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AR O | 75mg (2232) SMLIEA T A SAT )V ;
25°C/60%RH o | SRR 24FR | 2 bRl
BB HDOREL | 75mg (%)

BBHH : PRI, R, I, A

7. F EDEREEE
(MEIEZEMEIL)

AN 3R R C IR L T WD TERAITHY | A EDRLAIFATHRY,

8. AMFHHERE | XAl
9. BAIRDEMAS | (DIEEI0~ N T7 41—

DHERARRE

(2) SO AT FE N AE 15

10. HE R DEMES
NEE;

BRI~ 77 4 —ICdVERERT D,
FHEH A7 2T NI NA D70 (3 um)
B A : 65mmol/LFERE Y & =0 MEMEHK /7 £ =NV /N =F LT IR
(770:230:1)
T H R - SRR BE F T (B E I & - 275nm)

1. A

AL




12 BEAT HATEETED

Ty MY AT B OVZE E MR 6 LA T O ST OB E DIRTEN T & D,

HOIHY SEAE F 3k R
O ; N|_O
R5 YRR [::Ei%]ij\/ﬁi?ﬂle\Tiij\
N
N F
H
|
0 v E
JREERLE TR
T001624 S S . N I P
8
N F
e
O O
N
N @
N N<
O F
13 AEEIENDER | #4170
BHRICHETH1ER
14. ZDfth BAISAA




V. BEICET HIEHE

1. 2EERIFZR

0

2. BERUVHE

W AT ALY R L LT LEI25me A 23 [ e TR A RN 5975, 723, ¥llE
B325mgl L, Z D% SERICIDE T 523, A& IX50mgZ 8 2 7228,

7. RERUVAZICEETHIE

7.0 AFNL, GBI MRS EF-3 57280 BER DRI 5-3 0 [# 1% LA
ZHHEONLHEE ZDNDIEND, YIAF5-1% 38 [ 1 Bk i 2 0F 475
IREEIRIRIREEATOZ L, £ HEZIERIZ OV TH MBS U TR A STk
OOz Z BT DL,
Ik WERPBERGEIE, Ve EbFE— R TARB U LR G LRI, RRE
LCl12.5mg¥ >, A& DIERE T BIRE LR OEEIEET 528, [8.1, 14.2.4
Z M

3. ERPRRLAE

(DERERT —H/\wir—2

phase x4 I A ot s
BN TN A0 YA B — LB B Al [ AR B -
o1 AH EPNEISIIPN O | EyEhreiliz
(524151 (A )
e | AN AR Wi 5 E BN R
HUY () O 1 O | (mwbamats)
o SN EL N T Wil 5 A A
B e O | O | Gmsibasats)
o SE B R T 5 E BN R
B | 6 O | O | Gustraskstsn)
B R 5B E AR
L/ | ogp) O 1 O | (mwEamats)
. SN B S R 5B e AR
I (g6 O | O | Glsiemskatsn)
o B A ST VA H— B oIS
R | () gsfs) © 10 MR (ENERIR )
o A A GBI
SR gg}j;ﬁé%ﬁﬁ% o | o VBB D0 B Tk GEHE B
a8 (N EGER S5R)
o eI T — Rk I T B PO
BT | 43945) O 1 O | O | stmOmsrrskatsn)
o IE B R AR WA X7
AU | (6aois) O | O | O e immskatm
o SN A R R 5 R0
R 79501) O 1 O | O | Gmstmmmamn

BB BT EID (S )‘ DIV IR A B G ST Bk
A AR R T

(2) BRERH R
WA T B 198611 % X U EN TRIMELIZY AT — LRI T DI E RIS
PERRBRIZ UV T AR ULV A/ S — L% 2418 IR 42 5 L T2 L & D i AR L2 45
FHPANSSHRAAT DR—=AFA L ipLDZALRIL, RITR T LBV GRS FIER
DWWV 2RI, iz, COISGE R M350 ) D MR AL | UL EOSGEERORITRT
LB ThHHT,
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3. BRIRFLAR (D)

ARFIHE (n=147)

Y2 — )LogERE (n=51)

N 25.37.5.50mg/ 2 i D 2.4.6mg/ H®
#GI7ik WA T 5 PR WA 5 68 1 1
PANSSHA 2= 7 D25k -6.7+1.31 —6.4+2.22
B HRENZEKL O O A am
95% [ X [ 0.3(-5.35~4.82)
CGlek 3T o 0
(TR b ) 53.7% (79/147) 45.1% (23/51)

/) TR AR RS

<&E SECBT D T E GG >0
Fe B JSHRIE BB 3T0H &6 B ARHI UL 7 T R TS AI G- LD 120 'S
R HEGRBRIC B W T SR I C B 1T APANSSHR AT T DR — 2T A L HDZEAL,
B (/b Z 3P 1, 7T R ERFIRE: 2.6 (h=92) 2% L, AHKI25meht: 6.2
(n=93) . 50mgh*:-8.5(n=98) K 75mghf:~7.4(n=87) THH, KHFIFETH Bk
ENFRD LI (p<0.01, Dunnett® L EHLLHR) , 7253, $EARS KRB ED A FH
SOFRBRIL, 7T R ERAIRET18.4%. 25mght T14.1%. 50mghfC26.2%. 75mg
FET31.0% THo7-,
1) RANOHFA FFE R LTRGBS TOBHER O &, TlE . BRIV AAY R LT E
25mg7 238 [FIRR CREEB A AN EE 5975, 7035, FIRIEIX25mgl L, 2Dtk FERIC I B3
D3, 1EEII50mea B 2 72k, | TThd,
(3)BRPRE IR ER : D AMEHER
1) Hilal 3 53R
VARG — VOB TIRRE T (VASRYR L OHERFH 232, 4X36mg/ H) OFEA KFIE
B 13BIE R G ARFI25, 50 % ONT5mgZ B B [EI 5 A N B 5 L7, #BRIZ, 25mg
BEDS241, 50mgHE A, THmgEE N THI O ATHER] Ll |2 L0 FEhaS A7, ARAFIHEE S
BOBEMMPICERODNI-AFEGIL, 280 (12/134]) Thol=nd, EELAE
FEUTIBI 4 (i KR BIMR7R L) OB ThH-oTo, Fio, BR RS CIIMAREIC
2D DOEEDFEROHIN, BEE LR E A2 D IER T2 o T2,
1) AT D5 B R FE N6 L CRRS TS I OV B Ll S IZY AU R L LT L]
25mg7- 238 B CREED AR B 375, 7235, FIEIRIE25mel L, Z 0%, FEMRIC K058 S
D08, AR I50mgE B2 7202k, | THD,

2) g # 5 3ERY

e IS FRE B 281 2 R 51T, A A25mg, 37.5mg X IE50mg# 23 [ [ T 6= &
WNE G L7zl 21RO EFHRIROONTN, BELAEFZORBRIT
BRI T2, R FE ~ 25 FE O §fE RSN IE IR 36 B FRD HNIZH DD Wi
I DB G- IE NS BELR DD TR D -T2, £i-. AEERORBLAK O &
DRI GD 72 BAGRITFR D A2 o 7o, TESHRAL SO 2 BR D TARFNC R 2 72
BERER I AFNORE RGN LBV KREREEL 52500 )RR ISR
Iphaolz, M7 a7 0 F N7 E B AR R A 0O S8 8 B TS =3 BR b
FRICIEE 2 D0 DT 2Tz, ZHOFER LI | AHKI25mg, 37.5mg XiX50mgZ 218
B Colal S A8 5 5 LT BE O AR D RS LT,

(4) BREHB: AR RIS RRABR
AR L




ERER BAE (D DF)

(5) BREEAIEAER

1) BAE AL 1T RE RICHER

M E R
2) LB R ER

YRNT —)LURICH I SIS MRS

IR A

FEERR, TR AL, SRR QA THER iR

PSS

FB KA

ERARERIETE

[l S A28 H i, UARUR A Tomg/ H LLF OF UG R 200 FvE - &
PEEETICRAL TOAHEE . PANSSHA AT 7 236084 120400 B

7pBRAN ETE

ME RFRELSN ORI B e f T 58E 5

BRI 5

AT 238 [ CHE SR E OB i (ET:@E)(D% (Z12[E % 545, #)lH]
B 5 E%25mel L, HEMR TS L-HA1E12. 5mg$ﬂ’€ﬁ.—;50mgi’(i§
BT 5, #EE, [ 03&“5%%9&@%)2@%L&5LM& 419, 18 LA
BRI 5RO I Th7eu,
YRRE— )VOBERE  BITRFEE (FURBHIR ) O v a7 NI T, B
ANNE — )L BEIZOI 2 D, %Dlﬁl#iffg%zmg/ HEL, LH2ENZ /T TR O
BH5T5, MERTEICHEY LSS 2mg$ﬂfﬁim6mg/ﬁifﬁﬂiﬁ‘
By 18 LRI I G- B4 :tmbf;b\
[%%iﬁﬁ]BPRS%@X:JTﬁ*\“—X?%‘/(05@&1#)ktlﬁﬁb\ IARA L RLL - HS
1/71 Bl IBREA M E T4, 72720, BWERH O R BN THREND A%
(A%TE W A AN R AN ﬁ&#IJLﬁTZ)fE'/\ L ZORY T,
z!i%ﬂﬁi%éﬁ S - 243 [ (25~ 50mg D #GFH T2 fEIFE T 5-) | Bl 631
M. &5t 303 M
UX/\"éf—/WﬁﬁEﬁ%%, (2438 ] (2~6mg/ B O PHTL B 21245 1 T
5 B AR, AF 25 M
PO R ST O AR IR S LT,

EEC-E (iIE

PANSSHR A=Y

R R

PANSS FAZEFAf R E AT T (PEFEIR R E AT | EVEER R E AT B
SRR BN B 227) f ONBPRS A= T
CGI-C

HE

ARENFELY ARE — )VOGERE D SRR IZ 81T HPANSSIR A T O X — 25
AVIEDOEALREIZOWT, B HEZE T, X—RAT A DPANSSHRART %
LB LSO T MCID R H U B8 (/) R Tl + 12
YEFRFE) |3, AFIRE-6.7+1.31, UASHE — LeFERE-6.4+2.22Th -7, 5
FER 22 (RAIBE — VAT — LoGERE) e O D95% 5 HIX 13-0.3[-5.35~
4.82]THY FHEX MO _ERRIZIELPEDR B E L CRERFHRIRFIZER E LT
7% Falo7,

it

TRCOFEFZORIVEIGIT, RAIREI3.2% (137/14761) | YARF — 10
BERE96.1% (49/5141) THY, BB AIXHEE CIRIERRE ThoT, £z,
B0 S E SNV FHRFROFBLIEI S 1, AAIFET8.9% (116/147H41) |
YRRE— LV BERETA.5% (38/5141]) THY | ikt CIRIEFFLE ThoTz,
WT IR DEETE% UL ERBLLIZA FEHRERDIG | KA YA — /L0
FEREIC BT D ERFEL (WTNNDOEETI0%LL ) oRHENEIL, h 7o
TF U BEINH32.0% (47/14761) K T49.0% (25/51641) . RNHRAEA36.1%
(53/14761) K U35.3% (18/5141) . SEHHEAZE1316.3% (24/14741) K& U25.5%
(13/5141) . REHIINA312.9% (19/14741) } O8N11.8% (6/5141) . fHFEAS
10.2% (15/147641) J ON3.7% (7/51451)) | FERIEIR2310.2% (15/14741) kY
9.8% (5/5141) . LA R Z VR REEMA10.2% (15/14741) & T5.9% (3/51
B)) TH-o77,

11
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3. BRIRFLAR (D)

<BEMHNT—2 >

TR B TR R

ABRT A

CEER, BOERL, SRR IERE A THER iR

PSES

W A ARAE R

EEvASGN S

A IIELZIW S, PANSSIR AT T DR_R—AF AL AED60LL F | 12084 F
DB

Frrbroh e

A RAIE A O IIR B2 AT D 8E
PR AR IR FRIE (R 23R IR, §1D D 3K, VAU RN LIS O hioks
PR 2 FEfL TODEE F

AR T 15

A (1) : F 5 b OB R 382 Hr ik L, 4 B B 0 VAU R S5
2mg/ H ., Z=D1%3 HEiXdme/ HZW I b1 H1EE 535,

CE SR (1208) : AKI25mg, 50mg, 75mg X7 T EREFFIOWT A
238 MR CeRIE I NN B G- (A A8 H) T %, RS A% 5- B AR £ 338
I, BHEZNZIRE OV ARY R BE2mg, 4mg, 6mg/ H X377 2R EEZ B
595,

TRERSE LIS O HURS AR ST A D O U AR SIS o e,
192,

TR E

PANSS#a A= 7

BIGEHREE H

CGI-C, CGI-S

Ak

TSR OPANSSHR AT T DAR— AT A LIS DN 25 4 CE)fil = SE., LL
TREE) IZ, TR ERFIRE 2.5 1.73 ThHo7=DITk LT, AFI25mghf
~6.1+2.08, 50mght:-8.7+1.55 % (N75mght:—5.6 = 1.88L W T HREIC
BWTHLAIT O RO T, B G-E, IRER Y EMZ K 1, PANSSH A=
T DOR—=AFTAANEE B B LT I BT BT WS XD/ AT
R U728 5 AFIOWF o G REICB W TS 7 IR IS FIREISH L TR
HFEENCE B %< LT (25mghf: p=0.002, 50mghf:p<0.001, 75mghf:p<
0.001, Dunnettf &) .

A RFRIEBE ICBI DT X TCOFEFZORBLEIGIL, 770 5 AR
82.7% (81/98%1) . AFI25mgT79.8% (79/99%41)) . 50mgiE83.5% (86/10344)
KON T5mghE82.0% (82/10041) THY ., W& 5 HEL [RIFRE THh-7-,

A RIIERF B D ELAEFLRT, BEEICOHEINDIFLRTRIR
I WORR, AR RE S . R THY | WO K OV i P I 5 0 38 BLE &
WL, AFI DK Pe 51 (25meht: TN 13.1%[13/99%1] K& 0810.1%[10/99
BT, 50meht: W Ih8.7%[9/10361], 75mghf: £ 4115.0%[15/1004)]
K R9.0%[9/10061 ) It L 7B R iR AIBE (2 022.4%[22/98151 ]
TN3.3%[13/98f1]) TR FEIN 2T, RAFETIE, BHHMICHEBLEIGO—
TEDH NI IABNIRD T,

1) ARFNOHEA RFVEI L CTRRRSN TS HE R ORI B ATV ARYR L L TLRI25mgE2
TR TR AN 595, 725, HIRlEIE25mel L, Z D% MEIRIC K E T 525, 1nl &
50mgZ AR RN L, I THD,

1) £ MU AU RAE O A JSFEL SR U COERREN TODE R O EIZTVARYR LU TLH 2me k0 bk
DR AR5, EFFRELL ClRE2~6mgZ 1 H 2N/ TR AHG-LERIC 08 T 5, 15
L. 1A &I 12mga 2 272028, | THD,




3. BRIRFLAR (D)

<BEMHNT—2 >

BAYRANYRVEFICH T HIES R

R T YA

CHEEMR, BEML, X TNE I ShtiaIER WATHER PR

PSES

W A RE R

EEvASGER S s

MARRIELZBSh, A7) —= 7 BT APANSSHR A 7 /136504 LT,
B O A2 O ARE T RT4E B OFER N L EL TV (G2 MERFET
®Clinical Global Impression Scale (CGI-S) Z{b231 LA F Tdho7-)

Frbroh e

SAZ)— = WA A DNICZ e B 5 a2 i

DRRES IR IR (R 2B 38 AR 510 D3 VARV LIS OfkE
FRITHR) 2 T2 L TODBHE

A RIPEUN ORI EEA T OBE F

HOAHA (8I) (FEEM FCTRAOVAAYRNBUAIZT H 1R 595 (BAG &
2.4, 6mg/ H), &5 OHUREHEEE K OB ) oV ESh 3358 BE 44238 [
WML, BB TR R, VARUR U HAIE L5, A B AA4
HETIE, BOVARYRCRE O B EFHE 2720, B2, 4, 6mg/ H D
WO B LT, AT A4 R VAU R RS O H &
Z[EHET D,

ARG | LR O2o0F% G I71EICT 4 KZEIT 5, $ A YARYR U HRIE S3ARF O
HEIL, A O &I SSRET D,
ARFIEE  AAN25mg, 50mg X% 75mg% 21 FEllE M N7 7 bR gz B #5375,
7720, ZH BRI A3 S A Bk H R ORE O Y AR HA|
ZLHIRIE G L, 77 B-REETE G- L,
B OVANYRUFIRE 7T 2R R 2208 R & O O VAU RS
2mg. 4mg X |E6mg#A 1 A 1[EhE A #5425,
THRIMEE | PANSSHa A2 T

BIEP A

CGI=S

Ak

4
hE

TS E MR OPANSSHR AT T DAR—RT A LSO AV & CESJE = SE, AT
FIEE) 1. AV ARYR U BHIBETIE-6.0+0.65THY ., AFIBETIE
-5.150.71Cdho7-, F&EIIFEFOPANSSKA AT T DR— AT A LI ED AL,
FIZBWT, 2D/ T E DO RER 72 K OR95 % (B X M L TR, EFR]
130.9[-0.90, 2.781 Ch o7, 5% IEFHXIE D ER2.781%, FIR[FRI%R 6%
A T2 EDE | AFIREORE O VALY R REIRE 69 IS PEDNRFEES U
77

TRTCOFEFGOFBAEIGIL, B OVALYRRUAIRET58.9% (189/321
1) . ARFIFET61.1% (195/31941) Ll FECRIFRE TH-oT-,

LA OV ANEIZ B 3 DR (SR IE R O R BRI A QT cMMEDZE
b, &7 a7 F Az G Te) OFFFT G ARFILE G702 4 K OV
WTaT 7 ANEGTDHIEN RS, AEREZONELINETITRAVAAN
VR TSN TWDERLFRRETH- T,

1) ARFNOHEA IFVEN R RGBS TS AE R O IRl | ATV ARV R ELTLEI25mgE2
A FIRE TR AN B 5975, 7288, PlEl &I 26mgl L, Dtk RIS LY BT 528, LE S
50mgZ AR RN L, | THD,

) B O VARYR BRI OREA FTPEI S U ORRESN TS AE L ORI VAR LT H2mg k0 iR
DR 2 BT, MEFFRLL ClRE2~6mgZ 1 H 2N/ TR A #5-LER IS 08 T 5, 15
L. 1H &I 12mgh 227228, | ThD,

13
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3. ERIRFLAR (D)

) REMEHRRY

YRNE— )L RIS T HIESMRABR, LD RER 5 HER

ERT YA | Shiax LR, FEE R

SES W A ARAE R

\ | VAT BT B I A PRI C L ARTECEID T B0, Ao
J RNk
L s

BIARZES PRI BV TR BB OHED B L IRBRIE L O BE LS T
TR EE | ECERVEERA FEFRPREIL TODE, IR Y R HERE L LT
A ST LB

wilal & 5 f i, B IARIEL TERER DR A& GRF LR — D& 58, #llalk
G DIREIE, BB OEIRITIE U TR G- RO BA 175, HEid, 12.5mg AL
TS 0mgE TH R A[REL L., [Al— OG- EE /D 7edEb2bl Ll B 5 L=tk
W79, TRERIE, TRBRTH 2 BRI AS A B8 I L7235 A A T, B 248 [
AER G | GEIMRIES MERBR 24 24 e ,

EAn R Ui E SR Ui AR DN = R =3 il e € £ a3 el B e bl
L., B IR R S AL L TRBR R RSt e 215 T L B LT
Lraid, AT Z AT REE 9528, SR EIE ST L 7= 85 A 13 P 1k
T5ZEELTE,

FHlZEE | PANSSiS A=, CGI-C, A E HFREOL 2Rl A

st | PANSSHEAZ T B KO REFE R A8 ] 2 E L TR b — L ENHTEDR
M e,
TRTOFEFELORREEEIL, 97.6% (81/83#1) Th-o7-, £i=. BIVEM (B8
HEDH) SHESN A E TG OFBLEIA1T, 84.3% (70/83f1) TH-7-,
BIRTORBEIG10% L EOHEHGIENHTAL48.2% (40/83F41) | AR
JEA3.4% (36/8341) . L7 w5 7 F L N128.9% (24/83441) . (REHIN20.5%
(17/83451) , 77 =2 T/ NT AT 27— B HENN15.7% (13/834) | ifn 7L
] T F VAR ARE S —BHINN15.7% (13/834) | {HF414.5% (12/834) . k446
ES LIS 13.3% (11/8341) . 1 R Z VU RH#IN12.0% (10/8341) . [ MLEk%K
HEIN12.0% (10/83f1)) . EXEDRIEL2.0% (10/834]) . v —Z AL ETL A
7 =7 —HIN10.8% (9/83f) | BEIF10.8% (9/8341) | M7 10.8% (9/8341)
ThH-o7,
K phfE S B9 B A ERELHI TN RE S, WL BT,
AR EE I EIT S E ThH- T,
FEE I A ERFRORBEGIZEMARO LT ZetErfRsi
77

4) BE - FEERIEERY - 10

<BHZ: T —H>

FRAMEE AL Lo B - R RERIEBR T S E L T 72,

2B RO VARYR AT, 103410 @& g CEYEET LR LFTIETT
B, E RFEAEREE2661) 25t 5L LTI T o7, #& N UASRUR KO L5 % 5 f
122.4+1.3mg/ H ., FHHREGHFIX72.5+£23.5H THY, @R A LE~MEAETH
STz, FEYANRYRAEI e G IR, B AR AR R R A B A #3728
<ESRS (SRS FEAERFEAM ) A= 7 13 Lz,

E7o, WA RTIE R 61561, HiE AT R A L1OBNIAAI25, 50313 75mg
Z 208 [ I CHOM B 5 A N 42 5L, RIIAOZ e Ve K OB A PR L7 RER 10
IZBWT, ElnE TR BT D% M K ORAENEIT I m e & (18~647%) LIFIER T

ot

1) AFNDOE N THERBS I CODEIHE TN R T A R RIE | DA ThD,

) ARAFNOHEE RFVIEIZ XL ORFREN TS HE R O &I LB AZIEV AR R 2L LA
25mg% 230 M kd CRE AT AN 535, 728, PllElEIF25med L, Z D% RIS L0 BT
DM, 1A &EII50mgZE 2 722k, | TThD,

1) EIRSUCET DAFNO FiiE ~O 5B 2R, 9.8 milE AFlZEimE Ic& b L
LEO M PR EIIIEE I OFFHN TH 7208, — BRI E S TIHAERSREME FLTWAZEN
%<, BWERARD LN NIENS, BEDIERZ OB UEERICE 54528, I THD,




3. BRIRFLAR (D)

(6) BERIER

D EABERE - EEARERE FHAE) - RiERTERERRAR (T IREZERKAR)
(BEFERBERE (BEERTH))

EEEA=EEN) FEEME A BGERAEELL T, VASRE —)La A% © fiiE i 25mg,
[ 37.5me, [FIASTE 50mg O H# RO £ TIC
BUIFOEEM R ML R THIE
ey vl 2009 4£ 6 H~ 2011 4£ 12 H
BlE2 R e 1 AR
HEEFIE | 1,000 4
INERIEGIEL | 1,125
T Ex % 226 fifig%
it LA > FE A VERRAT RS2 1,119 Bl IBWT, BIVEF OFBUE
BIEIG1E 21.9% (245/1,119 f5l) Thotz, HAHEEHEOH
EREROFBBE G, #EARSNEIER 9.2% (103/1,119 f) . 1fL
h a7 7F AEHEN 8.3% (93/1,119 #1l) . HEMESEMERE 0.2%
(2/1,119 B)) | L BEMEEE N 1.2% (13/1,119 #i) AAREHEMN 3.1%
(35/1,119 f3i]) . Cafikf 35 (ZBAE 9594 1.0% (11/1,119 fi) .
HESERAL SO 1.3% (14/1,119 B1]) . £ 0.4% (4/1,119 f51])
Th-ol-,
B > A IPERRAT 652 925 BIlICRU T, RS (g
k) DL EOBREFEOREG KO [H¥EEWE] D EoBEDOE
AlIXENZE I 66.8% (618/925 #) KT 38.2% (353/925 #i])
Thol-,
MAARUEE L, N—ATA (FGHIARE) LR L CERRIEIRDZE
(LY E RIS IR A RIS, T, TSRS, T8
BEoka) . TARZE), TSR L), TRl TR k) o 7 Bef
CREiS I,

)RBEHELTERFTENDHNER (EEHBLI-HBROME
1SR

15
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VI. EMERICEH I HIEH

1. SR ZBEE

TFu7x )b EY (N R— )L T a bR R — LA

HHILEYRIE T )FTOVREY (TurTawdy LARAT UL
it &YEE ARV EY (T T IR YT TR )
NRURTIRREED (ANVEVR, 2T FTVRE)
FEETHURS ISR e 7o F T %)
2. EB{ER (1) ERERL- fE R 12

ATENFEBN NP RAL PRI FE8R (in vivo, in vitro) DFEFRED, FEL TR/ SV D2%
FRFEGER K Ot a b= 5-HToZ RS HUE NS iR 2 oIz
FobnlEZHND,

(2) BN FEZE T BAERRIE

D) PR 7SR
RSV Do RIRTETERZA L, 7y hTT o7 2430 LT RENLT 202507
FESNDHBE O AATEN S O TEVE (LA BRI H TSI L7,

VERZ 4 5EDso (mg/kg, K2 F)

ST

FHERTH H YARYR NaEARYR— L
TL T2 AN LD 0.056 0.016
TIRENT 4 ANZL DN BTE - [T 0.15 0.016

NFiEah=fERW
Tub=U5-HTZ A METUEMZ AL, YT A R UARDY AL FE
SNDIRIR HIRVEEN T O TEV A LA HI L7,

VERZINHI4DEDs (mg/kg, K T)
BRI A YA Yyt
N7 Z AT I HiE R PR e A 0.014 0.037
AATIVAZ LD /INAN T T2 5 R ) 0.019 0.085

kUYL GRIEEr b= 5-HTAE LK
3) WAL T —FEAE I~
TN TCOIZV T —FERERIZ, e XY=L 0550, F72, Ty O i — k%
F (RFEHT) TOR NI DS FRITK T DfE G B FPEIL, SERIMERIE IR & D BEE A3
ENEESN TODIREAR TOBFMPEIDE W, LAY R — LTI BT
DREABRED T D E,

o
o
(2]
Fo—
—
(2]
Do

25 3 35 4 gp,
3.02 (mg/kg, KT)

WAL T — AR (A) VARV

e —L (10,13
0 0.1 0.2 EDso
TRENT LNZED YRAY R 015 me/ks, BT)
A TENMEIERY (B)
~aYR— L [£0.016
0 10 20
T H Ty — U 2 90.1
e DSV r
8.1

NEARYR—L

(3) VE FA R ER B Tl - S o B 8 1)
A F2.5mg/ kgZ A SKIZ HLEI A N $ 5L, AN OSEFRAE A 338 BL 9 DIRF[R &2 D FF
FERFEIZ DWW T, TRV ERICEDIRM R 2SI E R 2R e U TRt LT, &
DOFEF, TARENERIZLDNE ST D EFHGE A 72 B 23, AREIEE5-20 B 5z D8
X, ZOMEIERIZ eSS AL R LT,




VIL EWEREICEETHIER

A&

1. MAREDHR -

(1) BRELEEAMPERED. 8. 10,1017
<BE WHT—X>
Wi A4 55 TILAE il PR 308k (RIS-USA-12138Bk% . RIS-INT- 61%&%)&0“%%@&5%&%
(RIS INT-57350) (2B T, T _XTOIAE T (NFE, Fln, R, Fikel) 25 &
Z. HEpEhRE LA DO BIRIC OWCOfENT 2 Sl LT-, & OfE5H, s
EJa/\( ANRYR 4 9-ERaF VY ARYR ) LA PRl B (PANSSHR A=
T DR—=RTA L HOEAE) EORNZED 28 7] A B BILRILFRD Sz
STz, AR, B OB KDY AU R DI H i FE &R bR o 2 2h S AR BAVED
FADHILTUNRN,
) ARFNOFEA KFRIEICH U TRRBEIN TS AE L O EIXGEE | RAZIZIARYR L TLE
25mgA 28 HIRE CREL B 535, 2035, HIEIEIZ25mgl L, Z D%, FERIC LY il T HIR T
B8, LA B E50mga 2 A2k, | Th 5,
(2) &= MR E R E R
<BE WHNT—X>
A R FAE B (25mg: 1441, 50mg: 26451) [ ZASHI & L [E B Al A N ¢ - LTz & & |
I P PE R Sy (VAR +9-ER B S UARYRY) JREEIT, 4~618 Tl g
BT,
(3) ERIREAER CHERRE SN iR E
1) Hifmlfe 53R e)
<BE WEHT—H >
BB AR B (AR 2 B R R A A N ¢ - L T & & oD i A SRR 2 1 3L Aied C
ﬁb\i;;%fﬁfz’%’%u?&i@?a%‘é%w_(7&éM’A)?& B H#%3~4 T EH L, 4~6T
Coaxl CRIZFELTZ (AA Vo B—7) , ZO%, 5 THLENGIK T L, KISHEZICITE &
TFRRA L2 DHERS Z R LTz,
MARREREICHEFHARNBZRELI-LEOMBEFEREEHTR

(ng/mL)
60 -
—0— 25mghE (n=12~14)
50 - —a— 50mghf (n=24~26)
JfII 40 1
A
i
SHR 30 A
)
b
20 4
10 A

0= T T T T T T T T —0
0 7 14 21 28 35 42 49 56 6 3 (H)
btk
YA + R E (R 7

ko JEMER Sy (UARURY +9-ER 3L Y ZRY R )
ASHI B B4 55 0O B (A R ZE B 1 235 1 K 59 0D Conan e RAUC T24~48% (ZEBR D) ThhoT=, £z, AHl
DT 07 7 ANDS TRITEIROW AR EHER (T 7 2 A M1 H— IO B E X T A A v —7
%O EF) R RERBRD I,
REACRYARY R L FRBD-ER e L VARYR Y OSURUR) SRR EOKBEHEZ /52 &
26, RANOFYBHRECDOUNTIE, WA AR LI NEMER | L TRdT Sz,
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1. M REDHR-
BIE % (DDFE)

HEKFERE CEOFRARNKZSLIZEEZD
FEERS (JARYRY+9-EROFVYRRYRY) DEYFNEE/ NS A—4

FEWENRE /T A— 4 25mghf (n=14) 50mgff (n=26)
Cues (ng/mL) 16.147.12 39.8415.7
tmax (day) 34.7+4.0 32.8+7.1
AUC - (ng+hr/mL) 56442513 11978+4469
AUC (ng+hr/mL) 57662485 11654+4129°
tue (hr) 130.81+118.57 95.12+75.74°
a:n=25 T AR R A

728, BARNOHAKTVERE 2RI RLLUT-HKMEREOMF (25mg: 26, 50mg: 4
B) TH ., [FREOHE R TH-72,
2) RAE# 5-7BrY

H AR N D& I FRIE BF AR AN Z BB A NN 5- (25, 37.531350mg% 21 [#]
F COMmEI, FIETHE 514 330 f] XA O A O PUB MR 32 O & 5) Uiz o g s
PERL ST (VARYRY +9-ERBF L URARYR ) BE X, WT o5 &IZB 0D THE)
[ 5-#% 618 (FG-4m] B ) IZEFIRRBIZEL-, & A EBEREOE FIRREIZB T IR
57D Cumax, AUC (10w—12w) }2 O\Css av® H EIZKIL TF v b, BT AT IS0 F &40
B AR L 7oA 5. AF25~50mgd F BE&LPHIC R\ C AR BN RO b,

MELREBEICREGARNKE 2BRRTORE) LizcE D mEPEYREHER

(ng/rf(g— —o— 25mghf (n=7~8)
—a— 37.5mght (n=9)
90 ~ —.— 50mgﬁ¥- (H:8’\’9)
80 1
i 70

0% 4 28 42 5 70 84 98 112 126(H)
AT ) ) ) T T

BIEIEE 4%
s AEPERRSY (AAYRY 4 9-EREF Y 2R ST + R 2

AH e 5 B CIEL 2 5 3B D A P 5 PRI 8 1) AR AU A R
SIS 1RSI IER BER R 5 ST Bl Dt CRHILTE,

IR AU R L RBI-CR %2 ) XY RSB DI R & A BLn, KA 5
DB CHL, MR BRI (VMR | L TSI,

HMELAERE CREFRANKRS (2ERRETeE) LIzEED
EEIREEIZBTDFEERED (VURARYRD +9-EROFIYRRYRY) DEYENEE/ ST A—4

BN EE 5 A— X 25mghf (n=8) 37.5mghf (n=9) 50mghf (n=9)
Cua (ng/mL.) 22.47+7.47 34.15+11.68 43.58=+15.37
tow (day) 9.45+4.76 6.59+4.31 9.41+4.46
AUC - (ng+hr/mL) 5898.19--2010.51 | 9104.88--3169.44 [10673.61=3698.31
Cu (ng/mL) 17.60+5.96 27.21+9.40 31.87+11.11
tue (hr) 94.34+25.97 99.33440.37 95.8536.87
tma s e AR G- A O] & L CRHH LT, S AR AER 7

AUC - : & §5¢ 5% 2308 [H] D 1 B i i e ] T AT 1 o
Cov s I M F-5-15% 20 ) 00 Y 85 ot 4 e




1. M REDHR-
BIE % (DDFE)

3) R 10
<BEB WgHNT —H >
AHFN O FEH P GRBRFCL mln R (655% LA E) 1231 D iE IS A Sy (VA
NRYRY+9-ERaX T URRYRY) R 2 I & B (65 AT ) &bl U7/ R &
i o i R 1T IR R R R O M A R R O FE NI o T2,
LONL7Ze 30, @i T, — A FHRE . BRSO T RO LI, BIfER A
HobLNRLTRDIENEZ LD,

AE|DRAEZE50mgl L TRIBIELIzESOMIBHEYEE D FHICR T 58K

(ng/mL)
1000 5
L}
o
1 ° o o °
° o® o ° o ° o
% 1004 8,08 580 §of ° ’e 880 "oy 2% 8 °8eg o )
[ﬁl E 0393 g o8 : o% H § H 8% !3 ° 503 : §o o §
oo : A1 | IR R B
G| TR
] K ] e'e°°iae§° o 7 Teel
°§,00 8- 882 ] ° 37e % 38 °°
% 10 REESRRH I LN RE .
{% ] °g°°3°°°32°os°°20°8330°°
i~ g o [ o o R
o
o
1 T T T T T T T 1
10 20 30 40 50 60 70 80 90 (%)

sk TEMERY (VARUR Y +9-bRad L YARYR V)
4) FFRSRERR 2 B I BT A 3R B re L)
<BEZ RKROfh W —%>
FFRRE R 25 B3 SRR B SR VAR R 3R I mgZ B[R 5-L7- & 0 3Ky HE)
X, LT Ch-oT,

FFREEE B EICE T2 EYHE/NFA—4

s Cos AUCoeo e
(hr) (ng/mL) (ng*hr/mL) (hr)
_ 4.0
i e B (n=8) 1 8.16 359
11.6 (B#H
AT (B
R (n=8) 1 5.33 235 29
JFHRERRE B3 (n=8) 6.5 2.36% 88.2 17.9
FRE
Rk A (n=8) 3 4.26 98.7 165

FYLfE sk :p<0.05 Mann-Whitney®DURRE , vs fEEFERL A

5) B RE S 2E HE IS BT DR BN RE L)
<BZ: RGN —5>
R AVARYR U HFNImgZ HlalRk N # 5 Lz e & IGMERSy (VARURY +9-BR
SNANYRY) OB REI T, R AL €, HE B ERERE (VLT F =
PIVT T A:30~60ml/min/1.73m?) | EEBERERERE VLT F= 07T
2:10~29mL./min/1.73m?) LAEFEEE AR QY ARY R BIK ImgA B A 5L 7- X
DOIEWEREIL, LT Thotz,
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1. iR RE DTS - BRI E BB (T H 1 EEME S A—4

BIEE (DDF) e Cos AUC.. ts
(hr) (ng/mlL.) (ng+hr/mL) (hr)
e R R " - PP R
(HBE ) (ne) 2.1+1.6 13.8+4.9 367250 25.3+4.7
B REREE R N N A 1pgk g
() () 1.9+0.9 13.0£4.9 360168 29.0%4.5
fEFER A (n=8) 2.1+0.6 8.76+2.28 136+37 18.7+4.3
S R R =
* 1p <0.05, %% :p <0.01, %%k :p <0.001
Mann-Whitney DU #7E  FEEE A LD Hriis
(4)hEE
M E Rl

G)BE-HtAEDEE
VIl 7. #HEAEH ) 25,

(6)BER (RE2L—23V) @BHTICKYHIBBL - EMA RN EEEHERD
RS R IR BER TR DI B A VO CTHRRMT DRSS . ARFN O H &N LB L7 D%
B E TR O LIRS T2, LU, Y% AR R BR CIIFEER F B L O
HSREE B 1T AN TR -T2 280D ZHHDBETITR O ANCE
O EBE T XETHD,

2. YR E R (DA IS—FAVRETIL
INGA—A AR
(2) RN EE TE
BAN-v YN

@)YNAFTARALSE) T4

<BE W T —H >

B OVARYR AR EARFN DO NA AT RATEVT 4% T 57280 RO VARYR Y
BUHINS AR F DU Z 5 5 (R AV AU R #8HI2 X ddmg/ A %14 A B E R
M 5-4% . ARHK125 X 1X50mg7%- 23 [#]m C5 1 S A= R i I N B 5 1~ 3T IX IRl &
R OVANYR B 2k L, 4~5EITZ N2 RIS E) (Tl S H) 2 R &%
HULTI2EE2DOEFIRRBIZBITHIEMER Y (VARIRY +9-ERRF L URRYRY ) D3K
WENREE L7282 A, B O FI2 X 4mg/ B B % 5 & ARHKI25 31 X50mg %23 [#]
b TR G- LT- L E DOBREE B (AUC 14days } O8Css av) IS DWW TR L= BUAI B EE Je OV D
90 % IE T X MIE, 2 E L7 % H & (RAI25mglZxt U TEHEHI2mg, AAI50mglZ
KLU THEAIAmE) 123N CTAEM FRI R SO &L (80~125%) N Th -7z,

\ e B s o o % 90%
i st =5 | A |y S g | om ke | aiem

AV ZAY R HH2mg— | Css avng/mL 15.8 17.8 89 81;97
AF25mehE (n=21) AUCum ngehr/mL | 5303 5996 88 81;97
BRI AR HUH4mg— | Cos avng/mL 34.4 35.8 96 89;104
AF50mghE (n=31) AUCupi ngehr/mL | 11571 12027 96 89;104

Css av: & UARYRAUEN 7 H O QU ARYRAUEE GO AUC (0—24) /24 ]
AFA; 50 B OAFFE 5% 14 H B OAUC1ar1/3361 1]
AUCupm: # Y ASYR AL 7H H ORIV ARYR S BIARE H5RFOAUC (0—24) X 14
AF;5IEIH OAF B 5-4% 14 A O AUC

) ARANOMA RFEITH U OKRENTOAHEL O X, HRE, I AR L TLE
25mg % 238 WG TR AN 535, 728, HlIalEI325mge L, D% | FEIRIZ L0 8 I 5
23, HERF50me A R 72N L, | Thd,




2. YR E R
INGA—=B (DDE)

(4)HERERETEH
MRl
BYIIT IR
MR L
(6) N BE
MR
(N MREBHFEEE?
YAARYRY:%990.0% (in vitro, A4 1%, 10ng/mL)
9-ERBrXF L YRANRYRL KIT77.4% (in vitro, &I, 50ng/mL)

3. IR

1 I N B B2 AR AR IR R ISR T %0

MG R L
<BEARX>D
A RZARFNZ G FH RN G- LTo & & | Fofd e 5% O NTEVERC IR B, & 550
AR TR @2 ToDIEIE T, RO TR, B g, Vo 3Hi O ONEC o7z,
(1) M ;% —Hx B8 P 35 @ 14>
TR AT DV AARY R BA I mgZ B A 5L, NI EBIT DR 30D e Okl
h=5-HToZ BAR EHLRICOWTRRILIZL 2 A, KZ BRI BRMEE A5
ZEDERR STz, LI2dio T iR — B P 2l 9~ 5 2 LA RIB S T2,
(2) M ;%&—RREEREFTE B
MR
<HE Ty >
IEIRT y MIUC-UARY R Z B AR 14 G LT L & D n g H i se R 21, & 51
~ AR (S REEN O M P REVR FE ORI2f55 1 C B LT, e R oD i v i R
FEI, B 5% 1~ 205 CRIEM & R E O s IS LT,
Q) E~DBITHD
<BE: OG5 T —5>
215 D BRI 5 e MR, HPERR IR DS AL LT 720 ABEL 72, ABERFIZ 3L
RS B OVARUR A OB G2 BIAEUTZ, £ 0 UARUR A4 6mg/ H
FCH B LEMBGR O S CTHAH P OVARY R K O9-ERa S YARYR R E
ZRELIZEZA, JITHHDPBUARIR S O9-ERaX L YRARIR Y DO 2 SRS
N7z, AUCo20 COFLH/MAELLIE, YUANRYR L T0.42, 9-ERaF L YARYRN T
0.24TH -7z,
TE) % 0V A~ R B [E A TR RS TV DRIE U A R T WA e | T %,
(M FEHR~DFITH
M EERL
(5) Z DD~ DFEITHE
MR

21
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5. %35t

(1) R BHER AL B MR B iR 2D
LU TR RIS EHEES NS,
ENMZBITDIARY RO FREHRIEIT TR B THD,

/C(/N | CHs
HO N\;[ CH>-CH:-] N
0
a F
-eFaF ) ZAXRYF

N__CHs

OH
(¢}

(0]

F F

9-bFaF LY AXRYF YV

AR RV
l b
C(/Nl CHs o alF I FuEY Y YBEOISEEBO KR
N\/\ECHZ_C’/ b XY UV BROBLH N-JE 7L+t
0 NOH

(2) K BIFE 59 B (CYP450%E) D7 F7&®
YAAYR T EIZeytochrome P450 2D6 (CYP2D6) (2 L0 S L5703, CYP3AD B 5-
BRI TN,

Q)WEREBHROAERVZTDEE

FA104A
KRR | =G
in vitrose A PAEIFAVE (Kifi : nM)
RS2 Do K 3.3 4.0
tTrh=U5-HTZ AR 0.16 0.25
ATENEE AR AT (EDso: mg/kg)
TIREINT 4 AZLD F RAT RS E A 0.15 0.39
") F ZAZ K D A A R A B 0.13 0.22
TIRE VT 4N L ANE M E 0.0057 0.0071

*:TYNET kAR T

(HRBMOFHEOARERULE

T -eRaX T Y ARY R OIEMEIKin vitro?® e Rin vivol® OFKFLERER 12 CTU A

ANYRRBCAR S FIFZ RIFRREEDLCCFH 0,
(5) BB DRERA/ NTA—21®

<BZ: T —H>

MERAEREICARZHEEFANEESLIZEEDI-EFOFIYRRYRUD
EMBNEE/NTA—S

S BN E T A—H 25mghf (n=14) 50mghf (n=26)

Cmax (ng/mL) 9.04+3.94 19.9+12.0

tmax (day) 35.0+3.9 33.2+7.4

AUC (0 (ng+hr/mL) 3022+ 1059 6094 +4050

AUC (ng-hr/mL) 31441057 5772+36112

ti/2 (hr) 146.20+138.34 106.86 +84.97¢
S AR 2
a:n=25




6. HEittt

(1) HE it BB L B AR B
PR OV

(2) Hitt Z=30
TR B 1Y AT — L o5E Img e ON2mgZ HLAIRR (1 B G- L3 A, BE 515 720
M ETICHRIE S IR PR IRITR2% .. BRI O9I-ERaF L U AT R AT
20% TdH-7-30,
<BHZ: N T—H>
RN (FRE A IZHC-UARY R ImgZ LRI O 5L 6 5% THRET
W D14 % S FEHIT, 69% 23R FPICHEE S 77220,

(3) Bt R E
MRl

1. EBMEICKBBRER

() EREFEHT
M ERRL

(2) KRB
WM B W LR 2 BT B REBE ISR AU ALY R 8K 4mga 5L, il
OB RIHZ DV ARYR Y 9-ER a2 U RARY RO (i W BE I E 21T -7, BT
DY ALY R ML BE 3 RS LA T (9-EREX Y Z~_YR1332.0ng/mL) Th
. BT ELBRHTERLULT (9-tRa% )2~ R1326.0ng/mlL) Tlho7232),

(3) EiEMmMEER
M E Rl
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wEeM (ERLOIFESF ICHILHEE

BESHTHAN

2. BER(ROEFEICITERELENIE)

21 FHeREOES [FHREZE LS80 B, ]

2.2 VR — U EAR S O X AR RN A O TR T2 D B [ AR AR
PHIER PRI NDZENH D, ]

23 TRLVF U (TRVFVZ2TF74T7% 2 —ORATRE, UL FHER BT
RIS LB ZIREM O 3285 A8 %R . 7a e 2 & 5 h o B35 [10.1
S

2.4 KHNDRL Sy B OV RY ALY R A6 UIBEE O BEE R D % B

(fEwi)
2.1 VANYR O T2 R FEMENER 070 SR gL s oz nn
02,

2.2 VTAZEBNT, ~"F AN S — )L THFRE LTRSS L CYARYR > 1mg/kg (F%
M #65.) BLECRREMREE O IE R ASGRD HATZ®)

2.3 THHALEH OIS

2.4 RFNDRLS Je O/ SUARYR AR U UE O BEEIE D8 5 BEF 1BV T, AAID
P GAZ X 0IBBIE A L Z 3 AR B D, ARFIOTEEARMRIZ Y RYRY (YARYR
DIEHEAGHY) THHT8 | AFNEEGBRAEATIZ SUANUR 28 5 LR BUE 2 8B 72
B I, AR 5RO BUE 258 B3 5 Al REE D B D,

3. MBEX LRI
HEY5EEE
ZDHEHR

RESH TV AN

4 FiERUVHA=EIC
BETHEEL
ZNDIEHR

(V. IS 2HE 122528,

24




5 ERGEANER
ETDER

8. EELEKRNIE

8.1 AFNIFRFERAITHY | EHICED A IRINBERR T 27 IER 7202 | RAE
545581, FOZFDOMENEZOWNTHITHBEL. BITEROTBG. BIVEM %
BIRFOLE | &R G-I OWTHAEETHIE, [7.1,8.2, 11., 13. M

8.2 AHNL, # 5 H LS A~61 MIdifn R EE AR IS HER S, TR T2 FTH
SHMNNDHTD, F G H IERL —EHMIZEFOERAEEICBIZL, BITERS%E
DIEBUNZ A IEETHIE, [8.1, 16.1. 15 H7]

8.3 1 EIZYARUR L CORBERRBRMD NG A ITIE, £7°, O UARUR U RUH) 2 R
L, BEUEROLZ MR L%, AR &G T 5L,

8.4 FFEELLIIBEEOHLBE ~EGTIHEITIE, AFIZELGT 50, D
72K EBTH 2mgE TORE A VAY R BIANZ I BRERH D L e iR L= LT AR
Hafkhb5-32528, 9.2, 9.35 ]

8.5 AN G-t D i A BE I X B AR AR B A3 K &L JRIR DR E S TR WA D ik
M7 a7 7 A TRITERW LR EHER 2R 3IEFI D FE O bz L DA )
HDHT-D | B IR OF 591 K OB B 21T, BEOJER A o BlE4 528,
[16.1.1& /]

8.6 VARVNTIL a AT EARBGHE T VE I S SR ME N H SO D LAV
HNTWDED T, AFIHE G TRILEA S DO TG A @Y R LB A2 TH 2k,
8.7 IR&., EE - ) - KAHEBEE N E DR TR IDZENHHD T, RAIFE L
o BE I B BV EOEIRE R A OB O BB I FEI TRV EE T2

L,

8.8 HIfE AN, MESOBMEERE BEASEL MRS L0 TR E +/012T
W B LR BN AT OIEFIEICEIR 2 572 E U7 LB A1 TH &

8.9 AHKIDOHEE I, & MFECHE R IR OEAL A B H oI, FERFES T VR —2 2
PERFMERIEICELZERHHO T, RAIFE G-I, 0B, 2], 2R, HIRED
FERDOFBUIEE T 2L EHIT, FRTHEIRFE X IXZ OREREREH D\ MEZ O fER K 1
R TDEEIZOWTCUL, MBEEORIEFOBEL /71217528, [8.11, 9.1.6,
11.1.9% 4]

8.10 IKIMBENHHONHIENHHD T, ARANE G H I, Bk, BERE. mit. =
B IR, Bk R O MR E R SRR b IC, MO ES OB 8%
+3ATHz e, [8.11, 11.1.105 H7]

8.11 AAIDFEIZEEL . HHH U EFE8.9K U8 10D EIEH N RIS LB ANHHT
Lk BE R OEOZFBEICASCHBAL, mimbEER (N8, 28K, 2R, BR%) |
RS R (%, B, v, B, IR B EH %) ICEEL., 2o L57%k
FERDHOONT AT, [ERMORZEZ2 T HIHFFE T 528, [8.9, 8.10, 9.1.6,

11.1.9, 11.1.10& 1]

(fi#30)

8.1, 8.3, 8.4 AFNIFNERIHFITHY | HHICAFNZFRETDIERRNZ0 | FERD
BEL-EME G BLEREE IR G T 5, £ ROVAYRBFNZ L B
EHERL T, AR BT 5, AFO#EGBIA%D ., BIEHORIICH0BEEL,
RO ERTEE IR 575,

8.5 AKIH Rl B REOE A B L, IH MRS D Cmax & FAUC T24~48% (ZE 8% 550)
Toholz, o, KBIDOHH 7 07 7 A/ InE TRl CERW ML R R EHERS (57 2 A L5
BT D— D E il I AL B =% 0O ER) R TRERI D RO BT,

VE) ARFN D M o 3 FEHERS 13, D TURV R 2 B B2 ST HERF L= (T 7 2 A L) 1, #
H153~4AT EH L, 4~68 TCmax|ZE|E (A2 v —27) 35,

8.6 VAANUR T o AR WTE 248 L CRY ., e MERImE , £ 45T o RI1EH

NRBOLILTNATZORELT,
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5 ERGEANER
ETDEH(DIE)

8.7 AAZIDHFARAIEANHMER 26 T HZEbRE LTz, BB EEREE NIZE 2580
YRAARDR A D 8 A FE A EFNRE I IV L AN E O & Tid, oA~
R 2 B 5 ST A JSRE B 1T B W L R R A S b Uk iE BN HE ) (1R
TR ROSKH] R IEBIRE /) O T 23R BT,

8.8 & VANRYRN AR DG AR FRERIZ 35V VT, BPRS (Brief Psychiatric Rating Scale) IR
HBIER T —2C, B || [BRM) . TR OHEEMLOIE B L~ TEEERN
Tl | BRE LT~

LR (%) SR (%) *
20 20 40 60 80

LRI 2 arsgl) 14 [ .
BN (574431) 12|18 S E
REIEHE1 X 2B (6611 3 o
BRI (58831) 6] -
TR (250431)) 2B B B
Bk (55414 10 |8 . o
AT TEYRC LSS (46141) 11N S B
EEPN K (tezl) 21 [ - T s
mH>R5y (39344 10 |9 N o
i & 3ospl) 17 [ - T
& (501431)) 10 i .
£ 5t (44141 ] s
EEHOR (600451 6| B By
et (469431 1N T
ENED R (5611 s s o
e (655441) 3 T o
[ 2585 21 [T T s
PET {tcs of) 16 Y s

% BPRS CT—EE L. EUGEA RUTRERI OEIS
%% BPRST— B LI EEALZ /RUTIE B OEIA
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720 9-ERBEF VUARIRAZE > THRIBROFE RGO, Buh= gL lcx 42
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HR5TH RISPERDAL CONSTA®
iRz - RE Risperidone £ TR 12.5mg. 25mg. 37.5mg, 50mg
Ejbpks3 2003 4
MEEX(EZIER | Schizophrenia
RISPERDAL CONSTA® (risperidone) is indicated for the treatment of
schizophrenia.
Bipolar Disorder
RISPERDAL CONSTA" is indicated as monotherapy or as adjunctive therapy
to lithium or valproate for the maintenance treatment of Bipolar [ Disorder.
AERUHEE | For patients who have never taken oral RISPERDAL®, it is recommended to

establish tolerability with oral RISPERDAL® prior to initiating treatment with
RISPERDAL CONSTA".

RISPERDAL CONSTA® should be administered every 2 weeks by deep
intramuscular (IM) deltoid or gluteal injection. Each injection should be
administered by a health care professional using the appropriate enclosed
safety needle. For deltoid administration, use the 1-inch needle alternating
injections between the two arms. For gluteal administration, use the 2-inch
needle alternating injections between the two buttocks. Do not administer
intravenously.

Schizophrenia

The recommended dose for the treatment of schizophrenia is 25 mg IM every
2 weeks. Although dose response for effectiveness has not been established
for RISPERDAL CONSTA®, some patients not responding to 25 mg may
benefit from a higher dose of 37.5 mg or 50 mg. The maximum dose should not
exceed 50 mg RISPERDAL CONSTA" every 2 weeks. No additional benefit
was observed with dosages greater than 50 mg RISPERDAL CONSTA®;
however, a higher incidence of adverse effects was observed.
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The efficacy of RISPERDAL CONSTA® in the treatment of schizophrenia has
not been evaluated in controlled clinical trials for longer than 12 weeks.
Although controlled studies have not been conducted to answer the question
of how long patients with schizophrenia should be treated with RISPERDAL
CONSTA?®, oral risperidone has been shown to be effective in delaying time to
relapse in longer—term use. It is recommended that responding patients be
continued on treatment with RISPERDAL CONSTA® at the lowest dose
needed. The physician who elects to use RISPERDAL CONSTA® for extended
periods should periodically re—evaluate the long—term risks and benefits of the
drug for the individual patient.

Bipolar Disorder

The recommended dose for monotherapy or adjunctive therapy to lithium or
valproate for the maintenance treatment of Bipolar I Disorder is 25 mg IM
every 2 weeks. Some patients may benefit from a higher dose of 37.5 mg or 50
mg. Dosages above 50 mg have not been studied in this population. The
physician who elects to use RISPERDAL CONSTA® for extended periods
should periodically re—evaluate the long—term risks and benefits of the drug
for the individual patient.
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RISPERDAL CONSTA®
Risperidone FFRh MM EIESHA 25mg, 37.5mg, 50mg
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RISPERDAL CONSTA is indicated for the maintenance treatment of
schizophrenia in patients currently stabilised with oral antipsychotics.

RERUVRAE

Adults

Starting dose

For most patients the recommended dose is 25 mg intramuscular every two
weeks. For those patients on a fixed dose of oral risperidone for two weeks or
more, the following conversion scheme should be considered. Patients treated
with a dosage of 4 mg or less oral risperidone should receive 25 mg
RISPERDAL CONSTA, while patients treated with higher oral doses should be
considered for the higher RISPERDAL CONSTA dose of 37.5 mg.

Where patients are not currently taking oral risperidone, the oral pre—
treatment dosage should be considered when choosing the [.M. starting dose.
The recommended starting dose is 25 mg RISPERDAL CONSTA every two
weeks. Patients on higher dosages of the used oral antipsychotic should be
considered for the higher RISPERDAL CONSTA dose of 37.5 mg.

Sufficient antipsychotic coverage with oral risperidone or the previous
antipsychotic should be ensured during the three—week lag period following
the first RISPERDAL CONSTA injection.

RISPERDAL CONSTA should not be used in acute exacerbations of
schizophrenia without ensuring sufficient antipsychotic coverage with oral
risperidone or the previous antipsychotic during the three-week lag period
following the first RISPERDAL CONSTA injection.

Maintenance dose

For most patients the recommended dose is 25 mg intramuscular every two
weeks. Some patients may benefit from the higher doses of 37.5 mg or 50 mg.
Upward dosage adjustment should not be made more frequently than every 4
weeks. The effect of this dose adjustment should not be anticipated earlier
than 3 weeks after the first injection with the higher dose. No additional
benefit was observed with 75 mg in clinical trials. Doses higher than 50 mg
every 2 weeks are not recommended.
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Elderly

No dose adjustment is required. The recommended dose is 25 mg
intramuscularly every two weeks. Where patients are not currently taking oral
risperidone, the recommended dose is 25 mg RISPERDAL CONSTA every two
weeks. For those patients on a fixed dose of oral risperidone for two weeks or
more, the following conversion scheme should be considered. Patients treated
with a dosage of 4 mg or less oral risperidone should receive 25 mg
RISPERDAL CONSTA, while patients treated with higher oral doses should be
considered for the higher RISPERDAL CONSTA dose of 37.5 mg.

Sufficient antipsychotic coverage should be ensured during the three-week lag
period following the first RISPERDALCONSTA injection. RISPERDAL
CONSTA clinical data in elderly are limited. RISPERDAL CONSTA should be
used with caution in elderly.

Hepatic and renal impairment

RISPERDAL CONSTA has not been studied in hepatically and renally
impaired patients.

If hepatically or renally impaired patients require treatment with RISPERDAL
CONSTA, a starting dose of 0.5 mg twice daily oral risperidone is
recommended during the first week. The second week 1 mg twice daily or 2
mg once daily can be given. If an oral total daily dose of at least 2 mg is well
tolerated, an injection of 25 mg RISPERDAL CONSTA can be administered
every 2 weeks.

Sufficient antipsychotic coverage should be ensured during the three-week lag
period following the first RISPERDALCONSTA injection.

Paediatric population
The safety and efficacy of RISPERDAL CONSTA in children below 18 years of
age have not been established. No data are available.

Method of administration
RISPERDAL CONSTA should be administered every two weeks by deep
intramuscular deltoid or gluteal injection using the appropriate safety needle.

For deltoid administration, use the 1-inch needle alternating injections
between the two arms. For gluteal administration, use the 2—inch needle
alternating injections between the two buttocks. Do not administer
intravenously.
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Pregnancy

Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at
risk for extrapyramidal and/or withdrawal symptoms following delivery. Overall,
available data from published epidemiologic studies of pregnant women exposed to
risperidone have not established a drug—associated risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother
associated with untreated schizophrenia or bipolar 1 disorder and with exposure to
antipsychotics, including RISPERDAL CONSTA®, during pregnancy. Risperidone has
been detected in plasma in adult subjects up to 8 weeks after a single—dose
administration of RISPERDAL CONSTA®. The clinical significance of RISPERDAL
CONSTA® administered before pregnancy or anytime during pregnancy is not known.
Oral administration of risperidone to pregnant mice caused cleft palate at doses 3 to 4
times the maximum recommended human dose (MRHD) with maternal toxicity observed
at 4-times the MRHD based on mg/m? body surface area. Risperidone was not
teratogenic in rats or rabbits at doses up to 6-times the MRHD based on mg/m? body
surface area. Increased stillbirths and decreased birth weight occurred after oral
risperidone administration to pregnant rats at 1.5-times the MRHD based on mg/m?
body surface area. Learning was impaired in offspring of rats when the dams were dosed
at 0.6-times the MRHD and offspring mortality increased at doses 0.1 to 3 times the
MRHD based on mg/m? body surface area.

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

Lactation

Risk Summary

Limited data from published literature reports the presence of risperidone and its
metabolite, 9-hydroxyrisperidone, in human breast milk at relative infant dose ranging
between 2.3% and 4.7% of the maternal weight—adjusted dosage. There are reports of
sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and
abnormal muscle movements) in breastfed infants exposed to risperidone. Risperidone
has been detected in plasma in adult subjects up to 8 weeks after a single—dose
administration of RISPERDAL CONSTA®, and the clinical significance on the breastfed
infant is not known. There is no information on the effects of risperidone on milk
production. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for RISPERDAL CONSTA® and any
potential adverse effects on the breastfed child from RISPERDAL CONSTA® or from the
mother’s underlying condition.

Females and Males of Reproductive Potential

Infertility

Females

Based on the pharmacologic action of risperidone (D2 receptor antagonism), treatment
with RISPERDAL CONSTA® may result in an increase in serum prolactin levels, which
may lead to a reversible reduction in fertility in females of reproductive potential.
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<A —A Y7 D5 (An Australian categorisation of risk of drug use in pregnancy)
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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 reversible. Accompanying texts should be

consulted for further details.
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Pediatric Use
Safety and effectiveness of RISPERDAL CONSTA® in pediatric patients have not been

established. However, juvenile animal toxicology studies have been conducted with oral

risperidone.
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