iv) HEPE PCPALE~ T ACBIT2HEEE Yy by 7T 0 7Rl (voz) 1P
ﬁ%ﬁy%y774/7ﬁ% IBWT, 7L A5 Y —)L (1 mglkg, HRAO#KYS) 1T, #Hig
P PCPALEIZ LV FER S NL2FEICL 2 REOREELAREICLWE L, 7SIV — L
(10 mg/kg. ﬁlﬁl&hgf) WIS RE RS 2o T2,

DA H VT —EREM Y
Ty MZBUIDT VI AT TV —LOTRENE FiEH B FEEETTHE K O 478 0 H] 7 H
WZXT o2 VT —EEEH O EDso fEOHEHIZA %87 K1} 6.9 Tholz, 7L T ALETT
YV OMERIIT VBT T — L ERBET, VARY FUEHERLTRENT,

L& PAVT FirRELE FMEME DO
EDsoft (mg/kg) PP —— P —
TVIRET T 20 8.7 6.9
TIET T — L 49 " >
I A B 6.6 ND 1.4

EDso = 50% D i & FfL 3% fi . ND = Rt
&) WY LT LR = [ 5 LT v —HR AR (EDs0) )/ (7 KL b X% E F6EE L S £ (EDso)
b) 8 LT R = [ 8 LT —BRAEEDs0)] | [7 A KB IH AT BRE (EDso)]

®HL 9 SHN DDA TS 2 1
F v FREIKKRBRICEB N T, 7 L7 27T Y — WT@RR Tt e b = B ARERTH 5
INFXEF U LOHHIZEY H1D SRRIEH O & S 2 BB 2 7 L A 25 v Bl 5
LHAFRICHAD S, o, v U REBHEMA R L AET TN T, ZVFFEF A0 T
LI AT T =L OPFREEX. 7V F R F U HEMB IR R ORE(a— AT — 1)
BLOBREVITEIZUGE LT,
D KRR (Z > M)
LD SRR OFMIZ AW S BEHEKKERBRICB N T, L7 A7 7Y —1 (0.3, 1 KW
3 mg/kg, fFEOHG) OBMBHIIHT D SERIEH OFREE & S 2 WEYRFFIZ X 2 F TR S e
Mmoloin, TV 7 AT T — (3 mgkg, #A&KE) 1L, 7V AFEF 2 (32 mgkg, &
N G) ORI R Y. TG T o o BB BN R E A B OB IR LT,
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300 -
240 1
a T
e
5w 180 - #
skkok
% 120 T ok
BE
60 1
0
0 32 32 e
/k
iR AT (3753, Meke)
B TLHRETSV—IL
(3mg/kg)

(SybsaFIKKRERICH (T EBBFR[ICHTHIILATFEF o LOGAIR]
EHEE ENERZE (n=10)

*p <0.05, ***p<0.001 % BEEHEERE GHEO 72 t E)

#p < 0.05 % W+ 7 VA F 2 32 mglkg BE (RSO0 t BRE)

i) BIEEMA L AET L (T R)
PBPEREFNA B L AET B WT, A ML AAMBAK 3 EENS SEEETOZ LA ET
45 (10 mg/kg/ B, JEFEAN) (X, A PLRAAMICE D a— N AT — OB Z BRI SE L
o 7V 7 AT TV —)L (0.1 mglkg, # A, 1 A 2[E) OFHEEGIL, 7AFdF8F Bl
BHOa— s 2T — M T HRENRE L S SITHB LT, $7-. A ML XARBEKB7TIEE (8
W E5#% 4EB) BT, TV AT I — LRI AT X EeF o OFHAEERE (£ 40.1
J V10 mglkg) (3. BRI U CEAMEA 5 FF#% OBV ITE 2 A BICU8eE LT,

(3) YERRIRFER - IR
MU ER e L
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VII. EWEREICET SHEE

1. mMAREDHTS
BEEADLGMPREE
MR L

AR CHEIN-MPEE

OHE#E (LwmEge) v
TEFERAICAA] 1 mg, 2 mg KT 4 mg & Z2fERFHLAIRE OB G U720, T 50800 1X 53~67 HEfHE)

(M

(2)

Thol,
50+
-
%J —o— 1mg (848
£ 40+ —o— 2 mg (85
gil»_( —— 4 mg (541)
= FEHE 12 HRFE
I 304
~
[N
™
U 20
~ .
o
,A
g 0%
&
=

168

72
SRR (BERE)
BEBRAZETEZ2TLIAETSY —LERESHOMmMEREEHTE)]

48

(FLORETSY—ILBEEREROEYEFE/NF A —45]

i Ak EE?X (ngnﬁf) (nﬁ E/?:L) (1:}1;2
1 mg 8 6.00 (2.0~6.0) 9.09+1.15 | 514.1+£149.4| 56.53 + 16.86
2 mg 8 6.00 (4.0~8.0) 17.97+2.50 | 850.9+£164.8 | 52.88+16.19
4 mg 5 6.00 (3.0~8.0) 37.29+£9.77 | 2860 £ 725.2 | 66.58 £17.81
i

CEIE £ FEERZE. tmax D HRAE B/ ME~ TR ME))

«.[

@Hi[af 5. (E@msE & OD i) 7
fEFRAICT L7 AT T Y —)L 2 mg (0D $EXUTME@EE) & 7 1 A4 —/"—1EIC L 0 ZefErR
[l e U 7= REO BN AE R T A —F % LLFIZ/R T, Cmax L OV AUC DA F-HI D 90%15 A

KXW d 0.80~1.25 OFFAN TH Y, OD F& & EH@BEEITAEDFNINZRZETH -T2,
(JLUVRETSY—IL 2mg BRI GFEDEYEIRE/NS A —4 ]

A 3 tmax Cmax AUCt t1/2
7%

i e (h) (ng/mL) (ng-h/mL) (h)
TIHEE 2 mg 19 a 033% 00) 23.31+4.722 1250 + 592 62.2+19.3
OD #E 2 mg 5.00

Gk7e L) 19 (3.00~8.00) 24.24 +6.090 | 1340 + 629 59.3+ 18.5
OD #E 2 mg 4.00
a)
ki b)) 19 (2.00~8.00) 23.75+5.320 | 1260 + 615 62.9+20.4

CEAfE + BEERZE. tmax DA PRAE R/ ME~ R KAE) . a) 18 #1)
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@OMERS?
MAKFVEREITAF 1 mg KN4 mg 8% 1 H 110 14 AEEROEE LR, REIED
MAFFPRE IR E 10 B CEFREBICEE L, KERGZOHEIEEIITZNF 92 RFE AN 71
R chH o7,

— - &iE 1 HE

2 30 —0— 1mg (7fA)

£ 250 —o— 4 mg (8fA))

i

A

= 2004

)

™ ]

i 150

I

X 1001

‘A

ﬁ% 501 g g 2

é\ 0 T T T T T T
0 4 8 12 16 20 24

x5 & FRE ()

= R 14 BH —o— 1 mg (6#1)

£ 250- - —e— 4mg (7))

w . i

A

S 2001

1

INREE

™

G-lrzl —9

X 100-

2

% so Lo - i |
0+ T T T T T T
0 4 8 12 16 20 24

B5 IR (R
(MEXREBFICETSTLIRETSV—IILRERE 1 BERV 14 BEOMBEPREHERE)

(TJLIVRETS VI REBEHOEMBE/NS A—4])
tmax Cmax AUCz24n t1/2
PI (h) (ng/mL) (ng-h/mL) (h)

1 mg
KERS1HE | 7 4.10 (1.3~8.0) 10.24+4.95 | 159.5 +67.11 —

KiE#E 14 BHH| 6 5.00 (2.0~7.9) | 29.30+15.08 | 537.0+263.5|91.85+47.63
4 mg
KiEHE 1 HH 8 6.00 (4.0~8.3) 37.03+13.50 | 601.4+197.2 —

ME#REG 14 AE | 7 4.00 (1.8~4.3) | 164.63 + 101.96 | 3238 + 2184 | 70.63 + 26.90
CEME £ BEERZE, tmax DT RE R/AME~RKME) . — @ HHET)

@ JH &L fil i 2
KK 5 KB G LT- OB EE R T A — & 280 —FF L CTiaf L iS58 . RELIRO Ky Ghhe
THERFIMZ R L, EREETERO o7,

HE  AFIOERBEN T HIEROCHEIZIUTO L BY TT,

A IE - W%, RAICIZT L7 A8 75— LT1LH 1AL mg LA L%, 4 BUEORMEEZ H
JCHIE L, 1B 108 2mg R O# 515,

I8« ) OIREE (BEFIRECHORRENRBO SNRWEAIZRD) @HE, RAIKIET L7 AT T —
LLT1H1IE1mg ZRAOK5T 5, 28, ARMICHEENR 2, +ORERBD LN WEEIZRED 1
A 2mg (CHETHIENTED,
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T NA = —RERAVEIC O B, B, B ICER T S, WIEE SUIR BRI SE) - @E, AL
VI AT ZY—LE L T1H1EO05mg oG L%, 1 MU EOMELZ ST TEEL, 1H 1
Bl 1 mg #RAKET 2, 2B, FAEMEICHER 2 +02DRPBOONRWIGEICERY . 1 H 1[E 2mg
IS5 2 LR T A3, MET 1 AR LoBREEHITTITH Z &,

(3)
KR L

(4) BE - fftREODEE
OBEFEOFE UMEANC X DEHE) ¥
TR AA] 4 mg ZZEMERE T BBICHERE NG LR, 7L 27 2877 Y =L@ Cmax X
WAUC IZKIFTRFOEBEIIRD bR o T,
OO HIEDEE UMEAIC X 2 HHR)

) 7 by =
R AW T, CYPBA OIHEEH A AT L5277 h2t Y —1400mg &7 L7 AT TV —
A2 mg DHRAIZEY, TV 7 AT T LD Cmax LN AUC 1ZZNFH 19% K Y 97%HE
L7 (TVIL 7. BE{ER] OHEZH),

i) F=o 9
AW T, CYP2D6 OHEEMHEZHETHFXF =T 324 mg LT VI AET TV —)L 2
mg OHFHICL Y, 7L 7 AET TV =D Crax KON AUC IZZ LI 11% K% Y 94%E4 1 L 7=
(Tvill. 7. ##EER) 0HSH),

i) 7y
fEFERRANICI T, CYP3A OFFEEREZATL2Y 77 B2 600mg &7 L7 AT T —
b4 mg OPFFAFEGIZE D, T2 AT TV =D Cmax LN AUC 1ZZF N FH 31% M X 73%
K r L7z (IVIL 7. #EER) 0HESH),

iv) &P 2V
fEFERAICBNT, 7L 7 AT TV =L 2 mg &5 1 % OEMER OEER Y Le b
—/L 50 g/240 mL) #&5- T, 7L 7 AT TV =L D Cmax 13F) 5~23%. AUC 1T 31~46%
KT L7 (TVIL 13. BEH%E] OHEBMHR),

v) Franryr
fERER NI T, CYP2B6 OFREERZAT5F 70T 500 mg &7 L7 AT TV —
A2 mg DHRAIZEY, TV AET T V=D Cmax LN AUC 1ZZNFH 16% K Y 39%HE I
L7,

vi) BRRHEF D
R AICINT, CYP3A DHEE THHEARRZF L 80mg £ 7 L7 A ST —/L 2mg D
PEHICE Y, BAARZF 2D Crnax KN AUC OEALIT 5%LL FTH -T2,

vil) T¥A b A MLT 7P
R AW T, CYP2D6 DEETHLTFA IR A ML T7730mg L7 LI AT T
—2mg OHFHICL Y | TF A hu X b7 7 o OfRGH (IR 2 RE(MIEO R HE
MEDO) OZELIT 4% R TH- 72,

vill) 7=2¥ V7 F T ®
R AIZIBWNT, MDR1 DREE THL 7 =2F Y 7S 60mg L7 L7 AT TV —)12
mg DPFHICEY, 7=2F Y 72T V0D Cmax LN AUC OZEAKIE 6%LL T Th - 72,

ix) 774 ®?
R AIZFB VT, CYP2B6 DIEE THH 7 74 150mg & 7 L7 A 75—/ 2 mg
OAIZE Y, 77 A2 D Cmax L ONAUC O 3% FTH -T2,

X) BANZRLF L2
R A2 T, mme7/zT A—DHETHDIRANAZFT 10 mg &7 L7 AY
77— 6 mg DHFHIC v BANRZEZF D Cmax 1F 24% KT, AUC 1% 10%801 L 7=,

Xi) AAT T — W
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R AW T, BB WIHEIER 2B T 54 A 77 =140 mg L 7 LI AT T —)b
Amg ODPFRICLY, TL7 AT T =L ® Crax 13 2% T, AUC 13 22%840 L 7=,
QAL EERIET ML DV I a2l —va v ®

TV AT TV )L 2 mg & FRELL LD CYP2D6 FHLERI K OV ST REELL E o CYP3A BH
R PG LT-54. CYP2D6 PM R IC 7 L7 AT Y —)L 2 mg ZHME 5 L7 L
J AT T = 2mg & HREL O CYP3A BREAZFHE G LIZGAa0T7 LI AV STy
—LOIRFEED LRI BEE LA OERORWVEFIZT LI AT TV —)L 2 mg & Hlgks
Liz& ZZxtd 2k 2HELLERIZ. UTOoERBY ThoT-,

(EEPMEYEERETIVICEYHEELEILIRETSY—ILOBREED ELRL)

TV AT T —)L

DOgFEE LA

Chmax AUC
CYP2D6 PM BEMN T L7 AT F Y — )L b A ha) > —L D& 1.27 5.53
TVIAET T =X IR v oy — W E A 1.26 4.97
CYP2D6 PM BENT L7 AT F ) — bz 2u~<A v 9B 1.23 3.72
TV AT TS = eFx=D ) ZAna<A 2 oz 1.24 3.80
TVIAET T = TFaadbF ok haty — L 0iEiiH 1.23 3.65
TV AT T —)LTFandF o) 2w, v x A 1.20 2.79
TVIAETZ =) afxtvF o &Gt 1.16 2.25
TVIAET T =)l hatry—u0EGH 1.19 2.07
CYP2D6 PM 2FZ 17 L7 A5 — L &5 1.06 2.03
TLI AT T — L ex= 0 OO 1.16 1.90
TVLVIAET T =)L TFandtF o 1.05 1.56
TV IAET =z 2aa<A T 9% 1.12 1.72
a) BBERE FROBERORWEFIZT LI AT T — LB G L7210 Cmax K ONAUC OHEEE I 55 4847

b
b) vy CYP3A [HEH
¢) THEED CYP3A =
d) 98> CYP2D6 [HEH
e) LD CYP2D6 BHEH

2. BYRERINSA—F

(1) BFHEY
VIL 3. B&H (REaL—>ay) #@iff oEsH

(2) RUEFEE
MR L
(3) HEEETEH
UG RE L
4) 9IVFSUR®
FHEM S BN REMAT CHEE LIZ AT oeE 7 U 7 F o 2%, CYP2D6 Eix %% EM AT 1.15
L/h, IMAT0.74 L/h Th o7,

(5) DHEIE ™
RHEM R BN REMEAT CHEE L7oth o R — R A 0 RO RNT O EMEIL 63.0 L KRR = o 3— |k
A NDORNTORMERIL 246 L ThoTe,

(6) ZDith
MAER e L



3.

4,
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BEHE (REaL—Yav) @&

(1)

(2)

AR

B AE Y
—ODPIN AL = A FE ZODOBITa L N— h AL N EBITHREEHR TRV ERINET LA
Gl 2-a N — F AL NEF AL AW T RHMERSE BN IEMAT ) HHEE LT,

NS A—BREFHER ™ 2

MAKTEREICB TS T L7 AT T Y — L ORY BRI 22 KFT R 25T 5 BT, 3
AEr (HEEEGRR, KERGERBRLOENS D/HERR) L0, ARAKSEFVERE 352 K&
OVH AR NEFER A 46 2> 518 573 2374 ST L7 275 — )Ll E s — 2 125t LT
MR ADFET /L (NONMEM®) %\ CREERSEY S8 REMRAT 2 326 L 7=, fiTIciZ—2 D%
NarR—=hA hETODOBITa L /N— A2 FEBITHERECH TENERINET LV EET 2-a
Y= R AV RNETAERG, EYERENT XA —% [BITEEER, Ardoeg s )77 A
(CL/F), Figea /3= A RORNTOHGMAERE (Ve/F), RKifz 73—~ A O RNT O5HH0
i (Vp/F) KON TOa "=k 22 NEBITZ7 V7702 (QIF)] ZH#HE LT, ARERIEE
& LT, CL/F (2% #, eGFR XU CYP2D6 AN FEE S, Vo/F IZIXEEEITHmH S
Mol

CL/F IZkt9 544 Hn & eGFR O 2T, TGO H XL eGFR @ 5 KN 95 /N—E L ¥ A VDX
fbizxt L CAUC T20% A0 OEE TH 0 Fhin & eGFRICE DB/ NS W EE X Bz, CYP2D6
IR FRIOEET, CYP2D6 IM o> AUC T CYP2D6 EM R LT 56%E< 7205 2 &L WHEE &
nic,

RB. T NAINA~—RIZBHYEI L) T OT—L a v A THBREOT LI 27T — L
EHRET LV CRE LSRR T,

WINERAL - TH L
NAFXTNAZTEVT 1 BEHRAICEB T DA 2 mg it 1R 58 O #9422 EROH R I3 102%

Thot- 2,

JERFPEER : JEVEZ > MZ[UC]T Loy AT T Y — L& BEIRR 1 5 U7 Re, RV R HRt S 7z o se o

kil

(M

(2)

(3)

(4)

(5)

) 36.8%ITFRIN SN~ . IBATIEERIZ X > TR Iz 836.0%. RHIZ 0.8%FEH < ru7- 2,

1% — B B8 P9 @ Bt

SNENDREER A Z R RICT V7 AT T — L ERERO#&S L, PET % HWTREER R8s v
Do/D3s ZAEREFREZJE LI EZ A, ZREOEERRDOLNTEY, 7L 7 AT T Y —/idi
W MBI 2B 5 & B 2 bz,

1% — B i BA T @@ g Y
ERT v MZ[UCl7 L7 AT T Y —) L& HER O G U 7o Re 6 V2 A O RE R BE 13 R4 oD i i
JEEFREMRVMEEZ TR L, 7L AT T Y — iR — BB mR T 5 LB b,

it~ BT

[MCIT L2 AETF T — L EAZI T o MCHERE 05 U7 e, LA TR R 1 i i v i s
BED 07 - LTEDBER L, 7L AET T Y — VLM ENS L E X L,
BRADBITHE

[MC]T L2 AT T — LMl T o N HIERE O 5 U 7= T B R B I 1 i i P i F
DARVMEZ R LT,

z 0)1‘@.0)%3%&/\0)@??1& 32)

MEREZ » MZ[UCl7 L7 AT T Y — L& a0 5 U7 2T O/ I IAF 72 B BE O /343 A3
RO DAL, N, BN, ARER B OURBR A AT MBI AEBEEE & 0 iV RR IR 2R L7z,



6.

(6)

Ot
(M

(2)

(3)

(4)
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— 2= R ORIBUSADIEE A E O THRE% 4 FFRIE TICRmE 20D 5% 168 K
ETITIF L A E DM BIHK LT,

mFEAHKEE

In vitro RERIZH T AH[UC) 7 L7 AT T Y — L OMIEE BFEAHEIL99.8% CTh o7, CEFRBTE

[“Cl7 V27 ATV —)L 0.5 85 g/mL)

R ST ITFHERERE W BR A O MIEEE AFE A RIL 99%LL ETH - 7=, CEERENE : [UCl7 v 275
V' —)L 25~500 ng/mL) 54,39)

BB AL R R
BB s, & LTS HRFORILRISZ% ffa‘z%ﬁ%ﬁi% DM-3411 AR 5 9,

;

. MOP-54522
0OPC-34835 FRE DM-3404
CYP1A1 %WM
CYP2B6 CYP2D6
FMo3 CYP2C19 CYP1A1
=
m % s —— (N ; s
N o m HN —
W COOH “ypaaa CYP3A4 O /\/\v ~
OPC-3952 CYP1A1 SFO-34318

7b92t77] o

CYP3Ad4
/ \(ivpm
Ho CYP3A4
HO ~ % CYP2D6 - A 40
NS s CYP2B6 m\ 5
omO/\NN = CYP2C19 0N o~ ©
H CYP1A1
HO 1) H o’\/\/N\)
Hom (\N’q DM-3411

o7 N /\\/\/N\)
H

DM-3413

RECEAET IR (CYPE) ONFE. H5F
TV AT T — 3T CYP3A4 & CYP2D6 12 & - T S Dl {be/kliz{ % 7. CYP3A4
IZE > TN-TF AR O- T VXL E 52T 5 (in vitro) 9,

<£#%E>CYPHEIZHSOWT

Invitro i RBORER IV, 717 277 — /L K DM-3411 %, CYP2B6, CYP2C9, CYP2C19,

CYP2D6 }2 O} CYP3A4 (Z5%f UL CREEM 2R Ly *7, Mg EE 2 k42 &, HEFHHEE

26N, 5T, BERBOERELY, 7L 7 275 Y — 113 CYP2B6. CYP2D6 2 1) CYP3A4

@9@2”’? IR L CRBE B2 ootz ), o CYP (CYP1A2, CYP2A6, CYP2C8 KUt CYP2E1)
R LTI, BREMERN mueszb%;hfmxot (ICs0 > 100 1 mol/L) *7,

YERBHROAERVZTDEE
TVIL 4. QIR | DIRSMR

REVOBFHEOERERVEMSL., FHELE

TV AT T = OEEGEHY DM-3411 1%, 7 V27 AT — L L LT M ZERES
BRMET 07 7 A NVEETDHHEOD, T L7 AET TV =)L X0 BFPEMED - 72, 72, 2ok
W OWMBITHILELS . TV 7 AT T Y —LOFRIER~OFH I NEWEEZLRDE ¥, &h
14 H B TIEARZALARIC % DM-3411 O AUC OE[& 13 23~41%TH - 729 (SHE AT X 5 i) .
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7. it

PR OVFE R

TEEERANIC MC-T7 L7 AT TV —)V 2 mg & HERR O G LR, # 5% 480 Refil £ CoFEP K OYRH
DHHRRITZENEI 46.0%., 24.6%ThH V| REMKOFEDT KL ORT OPEMRIZTZNEI 14.0% 5T 1%
KT o710,

. PSS URKR—E—IZBET B1ER
InvitroRBROFEFR Y Ly, 7L 7 AT TV — /L K DM-3411 X, MDR1, BCRP (2% L CRHEEM
ERUEN, BERRBROFER 22 Lo, 7L 7 A7 7 Y —)LiZ MDR1 & O BCRP O IZxf L TR
wH 2o,
TV AT TV =)L) DM-3411 1%, in vitro # B ¥ < OCT1, OCT2, OATP1B1, MATE1 &}
MATE2-K 1Tk U CIHEMEM 2R Loy, miERE AR 2 &, HEEFHVWE B 2 bitlz, OATIL,
OAT3. OATP1B3 K U BSEP i3 2 BAEEMIZFE S b7 - 7= (ICs0 > 30 u mol/L),

. EREHICKBBRER
B R L

10. BEDEREZHATLHEE

OB s (SHEAC & 5 ki)
BHSREIEHEWERE (V7 L7 F =227 U7 5% 80 mL/min i#B) K ONEEBFEEWRRE (7L T7F=
7 V7 7 A<80 mL/min) [ZAAK] 8 mg ZZEMERFHLEIRR OF G- LI D T L7 AE T TV — L D3EWY)
hfe el L7z, R 7 L 7 27T Y — D AUCI X EHEREIE B B B 12 b~ T B B s e B
T17ETho Tz,

(BEERERBRERUEREEEHREICETSILIRETSV-ILOEDNEE/S A —4]

K BRE T A — X T B S i e B (10 451)) TR BE I Bk BR (9 1)
Crmax (ng/mL) 41.1 (16.5) 41.0 (13.2)

tmax (h)a 4.00 (2.00-8.00) 4.00 (1.00-8.00)
AUC. (ng-h/mL) 3800 (1970)P 2050 (510)P

tu2.2 (h) 87.4 (28.9)b 71.7 (23.8)P

PME (BEAERZ) . a0 PORE (R ME-RKME) . b @ 7 61

OffrEE GME A X D) *
JTPEEHERF  (Child-Pugh A~C) (ZAH| 2 mg & 22 JERFHERE N # G- Loy, WP 7 L7 2875
V=V TR & B\ M P AR EEIT R TE QR 1 ITRERE IE R R & BT Cmax TZEIF72 <, AUC TX
NEN L3 HBRO LTETH -7, mEFEEWRRA 1L, Cnax T0.5fF. AUC TEITRN T,

(FFREEWERE (BE,. P"EERUVEE) RUHMEEEHBREIZB T2 I LI RAETS Y- ILOEYEEE
NS A—4]

S BE BREE 2 FREERE A R a

RTAS TSR (8D | FFSAETER (8 1) | FFRES S ) |FFSAEER S 1) | FFREE(6 B1) | FFHEAETE (6 1)
Cumax (ng/mL) 22.9 (7.60) 26.7(9.09) 14.6 (4.63) 19.3 (4.98) 7.65 (2.69) 17.7(7.38)
max” (h) 3.50 (1.00-5.00) | 3.50 (2.00-5.00) | 4.50 (3.00-24.0) | 4.50 (1.00-6.00)| 5.00 (4.00-24.0) | 5.00 (2.00-6.00)

AUC.(ngh/mL)| 1827 (1103) 1393 (881)d 1960 (579)C 1345 (697)° 831 (234)° 788 (230)f

tez () 103 (51.1)¢ 64.7 (24.6)4 116 (25.8)¢ 64.2 (26.2)¢ 81.8 (17.1)¢ 51.4 8.21)f

FEME (BEERZE) . a : #EE ; Child-Pugh 0% A, 1% ; Child-Pugh 23 B, &% ; Child-Pugh 53% C

b PoRfE (e ME-FROKAE) |

c:7Hl, d:6%l, e:3%l, f:54H4

Qg (65wl b)), MRl BEAIC X D)
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e e mlin 52 (18~45m%) MOl H 2 (65 s L) (KA 2 mg & a5 L7zhy, FEsing
&l ., M OF K TAFD Cmax OV AUC (3B L7,

@CYP2D6 it 1
- G I RIE
AHI 1 mg KP4 mg &% 1 H 11 14 AREER G LK CYP2D6 Eis %] (EM: Extensive
Metabolizer. IM : Intermediate Metabolizer) DIEMENEEXF A — X R IR T 2,

(TJLIVRETSV—ILREEZSEED CYP2D6 ;B=FEA (EM. IN) DOEMBEE/NS A—4])

B | G | B w o) by ®

| mg EM 5 4.10 (2.0~17.9) 31.96+15.21 584.91t261.0 74.44+23.69
IM 1 7.70 16.01 294.2 179.2
EM 4 3.00 (1.8~4.3) 87.10*x23.53 1563+530.1 61.26+31.29

me IM 3 4.00 (3.9~4.1) 268.0148.02 5470%+=900.5 83.33*t17.42

TEMEEARER S, tmax D H P RAE (/M ~ o K AH)

- fEFER AN (OMENIT & B AR
KK 2 mg & Z2ERFH O 5 L 72D CYP2D6 i&fs 145 (EM : Extensive Metabolizer, PM : Poor
Metabolizer) DIEMERE T A — X 2 FIRT 19,

(TJLIVRETSV—ILREEZSEED CYP2D6 ;B=FEFI (EM. PN) OEMBNE/NS A—4])

= CYP2D6 ¥ tmax Cmax AUCZ4h tie
BER | gnTm | I (h) (ng/mL) (ng-h/mL) (h)
EM 34 5.51 (1.0~8.0) 24.4+7.95 1629+858 62.0£20.2
2 mg
PM 6 5.52 (1.0~8.0) 29.2+6.63 3439+1477 79.9+11.7

P EARER S, tmax D H P RAE (/M ~ o K AH)

R AFIOERIN TV AEROCHAEIZIUTO LBY T,

FALME : W, RAICIE T L7 A5V — L LT1H 1A 1mg 2 bRB L%, 4 AU LEORRE
ZHIFCHEL, 1H 1E 2mg 2R O#5T 5,

500 - 9 oMkEE (BEFIRIE CHORENRD DN WIEAIZIRS)  @E., RAIIXT L7 AT T
—/ELT1HLIFEImg Z28AKET 5, 2dk, AEMEICRER R, +aR20RX08RD o n2nGe
IRV, 1 BE2mg ICET DA ENTE B,

T IV oA~ —BIEBHEIC fF 5 B, SRR, BB SRR T 5, @IEE XIS E) - w@mE, BRI
Z7 L7 AT — e LT1H1E05 mg »b&EG 2 L%, 1AM EOMEL H I =
L. 1H1E1mg #R&AFET D, 7o, BEMEICHEER 2 +0RRPBD SR WHEEIZRY |
1H1E2mgIZHETAZENTE A, BT 1ABU EORFEE H T TITS 2 &,

i

1. Z0ft
B R L
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VIII. 21 (FRLOIESF) ICEIHRE

ERNREFNDER
EIN TN

DR

2. ERHNB L TDEA
2. 2R (ROFBHIZIFEESELAEWLNI &)
21ﬁ@%b®$%[ﬁﬁh ExENSEDLBENRH D, ]
(fiL)
PURS R AR OB HEE T,
ABNTFAXARINENER N H D72, BEEREDBREF KRG LA, BEREZELIE BTN
HVFETOT, ZOXIRBFITIL, ABOEKGEZRET TS ZE0,

2.2 7NV B — VEEERIER < JBRIFRA S O TAKARERNEI R ORI T I H B ARSI E ] 2
RIS BENRH D, ]

(fiL)

PUS R AR O EEHEE T,

AFNT AR RANEIER 3 B A 12D, 2L B — )UEEERE R « BRI 0 R B 51 0 B B2

W DBFICHEG LGS, SHICTaRIEERSEBINET O T, 2o X5 2EHEITIL AH

O EZRET TS0,

237 R T U v a&5HofE (7T RLvF Y2757 40 7% —0OREERHE, IIHEBHERIC T
LR S U MBI T 256 %2R <) [10.1 /]

(fi)

PURSFRI7 S m OB FIH T,

KENIT RUF U v a1 ZBEERTERAZA LTS, 7 Rt U va, BZRNABEERTHLT R

LU EPFH LTS A. 7 RLF U oo B FRRITRERDMENL & 72 0 . M ERE FAE- AR S v E

ERONCN 7FV+)V&@ﬁ%iﬁff<ﬁéw kﬁb T RLFY U ETFT7 4 T7%—DOKER

R, U HERMERRIC BT 2 IR EREE S L < s E WEHTAEAIXZORY TlEdb v 8 A,
2.4 KA O RS3 ZxF LibBUE OBEE RO & 25 HBE
(fiF#n)

AHN ORI 2 BUE OBEEEN & 5 BF I, AFZFEL LS A, FOEEUERS BT 5 A
REMERN BV EEZEZONETOT, AFIDRKST ﬂbﬁﬂf®%ﬁf®%é$% [N (R SR g b
TLIEE,
A RARAE KB £ COENMRRRBICIB T, BIMEA & LTHZ 7/1,520 41(0.5%) ., FLBE 1/1,520 )
(0.1%). FBMERE 1/1,520 BI(0.1%) 5N ME SN TWET, £/, 9O « 9 DWRIEOKRIEE TOE
WESRFBRICIB W T, RIEH & LTHEZ 1/601 65l (0.2%) MHE SN TWET, 7Y A ~—RIE5
WA BRI, Sk, BB SRR 5, IEE SUIK RS B O KRR £ T O ENER KRR IC
W, RIWER & LT32 17323 Bl (0.3%) 23E S TuVnET,

3. MEERITHRICEET HFE L ZNER
V. 2. HRERIIHRICEES 58 22WT052 L,

4. RERUVAZICEET HFELZDER
V. 4. FiZRUVHAEICEET 3EE] 220752 L,
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5. BEEREAMEE L TDER

8. EELREARMEE

(FhREHE)

8.1 IRA, &S - S - KEHEHENEOR TR DZENHDHOT, AFIFGFOBEITITA
B OO GEERF SR 2 1 O R OB EICIE R SR WK Y BEET 52 &,

8.2 AKI D HIZ X 0 & MLFFCHE IR OBEAL N S b, BERBVES b7 v R—v A BERIGIERIEC
LI ENRHLDOT, ARG FIX, e, 2R, 2R, BEREOIERICERT 2 & & b2, FFIC
PRI L2 OBEERE H 5\ T2 OFERK 1283 5 B35 Tk, M EORES OBILE % +mI121T
92 &, [8.3, 9.1.3, 11.1.5 5]

83 AANIDOEGIZEE L, H O L 8.2 DREIEHNKIT 2LEENHH Z L&, BEKRZOZRIZH
SCEB L, mIIEEER (0¥, 28, 2R, SRS ICEREL. 20 L9 RIERDH b o=
HITIE, BEhicEGERE L, EMoOBZEEZIT5L 0, fHETHZ L, [8.2, 9.1.3, 11.1.5 B ]

8.4 JFRBIZ L D AlREME S & D08, AAIE 5 I RAIBETE (I8 N AYAETE O B S DAL AU AF 2n il 51
EHRICH0D LT, FHEMICE v o 7 VA0 IKTIRRE) | IRPOMESRTHE, RIaMEIEE . BRARSE
OEEHIEEERH bl & OWRENH 5, FEEFEEEOERIZCOWT, &5 LHBRERD
FIRFEIZ T 2TV JERDY D S o 258103, EMICHRT 2 L8752 &, £/,
HBEOREBROIREBOELZIEERSBIE L, JERD & 6 b - HE 3BT S U T T
Hamikd27E, @URAEZITO Z L,

8.5 ARFNDOFHIT X 0 (REHEME QR B FIER EORBOELNRELTH 2 ENHLHDT, REEE
HIIREOHB ZEEEBE L, KEOLENRED bNHAIITRKEE (BIHEOEEOH
M) AL, HEIDS U GEYIZRLE AT Z &,

8.6 G- WIHl, PRGN, HEERFIC o RGN E RN B S < BN RIER H Hbivd 2 EnH 5
DT, BEOREAZEREICHE L, KNEERAD SN G A IIEET 5%, MU0 EEZTT O
Z &,

8.1 ARANIHFRAAFFRINHIE R 26 7 5 728 | IR AR - EEMERE IR T2 X 723 alRetEn H 0 £,

HEN B OERR, mPT COEESAERE (O BB EOEEE I F STV L) +oEELTL 2
X,
WA I FIE KGRI £ COENAERRERICB W T, BIEM & L THEIR 30/1,520 $1(2.0%), #F
16/1,520 Bi(1.1%), HRAE 1/1,520 F(0.1%) 3G SN TWET, £z, 92 - 9 DIREED KGRI
F COENEBEERBRICBW T, BIEH L L CTHEIR 28/601 #l(4.7%) 03 5 S TWET, TV A
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0.1%) 2 |E SN TWET, SNEOFEERT T AR EHE RIS O S E O RFRRBRIZ B0
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HR i ek 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
ARG T 2 1 0.1 1 0.2) 0 0.0) 2 0.1)
TR N 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
AR EREIHRFEAE 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
72 1 0.1) 2 0.3 0 0.0) 3 0.1
=) 5 0.3 0 0.0) 0 0.0) 5 0.2)
W H i %% 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
HB LUk EE
Hg 1 0.1 3 (0.5) 0.0) 4 0.2)
[BIEEPE D F 3 0.2) 1 0.2) 0.3) 5 0.2)
Lol
FEENR 1 0.1 0 (0.0 0 0.0) 1 (<0.1)
FEEET0 vy 1 0.1 1 0.2) 2 0.6) 4 0.2)
AR 1 0.1) 1 0.2) 0 0.0) 2 0.1
V) = 1 0.1) 0 0.0) 1 0.3 2 0.1
i 1 0.1) 4 0.7 1 0.3 6 0.2)
TR IR 2 0.1) 0 0.0) 0 0.0) 2 0.1
BNk 1 0.1 1 0.2) 0 0.0) 2 0.1)
TINE=CCcE i PANIg 1 0.1 0 (0.0) 1 0.3) 2 0.1)
I R
WAL 3 0.2) 0 (0.0) 0 0.0) 3 0.1)
L 7 (0.5) 9 (1.5 1 0.3) 17 0.7
1B 1 £ 1 0.1 1 0.2) 0 0.0) 2 0.1)
FEVRYA 4 |VTI| DA 3 0.2) 2 0.3 0 0.0) 5 0.2)
RIETEERA B 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
TR R A2 S 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
1FTH 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
MR, HERES & O
BREEE DK 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
Ik 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
I ] 2 0 0.0) 2 0.3) 0 0.0) 2 0.1)
St 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
fiti ZEAe ST 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
Bl e 5 - i 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
11 [Nk SE 1 0.1) 1 0.2) 0 0.0) 2 0.1
H Wk
R AR PRk 7 0.5) 3 0.5 0 0.0) 10 0.4)
JE R 1 0.1 2 0.3) 0 0.0) 3 0.1)
JE s 3 0.2) 0 (0.0) 0 0.0) 3 0.1)
e R 5 0.3) 2 0.3) 0 0.0) 7 0.3)
ELTN 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
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5o - FILYing<v—5
& KFAE S SuktE SRAEICEES 2K
? - TOT=v3v
T8 % 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
(s 28 (1.8) 14 (2.3 10 (3.1 52 (2.1
T 13 0.9 3 0.5 0 0.0) 16 0.7
PNz 4 14 0.9 1 0.2) 1 0.3 16 0.7
LR R 9 0.6) 1 0.2) 0 0.0) 10 0.4)
e TR 0 0.0) 0 (0.0 4 1.2 4 0.2)
B3 4 0.3) 0 (0.0) 0 0.0) 4 0.2)
BEEE RIS 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
EES 1 0.1 1 0.2) 0 0.0) 2 0.1)
H A E W R 4 0.3 1 0.2) 0 0.0) 5 0.2)
Elii= 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
Eaabi 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
AR IR 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
P 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
L 28 (1.8 5 0.8 3 0.9 36 (1.5
A HE PN AR 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
W7 2 1 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
VL HE 2 7 0.5 11 (1.8 26 (8.0) 44 (1.8
/A 12 0.8 1 0.2) 1 0.3 14 0.6)
FFREIE R EE
JFHRE LR 4 0.3 7 (1.2 6 (1.9 17 0.7
RERSIF 1 0.1) 2 0.3 0 0.0) 3 0.1
EE UL MmE 2 0.1 0 (0.0) 0 0.0) 2 0.1)
JiFpesE 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
SRR 1 0.1 0 (0.0) 1 0.3) 2 0.1)
R R X OV TR =
B 2 0.1 0 (0.0) 0 0.0) 2 0.1)
LR %% 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
P2 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
B & g 1 0.1) 0 (0.0) 0 (0.0) 1 (<0.1)
E e GRITEL S 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
195 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
HLBE 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
ZITE 0 0.0) 4 0.7 1 0.3) 5 0.2)
BT 0 0.0) 2 0.3) 0 0.0) 2 0.1)
Z O PESE 3 0.2) 0 0.0) 0 0.0) 3 0.1
WG 7 0.5) 1 0.2) 0 0.0) 8 0.3
IRz I8 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
IR R 5 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
WidelF 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
TR 36 & OV A HL Rk =
A 2 0.1 0 (0.0) 0 0.0) 2 0.1)
B 5 A 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
FRSERE 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)
175 L 6 0.4) 9 (1.5 32 9.9 47 1.9
P ES 5 0.3 0 0.0) 0 0.0) 5 0.2)
i 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
i R 0 0.0) 1 0.2) 2 0.6) 3 0.1
PR 4 0.3) 0 (0.0) 0 0.0) 4 0.2)
A 1 0.1 1 0.2) 0 0.0) 2 0.1)
DU RS 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
Gt 2 0.1 0 (0.0) 0 0.0) 2 0.1)
R 0 0.0) 0 0.0) 3 0.9 3 0.1
RSO Rl e 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
7 R 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
7 A 7 0.5) 0 0.0) 0 0.0) 7 0.3




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

5o - TIIng3—1
& KFAE 5 omae SRAEICEES 2K
- 7UOT—Yav
Bk L ORI E
ER AR B 0 0.0) 0 0.0) 2 0.6) 2 0.1
HEIREH 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
R EBRIR 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
ST VE R B RIE 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
BRIR 1 0.1 1 0.2) 0 0.0) 2 0.1)
Y36 M R 2R 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)
PR IEE 0 0.0) 0 0.0) 3 0.9 3 0.1)
PR EA 2 0.1 0 (0.0) 0 0.0) 2 0.1)
ATER B L O EREE
A % HERE 2 0.1 0 (0.0) 0 0.0) 2 0.1)
HLHI A #% 2 0.1) 1 0.2) 0 0.0) 3 0.1
FER2 2 FRIE 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
Ji HH 1fn. 1 0.1 0 0.0) 0 0.0) 1 (<0.1)
iR 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
RS 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
e PER cSantiin 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
— - REEER L OEGEALORE
% RE 3 0.2) 1 0.2) 0 0.0) 4 0.2)
I 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
IHEMEIR T 0 0.0) 0 0.0) 2 0.6) 2 0.1
NSRS 2 0.1) 0 0.0) 0 0.0) 2 0.1
I 57 12 0.8 4 0.7 2 0.6) 18 0.7
L% 0 0.0) 2 0.3 0 0.0) 2 0.1
ENRR 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
HATRREE 3 0.2) 3 0.5) 26 (8.0) 32 (1.3
BATARE 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)
(yeNR 8 0.5) 14 2.3 1 0.3) 23 0.9
iy 0 0.0) 2 0.3 1 0.3 3 0.1
Z2r 3 0.2) 0 0.0) 0 0.0) 3 0.1
) 4 0.3 6 1.0 0 0.0) 10 0.4)
HW & 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
FE Db b e 1 0.1 0 (0.0 0 0.0) 1 (<0.1)
AT T 0 0.0) 0 (0.0) 2 0.6) 2 0.1)
(7R g
I SECLN N TS N
ggggﬁ PRABTZATE 0 o | 1 0] 0o 0o | 2 ©1
i;;é;;? NTIATE=TL o e | 13 @2 | 0o 00| 11 0D
Zi;i;ﬁf TR e e | 7 a2 | 0 00 | 13 05
MY L e M 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
fi = AT 1 — LN 0 (0.0) 1 (0.2) 0 (0.0) 1 (<0.1)
M =aLF = ha e @ 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
M =aLF = ha e 8 2 0.1) 0 0.0) 0 0.0) 2 0.1
fg;’;y PITOARARIT=E L s qo | s a9 | 10 @D | 33 4
MFR 7 R o AN 2 0.1) 6 1.0 0 0.0) 8 0.3
A 2 R 0 0.0) 2 0.3 0 0.0) 2 0.1
Mg o2 ) 48 3 0.2) 9 (1.5 2 0.6) 14 0.6)
1 LR A K SR SR B 0 1 0.1 1 0.2) 2 0.6) 4 0.2)
PEERH £ - 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
£ k5 3 0.2) 2 0.3) 1 0.3) 6 0.2)
m>re 7 F ol 1 0.1 1 0.2) 0 0.0) 2 0.1)
M~ e Z 7 F 8 16 (1.1 26 (4.3 5 (1.5 47 1.9
I FRR LI AR L R 3 0.2) 1 0.2) 0 0.0) 4 0.2)
1A IR R A L AN 4 0.3 0 0.0) 0 0.0) 4 0.2)




10.

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

5o - FILYing<v—5
& KFAE S SuktE RENEICES &K
)N 7OT—Yav
e~ U ZU% Y e 1 0.1 6 (1.0) 0 0.0) 7 0.3)
i Hr R FE N 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
1 H R BRI 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
1A PR N 1 0.1) 1 0.2) 0 0.0) 2 0.1
DEXQR SHIEE 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
DEXQTIER 4 0.3) 2 0.3) 3 0.9 9 0.4)
Do TTITETL e en | 6 a0 | 0 00 | 8 09
R R o fE 0 (0.0) 2 (0.3) 0 (0.0) 2 (0.1)
7Y a~Esar i 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
~E 7 a e R 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
DR N 1 0.1 1 0.2) 0 0.0) 2 0.1)
FFHE e S 2 0.1 1 0.2) 0 0.0) 3 0.1)
I BRSO 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
B P ER S N 1 0.1 0 0.0) 0 0.0) 1 (<0.1)
IR D 1 0.1) 0 0.0) 0 0.0) 1 (<0.1)
FE H el 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
A =0 N = I e 11 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)
R 5 0.3) 1 0.2) 6 1.9 12 (0.5)
(R EE N 47 (3.1 96 (16.0) 4 (1.2) 147 (6.0)
F3 1 BRI 2 0.1 1 0.2) 0 0.0) 3 0.1)
i EREHE 0 2 0.1) 0 0.0) 0 0.0) 2 0.1
DRI T I 0 0.0) 0 0.0) 1 0.3 1 (<0.1)
PRI I Bk 2 0.1) 2 0.3 1 0.3 5 0.2)
JRHEE F 0 0.0) 1 0.2) 4 (1.2) 5 0.2)
WEBEY 1 v %3 LR 1 0.1 0 (0.0) 0 0.0) 1 (<0.1)
WEBEY 1 v 33 L 180 1 0.1 0 (0.0 0 0.0) 1 (<0.1)
PR N BRI 0 0.0) 1 0.2) 0 0.0) 1 (<0.1)
ﬁ*7”ﬁ”*X77y”ﬁ% o 00| 1 0] o 00| 1 (<01
s 5 1 0.1 1 0.2) 2 0.6) 4 0.2)
{5 TS 1M P 0 0.0) 0 (0.0 1 0.3) 1 (<0.1)
7T A b JE M 0 0.0) 2 0.3) 0 0.0) 2 0.1)
Pt RE R Al B 5 0 0.0) 8 1.3 0 0.0) 8 0.3
B hEB L OWEAIHE
i 0 0.0) 0 0.0) 3 0.9 3 0.1)
KERE FEE BT 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)
KR T 0 0.0) 0 (0.0) 1 0.3) 1 (<0.1)

BIERZEER (%) X, BIERARBEMAELENE) X100THEH LT,

MedDRAZEAGEIZ L 583 (MedDRA Ver 25.0)

* FREORIWEHOMIZ & E R 538k, ENRE B GREBRSUINEN 77 2 AR R E SRR, & OAIT
ORI A BMESEIZESREALME SN TOETOT, EBTIRE IS ITEI N,

SRRERRICRIEITEE

BES N TV

BERS

13. @BERE

13.1 fEIR
SE O EGRRER L O % B RS T, i 54 mg £ CRMBER G SN AW T, L5
HEOSERDME SN TS

132 W&
TEMER OB G2 KD Crax KOVAUC DME T 25 Z & DR STV DD, ARFI O R H1C
KT BIBAILE L L CTHNTH DOV I FO R EERN G SN TV, £72, AFNTMm
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WEAGE~OREEENE N LD, MRSHTIAEHThRWEEZ BN D, 2B, MMFIRHE DR
BEMENEZ OGN BEIFTTORBIILREETHZ L, [16.7.4 ]

(figsn)

AKFN W EmB 5 LB OIER K O U D REWE IOV THEME T 5D ELE L,
<HBHE>

EMER

EFERANICBNT, 7L 7 AT TV —)L 2mg &5 1 BRI OIEMR (BROTEER/ Y Ve h—)L
50g/240mL) 5T, 7L 7 AT TV — LD Cmax 135K 5~23%., AUC 1T#) 31~46%IK F L 7=,

1. BRALOZEFE

LXYILT o« € Img + 2mg

14. BRALOIEE

141 ERIZFEFOEE
PTP w2 O3EAL PTP > — OO H L TIRHT 2 X 28352 L, PTP v — hDOFREKIC
XU OGN REREEAHA L, BIZITFZ2 B 2 L THERRIAR S O EE 72 A 0HE 2 0F 5%
THZEND D,

(fi)

RN OB, BEKOZE OGN, FHFEZT->TIEIV,

AHN D21 X PTP(Press Through Package) il L T\ % 7=, HIEHEIEEE 54 5 Pk 31 4F

1H 17 Af) IcE2S&, PTPRAEKIRO—BR & L CRidi L £ L7,

LEXHILT « 0D £ 0. 5mg + Tmg * 2mg

14. BRLOIEE

141 EFIZFEHOFE

1411PTP ©2EDIEFNT PTP > — F 226 HO L TIRAHT 2 L 958552 &, PTP v — FDORAEKIC
L0 BEOWGAHNEEREA~IA L, FIZIEELE B 2 U CHERIRR %O EE 26 0HE 2 0F 5%
TAHEIERDH D,

1412 RKFNEE DO EIZOHE THERZ IR S 25 L lONICHET 2720, K2 LTRHAFTETH D, £
7o, KCTHRHTAHZEHTEX D,

1413 AFNTE - F TORETIE, KL TRASERNW &,

(fi#=3)

1411 RO RFRFIZ, BE KR OREOFEGE~, HEZTo T EI N,
AHFIDEHEIZIL 0 PTP(Press Through Package) Z i/ L T\ 5728, HIKHERE 54 5 (FAk
3141 H 17 B 1S %, PTPRRfkIRO—8E L CREd L E LT,

141.2 ARANT, OFERSIED & OWIIZ X 0 2h R OFBLA BIFFT 2 |FTIXR oD, AR TR X
KTCHRAZL L HOFEHEL T ZIW,

1413 AANZBE-EEORE TR L TRASEZHE, BEICMHE L TRIELZE TN D 57
W, BEEEORETIE, KR LTRALZWE I EEL T EE N,

12. Z0HOEE

(1) BERERERICE D < 5%k

151 BRERERAIZE D <R

(FhREHE)

1511 AHFNZ X D16+, RERRH ORI RE SN TN D,

15.1.2 AMECTHEM Sz ElinsR e R E 2R L L2 17 OBFERBRICB W T, RO IEER GRS
BRI T T AR GRE L L L TR RD 1.6~1.7 EErol-t ORENH D, £72. 4 E
TOEFREIZB T, ERPUEMHIRIE S IEER USRS & FRIZIECE O FRICEET 5 Lo
WENSH D, [65.3 5]
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(529& * 52KE (BAFABTTAEURMLZEOH oNLZIMEEIZR D))

15.1.3 ¥EAh CHHE S 72K D Otk ELEORMIEEB A AT 2 BE E x5 L Lz, HEEOH S SF 0%
B~ F & Rt REEARRBR O MG RICB VT, 24 MU FTORE T, ARSESCHZASK O
DY AT P ) SR EGRECT T v ARBEL R L CRadvoTz, 2B, 25 MU EOREFICEIT 5 H
HAESCHBREXORBO ) 27 O EHIFRD LT, 65 MU EICB W TIZED Y 27 03 Ed L
7=, [5.2, 8.9-8.12, 9.1.6 &H]

(fi)

15.1.1 BRPREBRIZ T, ARAVE % OJR R AR OZERIE DN ME SNV TWET,  HURBHESITAENR, REEAR,
DMEEREER E e R DBRREEZECIELZ NI MOENTWET, 240 & BIRA
BEWEBonsdnlx, AEE=E7 1 v 7 (Adams-Stokes JEERE), QTe ERJEMRE, FiZixZznn
HAT L7286 @ TdP (Torsade de pointes) T, T4 TliL, PUEMIHED LEIEDOTEED —> &
LT QTc EENULIXLITEY EFonb L5270 F Lz, QTe ZIER Iy E LT, Hi
RSN b =Dy e A o7 IR, ZBRARF D DAL, 7L A = RERF LT
9, Lo T, ZhHDEMOPFHIZHERL TS EIN,

15.1.2 K[EARMEREMLF (FDA) (X, MR EELRE 2348 L Lz 4 DOIEERUEMRE (TS
S AT, JZFTEL, URARY RKU) 220 TO 17 O RER O ks & fEsT
L AR ERIT T 7 v R ERE L i U RN 1.6~ 1T E@m -T2 & OFERICEE-S & 2005
o4 HICKEICEBT 22 TOI FEMGGHIRIEDORAM CEEFEICERWE L TLHT 5 L2 RLE
L7z, SERITEE 2 TL72AY, EIDMER (LAR4, 298505 SUTEYYE (k%) ([T X Do
LU TCL7z, £72. FDA I, Z0#HA LN FEBEFRHICB T 2 FRA 7 O RICE-S % 2008
6 HICKEIZBIT 52 TOER K OFEERFUBHFR R ORM SIEEICERRE L 75 X 9
FRLUE LA,
ZoxEEZT, BRNIZBOTH TR TOFUEHFHRE CREICEEREZZEH T LEL
77

1513 IRt o = FRVIALEEAR] (SSRD) AOtr b=y« /L7 RUF U U HERD ARELE
#l (SNRI) Z0Ht ) SHBLEOEBEFHTY, [EEFBE ERE N DL F5Eik (OF
% 19 4£ 10 H 31 HAS) ]

KE A EIRG R (FDA) 1%, SSRI & O SNRI 12012 THLOPL 5 2F], KO AIS & B8
2. RO OWEREESEORMERE AT HBELXNG L LT 7 £ A REBRRBROME %
fTWE L, ZORER, 778 R 285 SN BE LR LT, 24 UL FOBE TIIH ) S#/l%
B ENT-EFECTCARSESCHEEROFBIY A7 NEL D ZENRBIE L,

NG OMEHERICHEE-SE . 2007 4 5 A, FDA [3KETIGE S TWDHL D DFIORAF SCEIC
18~24 D BFIIH T HEEMRE 2T T 5 L Y RE2IT0E Lz, 78, 25 Ll EOBRFICE
FHRHIY A7 O EFITRD LT, 65 M EICBWTIRBEO U 27 3K T4 25 2 L AVRIB S
NTNWET,

(2) FFERPRRAERICE D IFHR

15.2 JFERIREARIZE D < 1F#R
<7 ADNAJFEHRBRIC BT, M 0.75 mg/kg/ B UL T, FUBRIEEE K OV T (AR 00 98 A 4
O EAPRESNTWD, ZNODEFIXT > wHTITif e 7 7 F o0 LR B L& &
LCTk<menTna,

(fiL)

FERRARBR IZ BT R N B G EERBROMEZTEIHR L TWET, vV 2AOBARMEREBRIZB N T, LR
HEIS Mo O TEARRES (W3 b o> 0.75 mg/kg/ H UL L) OFALEE O ERPHREINLTWET, Zhb
DOIEEIIT o ECIEE I n 7 7 F UV ELBEE LB LTRELHELNTWET, LarL, B RT
7a g s FUREO LR EEREEAOBEM TR ST ER AL



| IX. JEERaRBRIC B9 2 H |

IX. JEEREREERICRE 9 SIRE

1. ZEIEHER

(1) ZEMFEEHAER
VI E#hEIBIZRSHIER | OHESMH

(2) REMZEEHAR
OHHAPRERIC T T 2
HEDSDT v MZE T2 ek, 478 & ORIRICx L C10 mg/kg? Hilal#E O£ 5 CII 81345 5
IR o T2 73, %mg@uif%t% HASIEE), MRS, TURERRE K OV BXEE O R 23
AL, SR, BERS WX VT o— RN, BE, R3O &K OYRIREE ON RS 5
%@ﬁ%ﬂ&%h HIER T HBO b7, 100 mgkg TiE it (WEZERL) 2z, ZEMET
1, RE K OVRIRE D A DT,

O K OV A SR R E T 528

B OHED B — 7V RIZE W T, 1 mglkg D HARE 15 CTIIRF & OV IS RIS BT A B
o723, 3 me/kgbh ETCIHLE TR, 30 mg/kg TQTRIFE & QTN EME (QTe) DIER S
bz, SDIET ~ ORI KENRIEAD 7 = =L 7 U UHEOBNEI230.3 w mol/LLL FTH 54,
SO HIER 278 U722 (pA2ME £ 6.91) . 30 u molV/LClE 7 ==L 7 U 1T K % e KULHE % 34%
F T L7, X2 hoL B X — VR T ORED ©— 7 LV RIZE W T, 0.3 % '3 mg/kg D EFRINEF
fe G CHEKRFIIC 7 ==L 7 U VRIERISZMH Uiz, ~at U F OO ©— 7V RIZE
W, 0.3 mglkg DFRIRNFRGEEE G- TILDER OB o amfe, ARSI NS EN &R IR
BEIE ST, 3 mglkg TLEM O FHOMGERE L OB IR 2 IR 87228, ARFENRHBLOFEIE
EEZONDTEIENMNERMELEER L o7-, £7-. hERGF v % /VEHECHO-K1ffE (F v A
== ANAAZ—PREHR) O AV 7 AEROME]H30.01 1 mol/LEL ETH S v, ICsfEiX0.117
mol/LCH -7z,

(3) ZDHhDFEEHER
MAEER e L

2. HIEEER Y

(1) BEExkEEMHR
HEfED SD 7 v N R OMERED = 7 A FACAREKZ IR G L& 2 A, Bl OESEREIL, SD 7 v K
Tl HET 2000 mg/kg X 0 & < L HET 800 225 2000 mg/kg DR B =7 A LTk, MEREIIZ 100 mg/kg
FoEWnwEEZ LN,

(2) REHEESSMHHRER

OMEAN

MEREDSDZ » b &2 HWC13M M (k- 0. 3, 10, 100% 1300 mg/kg/ H ., M : 0, 3., 10, 30K%
100 mg/kg/H) K O26@EM (e : 0. 3. 10, 30% U100 mg/kg/H) ORERE A5 8RR %
Fh L7z,

WERED 10 mg/kg/ H DL B CIEEIEAR T, PR XX PAIRSE @fﬁ(b‘ 2D B, 110 me/kg/ B UL E K
UME30 mg/kg/ B LA B CTIREHMIS], BEE &R K OMIRMARIE S GRD Hivlz, B3 mg/kg/HLL BT
FLIROMEAL . ME3 K V10 mg/kg/ H TEREEBE N, %%m%ﬁﬂﬁﬁoﬁﬁ S, HERIE K K O E
BEDRER TSGR0 BTz, AL HIE, ARIEDERER 2D KT v & T =2 MEAIZE-S < ML
TaT I FUOREOWEINIE I B LB BN, KERGIZE DT 0T 7 FURED ERITMRES
v N CHER STV 5, 30 mg/kg/ H LA TRINZMR, A5 58 K O SO NG S O 245 0358 B AL 73,
B RO LM 77T 7 F o L)L OBEMNEE L7 LB 2 Hivd, 300 mg/kg/ A LA E, M
100 mg/kg/ A UL | CHE O BEAHFRZE AL (iAE, Fizei BRI OB, B8k OIK HE D2 Rk, R’
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ERERIHIM DBESE, /NN V3 o T HIREESE) A3 ER D=y, A& T, BEE KR (Y
R 30°CRIE) KU H D VITHHIEN I DTz, AFKAZ1000 mgkg/ &5 L7=/EZ » b T
fibd & REDIRE N I T2 08, RIBAR T 2 B9~ 2 fl B 44 TR A2 1T B3, BIROBRE L

BIRRICER 5 2 LR SN2 Z &b 2RO ORLITRIRE FICEET S b0 B b,

F7-. 30 mg/kg/ B UL EOMERECHEEOZRE (B, M IR OWENRSE) (6 R ERL O A 23 7
DTz, ARFEEGIZEE L2 Z(bDIZ L A ERGEM & 5T 13 ORIEIZ LV IEKS 5 W3
5L, BIEMEE R LTz, 2618 M E 553k O M 23238 mg/kg/ B, MEA310 mg/kg/ B & HE
E I N,

@
MERED 7 =2 A & FIVCC13 M (MEME : 0, 1. 3% 080 mg/kg/H) K OWB9HM (MELE : 0, 1,
3K V30 mglkg/ H) DA 1 # G- 7 tEallin 2 30 L 7=,
L K ONASE DS 130 mg/kg/ H X OMfES mg/kg/ H UL B TR B vz, SBREA 2 L7 IRE IR T,
= PARRAE O AR E IR 23 #ERE D 1 mg/kg/ B LA TR ?Sb b7z, 3 mg/kg/ A VL LTl JE R, 30 mg/kg/
H TR T & OQTHE e 3 ERE D B 5-BRAA B IZFRD DAL=, b OB bidBe 5 & 5 0
IT4E M OREIF IS H D WITHEE Uiz, 39BEMKER 5RO mEEEIIMRE S b1
mg/kg/ H L HEE ST,

EEEEHR

XA F T A & W T8 IR 2R B CIRB R 2R E BATFH R S e ds o 7o, LR A M
(v AV L oEHIN) & V7R Z2R A8 B BR Tk, SO 1F7E T 3 BB C, fMlasttoA bh
% 50 &N 70 u mol/L, TERFMENFRD biviz, £7-, ML EME (CHO M) % Hvwi=4f
TR FLH BRI, S9#ffT3$ﬁwwM>mumef%%£ﬁ®%mﬂﬁ%mtoS9ﬁET3
REFEALER T, 70 u mol/L CTHEERFE N A SN2, HEMEIT 2R AiEE L sz, —F. SD
7 v NEAWEE ﬁ@d&ﬁ%fi HECIX e 2000 mg/kg/ H M Tl B 300 mg/kg/ HETT v
MNEBEDO ZYMERIMERIZ/NERF R Lied o7z, F£72, SD 7 v M2 AW AEM DNA & kiR ¢
I%. HETIIE® 2000 mg/kg/ H . 1 Clri s 300 mg/kg/ H £ T v b OFFIEIC A EY DNA A6k %
FR LD T,

NARMRER

ICR~ 7 A (20 (KxHR), 0 (BEAARIHR), 0.75, 2 KON 5 mg/kg/ B Z % 91 # H £ <. MEix 99 8
HE CREREOES LTRHME L7, MW T, FLIROIE & OV FRIARFTE O IRIEAY 0.75 mg/kg/ H
Yk, ILROIRRE LA 2 mg/kg/ B LA ETZ O3AERPNHENM L7223, M CIEASKIZBE L7 jE
BEOEAIZ A B2 o 7o, TR L OANROHFAEE I OPUEHRE THLHRERH Y, 7'
T UFUHEMEN LIERELEZ S5NT,

SD 7 v FOREIZIZ 0 OKkxH) . 0 (BRI 1, 3 X110 mg/kg/H . MEIZIZ 0 OKxRR) . 0 (8
RXHIR) . 3. 10 & Uf 30 mg/kg/H % 104 BMKERO#EEG L CiHMEi Lz & 2 A, MRS & IEE A4
KOBNMTH SN2 T2,

A IE A S AR

O7 v MBI DO REERER
ﬁme7/MJH3m&0mmmmgH%9F%ﬂﬂ%ﬂ/ﬁkﬁmk@méﬁtlmmg@/
ACIEEMER T, 5 < ED ., IR, AR, IR, AR TR OEERERD NS L0, D
SRS BII A O N2 o Tz, LD Z Linh | T — a2 OV TR0
mg/kg/ H . EFE~DEBIZ OV TIL100 mg/kg/ H & #HEE S iz,

@7 v MBI HHEDOZaHE K OVE IR £ TOMMIMIEEA BT 53R
HEDSDZ v MZ0, 0.3, 3K% T80 mg/kg/H Z 2 MR OG- U, MEALEME & 228l SE 7%, dERT
HE TG 2kl L7-, 30 mg/kg/H TIHEMEIR T, FERAIR, PAIR, WRIENA B, RBELATIZIES
mg/kg/ A UL B CREBENNTUHE LK OB RSN 2 B AL, GERHCIE, 3 mg/kg/ A UL L CAREIE NN
Hl. 30 mg/kg/ H CHEATERD A H BTz, 3 mekg/H UL ETRIFRIEMOIER 985 72 b =R
DI TR B4, 30 mglkg/ B CITHEREE 7275 & AR M DAL & o UVE IRRISE T OB A A H ATz,
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bz &inh, BHEEEIT - EE PR R OAETE~OREIZ OV TIX0.3 mg/kg/ H . FEAE
~DEEBIZOWTIES melkg/ H & HEE S 7=,

@7 v bR - FRERAEICEY LR
HEHRSDZ » MZ0, 3. 10X T30 mg/kg/ H A 4EHRT H 2> HAEMR1T HIZ T TRRAK S Lz, HEW
(2B, 10 mg/kg/ H LA ETIREEACT . EPARKL OPAIR, SEEOKER, S 512, 30 mg/kg/
H CIIEEWER L OVR, REEINEOREDR 2 b, IRIROAEFE, TRRIZRR K ORI
30 mg/kg/ H & THREIIA LN o T, YLD Z &nn, EHEERIIRE) O — E“iﬁiéﬁ%ﬁfiﬂ
2DV TIE3 me/kg/ H . AFH KL O AE~D BT DU TIE30 mglkg/ B & HEE STz,

@UHXOR - B RIEAICEET 235
R New Zealand White 7 - F(20, 10, 30} (150 mg/kg/ H ZEHR6 H 7> HIER18 B IC )M T TR
A5 Lz, REWICEBW T, 30 mg/ke/ B DL TS T FHT, (KB ORI EOKER, &5
12150 mg/kg/ H TIHFEIMPEAR T, FPARLK OPAIRA A B4V, REOHE N L-, JrIEIZIE150
mg/kg/ B £ THRATBIEILA Do 7203 TRIARET ., B LA, Nl & OVE RS2 B OB 1
INA3150 mg/kg/ B TH Lz, LLEDZ Enn | Bk I REW O — R E It P2 o0 Tk
10 mg/kg/ A, AFE & DT AE~O RISV T30 mg/kg/ B & HEE iz,

®F v MBI 5 HART R OCHAER O3 AW NS RHEOMEEEIC B+ 2% 5Bk

FHRSDZ » 20, 3, 10K% W80 mg/kg/ H ZMHRTH /AR FL20H (BEALATH) 20 TRO# S
L7z, BEMIZIV T, 10 mg/kg/ H DL _E TR ARES TEEIMEIR T R OVEERIR 3 & 5Tz, 30 mg/kg/
A CHER I & O LN ARG e OB D 23 A Hav, S B AN E O R, HAER
DOWREKL FENOHAINT RN HRESINDHE DREEN LN, AR HAR R OAER4H A
RO HARMREOM T AREH NG O H BRI OZAED 30 mg/kg/ H TH H AL,
TR DR TIL, 30 mgrkg/ H THAE DWW R bivle, LD Z &b, EEMEEIINEY
— R EFEFENIR BRI OV TIE3 me/kg/ B, RFEMW) OGN GEIRHMERE, ot 2Lz &) KROWK
A~ D I OV TIX10 mg/kg/ H & HEE Sz,

(6) BRI
LR L

(7) Zotho4EnENE
O Ze kB
In vitro OVFFFAIL (BALB/3T3 clone A31 fifid) Z M7= eatakiir <k, SLRRGHC X oMk
BRI E N B, ICsofli% 2.021 pg/mL TH o712, —J. WD ICR ~7 A (Af) ([ZHERRAD
# 5., o> B6D2F1 v 7 &2 (Ff4) 12 3 HERERAHEE L7tHEERER TlE. 20 mg/ke/H DO
FEETHIFHMEA TR T D EE NI bR oTe,
Ol
D SD T v MR G % ORI\ T, IBIIEMIIRD b, FIRKEEE2S %féwm
XA N2tz Fio, HEX iﬁ&?ﬁ}fﬁ/v%ﬁﬁb\f:ﬁ%ﬂﬁwaE?&ﬁ&t%ﬁfi AL IS
LT, BMKEEEB R T DIERIZAO N -T2, D SD 7 v MIEENES L-L 2 5
FRRBN R A IR T B L S— i L{TEI N R S T,
@f % B MEHER
HMEED SD 7~ MZH K 30 mg/kg/H DAET 4 BREERO®ELG L, b VARimERE BATHUARE
A RINETREE R L2, EdEERaonizsroiz,
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X. EENERICEAY 5RE

. REIR 5

B Al XY LT 46 Img - §E 2mg, VXY LT 1 OD §E 0.5mg + 1mg - 2mg
EIE S UVE Ve S (EE—EMEOQUFTEZLVERT L2 L)

B - TV AT T — L B

. B
LR LT  5E 1mg - §E 2mg : 36 & H
%907 ¢ OD $E 0.5mg * 1mg * 2mg : 36 & A

. BERRETOITE

ﬁ(mf%ﬁ

. RV EDEE

L&Y I)ILT < 0D £ 0.5mg + 1mg * 2mg

20. kL EDEE

201 7V e —BRERIRRR BT TRIFT D 2 L,

202 7T AF v 7R MVAEERIT, BEORELZIFTRT VWO T, FHOEEX v~ 72 Lon i
HZ L,

203 SEAIREICHLERNALND I ERH LN, FHAREICL2H0THY, WEITHET R,

v. 6. HEIDFEEHTICEITEIREMN DHSM,

. BERITEM

BEMEELLTAR BV
<TFHDOLEY : HY
T DD BE R EM
LR YT o RSN ) OREEIAL ZFKED T~ Q&A (RMP OV 27 FH/IMETEEI O 728
WAERL S T2 EH1)
LYV LT 0 ZRASND T VYA ~—RIEBHIED T & TF i - Mi#EFH O~ Q&A (RMP DV
27 F/IMETEBY D 7= O I VERR S =& #)
.4 WEFERICEALTRAMIT NERENE) XL 2. ZOMOEEER ] OHSH

N R Z R EE

[Fl—pi o dE : 7a L

M % .7V — ), TEFEU~L A, YUY Ry, ~gXY F—b, U2y
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VTV RUEREE, 7adY s, FURAY a7 o URES%

. EFfEEFAR

201547 H 10 B CkE)

- BERTARFEABRVARES. EMELNFEFAB. RETHBFAB

. REARTE AT B FEATG FE I AL W e Bl s
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9. MEEXIIHREM. FERUVAEZEEMENOFABRUZDORAE
2%+ 9 IREE (BEFAIBE CHa bR 0580 b2 WEEIZIRD) 2023 4£ 12 A 22 H
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13. £#Ea—FK
EA A
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Administration Information
Administer REXULTT orally, once daily with or without food

Recommended Dosage for Adjunctive Treatment of Major Depressive Disorder (Adults)
The recommended starting REXULTI dosage for the adjunctive treatment of MDD in adults is 0.5 mg or 1 mg
orally once daily. Titrate to 1 mg once daily, then titrate to the target dosage of 2 mg once daily (based on the

patient’s clinical response and tolerability, increase the dosage at weekly intervals). The maximum recommended
daily dosage is 3 mg. Periodically reassess to determine the continued need and appropriate dosage for treat-
ment.

Recommended Dosage for Schizophrenia (Adults and Pediatric Patients 13 to 17 Years)
Adults
The recommended starting REXULTI dosage for the treatment of schizophrenia in adults is 1 mg orally once
daily on Days 1 to 4. Titrate to 2 mg once daily on Day 5 through Day 7. On Day 8, the dosage can be increased to
the maximum recommended daily dosage of 4 mg based on clinical response and tolerability.
The recommended target dosage is 2 mg to 4 mg once daily.
Pediatric Patients (13 to 17 years of age)
The recommended starting REXULTI dosage for the treatment of schizophrenia in pediatric patients 13 to 17
years of age is 0.5 mg orally once daily on Days 1 to 4. On Days 5 through 7, titrate to 1 mg per day and on Day 8
titrate to 2 mg based on clinical response and tolerability. Weekly dose increases can be made in 1 mg increments.

A recommended target dosage is 2 to 4 mg once daily. The maximum recommended daily dosage is 4 mg.
Recommended Dosage for Agitation Associated with Dementia Due to Alzheimer’s Disease

The recommended starting REXULTI dosage for the treatment of agitation associated with dementia due to
Alzheimer’s disease is 0.5 mg orally once daily on Days 1 to 7. Increase the dosage on Days 8 through 14 to 1 mg

once daily, and on Day 15 to 2 mg once daily. The recommended target dose is 2 mg once daily. The dosage can be
increased to the maximum recommended daily dosage of 3 mg once daily after at least 14 days, based on clinical
response and tolerability.
B:
The recommended starting dose for brexpiprazole is 1 mg once daily on days 1 to 4.
The recommended target dose range is 2 mg to 4 mg once daily.
Based on the patient’s clinical response and tolerability, the brexpiprazole dose can be titrated to 2 mg once daily
on day 5 through day 7 and then to 4 mg on day 8.
The maximum recommended daily dose is 4 mg.
Switching from other antipsychotics to brexpiprazole
When switching from other antipsychotics to brexpiprazole, gradual cross-titration should be considered, with
gradual discontinuation of the previous treatment while brexpiprazole treatment is initiated.
Switching to other antipsychotics from brexpiprazole
When switching to other antipsychotics from brexpiprazole, no gradual cross-titration is needed. The new anti-
psychotic should be initiated in its lowest dose while brexpiprazole is discontinued. It should be considered that
plasma concentration of brexpiprazole will decline gradually and will be completely washed out in 1 to 2 weeks.
Method of administration
Oral use
The film-coated tablets can be taken with or without food.
C:
Schizophrenia
The recommended starting dosage for REXULTI is 1 mg once daily on Days 1 to 4.
The recommended target REXULTT dosage is 2 mg to 4 mg once daily. In short-term fixed-dose clinical trials, the
dose was titrated to 2 mg once daily on Day 5 through Day 7, then to 4 mg on Day 8. The maximum recom-
mended daily dosage is 4 mg.
Patients should be treated with the lowest effective dose that provides optimal clinical response and tolerability.
Adjunctive Treatment in Major Depressive Disorder (MDD)
The dose range of 1 to 3 mg/day was evaluated as adjunctive treatment in clinical trials. No additional benefit
was demonstrated at doses greater than 2 mg/day.
The required length of adjunctive treatment with REXULTTI is not known. When prescribed as an adjunct to an-
tidepressants in the treatment of MDD, REXULTI should be used for the shortest period of time that is clinically
indicated.
The recommended starting dose for REXULTTI as adjunctive treatment is 0.5 mg or 1 mg once daily.
Titrate to 1 mg once daily, then up to the recommended target dosage of 2 mg once daily. Dosage increases should

occur at weekly intervals based on the patient’s clinical response and tolerability. The maximum recommended
dose is 2 mg once daily.

Agitation Associated with Alzheimer’s Dementia (AAD)
Physicians are advised to assess the risks and benefits of the use of REXULTI in elderly patients with AAD,
taking into account risk predictors for stroke or existing cardiovascular comorbidities in the individual patient.
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Discontinuation should be considered if signs and symptoms of cerebrovascular adverse events occur.
The recommended starting dose for REXULTT is 0.5 mg once daily on Days 1 to 7.
Titrate to 1 mg once daily on Days 8 through 14, and to 2 mg once daily on Day 15. The recommended target dose
is 2 mg once daily. After at least 14 days at 2 mg once daily, the dose can be increased to the maximum recom-
mended dose of 3 mg daily, if clinically warranted.
The maximum recommended dose is 3 mg daily. To minimize the risk of adverse events, the lowest effective dose
should be used.

D:
The recommended starting dose for REXULTT in the treatment of patients with schizophrenia is 1 mg once daily
on Days 1 to 4.
The recommended target dose range is 2 mg to 4 mg once daily. Titrate to 2 mg once daily on Day 5, then to 4 mg
on Day 8 based on the patient’s clinical response and tolerability. The maximum recommended daily dosage is 4
mg.
Maintenance treatment’ The recommended maintenance dose range is 2 mg/day to 4 mg/day. Periodically reas-
sess to determine the continued need for maintenance treatment and appropriate dosage.
REXULTI can be given with or without food.
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4 - zh 8 | REXULTI is indicated for:

e Adjunctive treatment of major depressive disorder (MDD) in adults

e Treatment of schizophrenia in adults and pediatric patients ages 13 years and older

e Treatment of agitation associated with dementia due to Alzheimer’s disease

Limitations of Use:

REXULTI is not indicated as an as needed (“prn”) treatment for agitation associated with demen-
tia due to Alzheimer’s disease.

M- M Administration Information
Administer REXULTI orally, once daily with or without food

Recommended Dosage for Adjunctive Treatment of Major Depressive Disorder (Adults)
The recommended starting REXULTI dosage for the adjunctive treatment of MDD in adults is
0.5 mg or 1 mg orally once daily. Titrate to 1 mg once daily, then titrate to the target dosage of 2
mg once daily (based on the patient’s clinical response and tolerability, increase the dosage at

e

weekly intervals). The maximum recommended daily dosage is 3 mg. Periodically reassess to
determine the continued need and appropriate dosage for treatment.

Recommended Dosage for Schizophrenia (Adults and Pediatric Patients 13 to 17 Years)
Adults
The recommended starting REXULTI dosage for the treatment of schizophrenia in adults is 1 mg
orally once daily on Days 1 to 4. Titrate to 2 mg once daily on Day 5 through Day 7. On Day 8, the
dosage can be increased to the maximum recommended daily dosage of 4 mg based on clinical
response and tolerability. The recommended target dosage is 2 mg to 4 mg once daily.
Pediatric Patients (13 to 17 years of age)
The recommended starting REXULTI dosage for the treatment of schizophrenia in pediatric pa-
tients 13 to 17 years of age is 0.5 mg orally once daily on Days 1 to 4. On Days 5 through 7, titrate
to 1 mg per day and on Day 8 titrate to 2 mg based on clinical response and tolerability. Weekly
dose increases can be made in 1 mg increments. A recommended target dosage is 2 to 4 mg once
daily. The maximum recommended daily dosage is 4 mg.

Recommended Dosage for Agitation Associated with Dementia Due to Alzheimer’s Disease

The recommended starting REXULTI dosage for the treatment of agitation associated with de-
mentia due to Alzheimer’s disease is 0.5 mg orallyonce daily on Days 1 to 7. Increase the dosage
on Days 8 through 14 to 1 mg once daily, and on Day 15 to 2 mg once daily. The recommended
target dose is 2 mg once daily. The dosage can be increased to the maximum recommended daily
dosage of 3 mg once daily after at least 14 days, based on clinical response and tolerability.

Recommended Dosage in Patients with Hepatic Impairment
The maximum recommended dosage in patients with moderate to severe hepatic impairment
(Child-Pugh score >7) is
2 mg orally once daily in patients with MDD or agitation associated with dementia due to
Alzheimer’s disease, and
3 mg orally once daily in patients with schizophrenia

Recommended Dosage in Patients with Renal Impairment
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The maximum recommended dosage in patients with creatinine clearance CrCl<60 mL/minute
is
2 mg orally once daily in patients with MDD or agitation associated with dementia due to
Alzheimer’s disease and
3 mg orally once daily in patients with schizophrenia
Dosage Modifications for CYP2D6 Poor Metabolizers and for Concomitant Use with CYP Inhibitors
or Inducers
Dosage modifications are recommended in patients who are known cytochrome P450 (CYP) 2D6
poor metabolizers and in patients taking concomitant CYP3A4 inhibitors, CYP2D6 inhibitors, or
strong CYP3A4 inducers (see Table 1). If the concomitant drug is discontinued, adjust the
REXULTT dosage to its original level. If the concomitant CYP3A4 inducer is discontinued, reduce
the REXULTI dosage to the original level over 1 to 2 weeks.
Table 1: Dosage Modifications of REXULTI for CYP2D6 Poor Metabolizers and for Concomitant Use
with CYP3A4 Inhibitors, CYP2D6 Inhibitors, or CYP3A4 Inducers

Factors | Adjusted REXULTI Dosage

CYP2D6 Poor Metabolizers

CYP2D6 poor metabolizers Administer half of the recommended dos-
age.

Known CYP2D6 poor metabolizers taking Administer a quarter of the recommended

strong/moderate CYP3A4 inhibitors dosage.

Patients Taking CYP2D6 Inhibitors and/or CYP3A4 Inhibitors

Strong CYP2D6 inhibitors* Administer half of the recommended dos-
age.

Strong CYP3A4 inhibitors Administer half of the recommended dos-
age.

Strong/moderate CYP2D6 inhibitors with | Administer a quarter of the recommended

strong/moderate CYP3A4 inhibitors dosage.

Patients Taking CYP3A4 Inducers

Strong CYP3A4 inducers Double the recommended dosage over 1 to 2
weeks.

“In the clinical studies examining the use of REXULTI for the adjunctive treatment of MDD,
dosage was not adjusted for strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine). Thus,
CYP considerations, are already factored into general dosing recommendations, and REX-
ULTI may be administered without dosage adjustment in patients with MDD.
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RXULTI is indicated for the treatment of schizophrenia in adults.
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The recommended starting dose for brexpiprazole is 1 mg once daily on days 1 to 4.

The recommended target dose range is 2 mg to 4 mg once daily.

Based on the patient’s clinical response and tolerability, the brexpiprazole dose can be titrated to 2

mg once daily on day 5 through day 7 and then to 4 mg on day 8.

The maximum recommended daily dose is 4 mg.

Switching from other antipsychotics to brexpiprazole
When switching from other antipsychotics to brexpiprazole, gradual cross-titration should be
considered, with gradual discontinuation of the previous treatment while brexpiprazole treat-
ment is initiated.

Switching to other antipsychotics from brexpiprazole
When switching to other antipsychotics from brexpiprazole, no gradual cross-titration is needed.
The new antipsychotic should be initiated in its lowest dose while brexpiprazole is discontinued.
It should be considered that plasma concentration of brexpiprazole will decline gradually and
will be completely washed out in 1 to 2 weeks.

Special populations

FElderly
The safety and efficacy of brexpiprazole in the treatment of schizophrenia in patients aged 65
years and older have not been established. It is not possible to advise on a minimum effec-
tive/safe dose in this population.

Renal impairment
The maximum recommended dose in patients with moderate to severe impaired renal function is
reduced to 3 mg once daily.

Hepatic impairment
The maximum recommended dose in patients with moderate to severe hepatic impairment
(Child-Pugh score > 7) is reduced to 3 mg once daily.

CYP2D6 poor metabolisers
Dosing modifications to half the recommended doses is required for patients with known
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CYP2D6 poor metaboliser status. Further dosing modifications to a quarter of the recommended
dose is required for known CYP2D6 poor metabolisers while taking strong or moderate CYP3A4
inhibitors.
Dose adjustments due to interactions

Dose adjustments should be made in patients taking concomitant strong CYP3A4 inhibi-
tors/inducers or strong CYP2D6 inhibitors. If the CYP3A4 inhibitor/inducers or CYP2D6 inhibi-
tor is withdrawn, the brexpiprazole dose may need to be returned to the dose used before the in-
itiation of the concomitant therapy. In case of adverse reactions despite dose adjustments of
RXULTI, the necessity of concomitant use of RXULTI and CYP2D6 or CYP3A4 inhibitor should
be reassessed.

Table 1: Dose adjustments of RXULTI in patients who are CYP2D6 poor metabolisers and for con-
comitant use with CYP inhibitors

Factors | Adjusted dose

CYP2D6 poor metabolizers

Known CYP2D6 poor metabolisers Administer half of the recommended dose
Known CYP2D6 poor metabolisers taking Administer a quarter of the recommended
strong/moderate CYP3A4 inhibitors dose

Patients taking CYP2D6 inhibitors and/or CYP3A4 inhibitors

Strong CYP2D6 inhibitors Administer half of the recommended dose
Strong CYP3A4 inhibitors Administer half of the recommended dose
Strong/moderate CYP2D6 inhibitors with | Administer a quarter of the recommended
strong/moderate CYP3A4 inhibitors dose

Patients taking strong CYP3A4 inducers

If brexpiprazole is used concomitantly with strong CYP3A4 inducers (e.g. rifampicin), in a patient
stabilised on brexpiprazole it is necessary to titrate the daily dose of brexpiprazole stepwise up to
double the recommended dose over the course of 1 to 2 weeks. Thereafter, if according to the clin-
ical response, further dose adjustments are required, the dose may be increased up to a maximum
of three times the recommended daily dose. Daily dose must not exceed 12 mg when brexpiprazole
is used concomitantly with strong CYP3A4 inducers. Twice daily divided dosing of brexpiprazole is
preferable, as once daily dosing results in high peak to trough fluctuation.

CYP3A4 inducers exert their effect in a time-dependent manner, and may take at least 2 weeks to
reach maximal effect after introduction. Conversely, on discontinuation, CYP3A4 induction may
take at least 2 weeks to decline.

Paediatric population
The safety and efficacy of brexpiprazole in children and adolescents aged less than 18 years have
not been established. No data are available.

Method of administration

Oral use

The film-coated tablets can be taken with or without food.
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Risk Summary
Adequate and well-controlled studies have not been conducted with

REXULTI in pregnant women to inform drug-associated risks. How-
ever, neonates whose mothers are exposed to antipsychotic drugs, like
REXULTI, during the third trimester of pregnancy are at risk for ex-
trapyramidal and/or withdrawal symptoms. In animal reproduction
studies, no teratogenicity was observed with oral administration of
brexpiprazole to pregnant rats and rabbits during organogenesis at
doses up to 73 and 146 times, respectively, of maximum recommended
human dose (MRHD) of 4 mg/day on a mg/m2basis. However, when
pregnant rats were administered brexpiprazole during the period of
organogenesis through lactation, the number of perinatal deaths of
pups was increased at 73 times the MRHD. The background risk of
major birth defects and miscarriage for the indicated population(s) is
unknown. 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

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 whose mothers were
exposed to antipsychotic drugs during the third trimester of preg-
nancy. These symptoms have varied in severity. Some neonates re-
covered within hours or days without specific treatment; others re-
quired prolonged hospitalization. Monitor neonates for extrapyrami-
dal and/or withdrawal symptoms and manage symptoms appropri-
ately.

Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of
brexpiprazole in human milk, the effects of brexpiprazole on the
breastfed infant, or the effects of brexpiprazole on milk production.
Brexpiprazole is present in rat milk. The development and health
benefits of breastfeeding should be considered along with the mother’s
clinical need for REXULTI and any potential adverse effects on the
breastfed infant from REXULTI or from the underlying maternal
condition.
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Pregnancy
There are no or limited amount of data from the use of brexpiprazole

in pregnant women. Studies in animals have shown reproductive tox-
icity. Brexpiprazole is not recommended during pregnancy and in
women of childbearing potential not using contraception.

Neonates exposed to antipsychotics, including brexpiprazole, during
the third trimester of pregnancy are at risk of adverse reactions in-
cluding extrapyramidal and/or withdrawal symptoms that may vary
in severity and duration following delivery. There have been reports of
agitation, hypertonia, hypotonia, tremor, somnolence, respiratory
distress and feeding disorder. Consequently, new-borns should be
monitored carefully.

Breast-feeding
It is unknown whether brexpiprazole/metabolites are excreted in

human milk. Available pharmacodynamic/toxicological data in ani-
mals have shown excretion of brexpiprazole/ metabolites in milk of
rats. A risk to the new-borns/infants cannot be excluded. A decision
must be made whether to discontinue breast-feeding or to discontin-
ue/abstain from brexpiprazole therapy taking into account the benefit
of breast-feeding for the child and the benefit of therapy for the
woman.
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Use in Pregnancy (Category C)

Safe use of REXULTI during pregnancy or lactation has not been es-
tablished. Therefore, use of REXULTI in pregnancy, in nursing
mothers, or in women of childbearing potential requires that the ben-
efits of treatment be weighed against the possible risks to mother and
child.

Neonates exposed to antipsychotic drugs during the third trimester of
pregnancy are at risk of extrapyramidal and/or withdrawal symptoms
following delivery. There have been reports of agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress and feeding dis-
order in these neonates. These complications have varied in severity;
while in some cases symptoms have been self-limited, in other cases
neonates have required intensive care unit support and prolonged
hospitalisation.

The effect of REXULTI on labour and delivery in humans is unknown.
Parturition in rats was not affected by brexpiprazole.

Use in lactation

Brexpiprazole and/or its metabolites was excreted in milk of rats
during lactation, with milk levels about 1-2-fold maternal blood levels.
It is not known whether brexpiprazole or its metabolites are excreted
in human milk. Because of the potential for serious, potentially
long-lived, adverse reactions in nursing infants, a decision should be
made whether to discontinue nursing or to discontinue the drug con-
sidering the risk of drug discontinuation to the mother.

<BE OB >

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 details.
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Schizophrenia
The safety and effectiveness of REXULTI for treatment of schizo-

phrenia have been established in pediatric patients 13 years of age
and older. Use of REXULTI in this population is supported by evi-
dence from adequate and well-controlled studies in adults with
schizophrenia, pharmacokinetic data from adults and pediatric pa-
tients, and safety data in pediatric patients 13 to 17 years of age.
Major Depressive Disorder

Safety and effectiveness of REXULTI for treatment of major depres-
sive disorder have not been established. Antidepressants increased
the risk of suicidal thoughts and behaviors in pediatric patients.
Irritability Associated with Autism Spectrum Disorder

The safety and effectiveness of REXULTI for the treatment of irrita-
bility associated with autism spectrum disorder have not been estab-
lished in pediatric patients. Effectiveness was not demonstrated, in an
8-week, double-blind, placebo-controlled, flexible-dose clinical study
conducted in 119 REXULTI-treated pediatric patients 5 to 17 years of
age with irritability associated with autism spectrum disorder diag-
nosed by the Diagnostic and Statistical Manual of Mental Disorders,
5th Edition [DSM-5] criteria. In this study, somnolence (including
sedation) occurred at a higher rate than reported in other REXULTI
studies evaluating adults and elderly patients (16% in REXUL-
TI-treated pediatric patients versus 5% for placebo). The mean in-
crease in age-and-gender adjusted body weight z-score from baseline
to last visit was 0.3 for REXULTI-treated patients versus 0.1 for pla-
cebo-treated patients. Increases in age-and-gender adjusted body
weight z-score of at least 0.5 SD from baseline was higher in REX-
ULTI-treated patients versus placebo (19% versus 5%).

Of the 119 patients from this study, 95 patients entered the open-label
treatment study and received up to 26 weeks of daily treatment with
brexpiprazole. During the open-label treatment period, 2% of patients
discontinued due to weight increase. In patients previously treated
with REXULTI for 8 weeks, the mean increase in weight from the
open-label study baseline to last visit was 4.5 kg. and 26% of patients
had an increase in age-and-gender-adjusted body weight z-score of at
least 0.5 SD from baseline.
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The safety and efficacy of brexpiprazole in children and adolescents
aged less than 18 years have not been established. No data are
available.
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