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1.5 BERXEIRROEZFRUVREIEOER

151  EREXEIERROZE

DAY RAL, RURA VAR — VB AT D PR T, I BRI
Dy BEAR KR O m b = S-HT, /I 2 B2 A+ 58m b=« RIS T
VA=A (SDA) 2 ShB#ATHD (1510 .

UARY Ry (U RAF—AY) 1L, FUstRRIc s+ 5987 K32 2 Dy A RS PLER
IZ X0 REERIEICR T DGR ICEN TR A AT 5 — 57T, Bu b= S-HT, & FiEdL
TERNZ Ko TRMERIC B R Z R L, SIS RORWER 2889 5 70 KBRS A BT 5
FEERIPUBAIRIE CTH D, 1992 FE|ZTEFE THEB SN TLSE, BETHEASECHER SN TEY,
ENIZBW T HFEA RRIE 2 BIGAE & L CHEAl, AkiAl (BLE, 1996 474&R8) , WHIKR (2002
FRFE) RONOERNAREESE (2007 4F&GR) 23RS, IA<ERRFEH I TWD,

_N.__CH,
\ |
CH,CH;N
o N
o F

K 1.51-1. JARY RoDigE

UZANE—)v a2 R (CUF, A& 1%, U AU RoomparEfsl & U<, Janssen
Research Foundation (~/L%F—, Hi{EI3K[E D Johnson & Johnson Pharmaceutical Research &
Development, L. L. C.) (2 X VB ST, R CTHRAOIOIEEMGUEHTEOFFIMEEHAITH 5,
U ARY R NIZE DAL FAEE ISEREK IR IL 2 L TN ®, 1EROPURRARIR RO R 5t
D & SRR A T MU X D IRBEBEUERA R ATRE CH o 72, £ 2T, ARAITIEY AU K
VERARNGIRER Y ~—Th b d,1-77F k-7 Y 2l RIEEAK (75:25) (BLF, PLGA)
HNC~Ar7mA7=T7 L, Mk, BB TEREL TESHANKEGT22LT, 20
LE SR FEFHRAL TR Z T TY AXY RUZHGAMICHh T > TRIRICKEH S E5 2 &
ZA[REIC LT,

152 AXFOXMREBRUTESNIT

AENORGIRBTH DA RREIL, RHIHEFFREN LB 2B ISR R T, ARHRRIIAND
BEF1%EEXND?, ERNTIER 3 A (20024 10 H, EAEBBEHE) NEELTWD L
ENTW5D Y, ToMERE, AORCEM, EEEESOBIAER & FRMHECERIET, i
FlEZH VEDOBRMIERICHE SN, US4 TEHRERE ECR AR E N b Y, BE D
LB T- 28k 2 IR B 5, T OIREICBW TR, WA EIIc BT 2 RITRE
72T <, MERHBREINZ B T 2 REMIEIR O R - RO T & ARG O-E O LS IERFICEE
HEZALESMS T BTV D,

A KREIRFEO R OINIEMIFETH Y, 1950FERO 7 e rra<wyy, ~aXl) R—LOfF
RERICAE Y, ZTOHK~A EEASNIZWbDW D ERIGUREMHRIENZ O ZHCTh - 7=, TR
KR RINEY 722 KX v Dy B IIEPUER 2 EER & U, HA KHIE D BRI LT
BENTZERNRZ A LTV, — CHERANERENEH S S CHELL, RIEEROFE A
BEMEEAZ —JEHEL S D & W) REEZIFER > T\, IS LT 1972 LI, K233 0 D,
SREFETUERICINZ, Eu F=V 5-HT, S FEZIL U D & LIoOZFIE~OFHUER % ffd
FFoZ Lz kv, S$EARSNESRENER OB R O B % O E RO HIR I IT 72 0 - 7245
WAEHT HPUEMEIE, Wb 2 IEERPURSAIR LS R 2 &8 LT, BUE CIXE O 738
HElpolc ) AXRY Rz T L& T 250 < OO IFERGUSGSHIRENRREH ATRETH Y, &
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BIGURER BRI LR TREOAEDOE 4 n L&, #H2lEREz 76T LEbh Tk, ek
IEIGIEDERRI 2 A R T4 v VI THEE R L 2o T B,

PURS PRI K 2 IRIEIZ BV T, ERPUR MRS A ST SN, S HERIERY 2%
ZNHES S SHIBERC, EFDRZUF LI RER ST Tz, 2O XD %/ « KK
B, 2 OIEFNOFRMERFE T E 220y, B EORENNEE, [IEHORKAFE T 72
VY, BIZIIARE DS L EE MR EAE O ) 2 7 RFE O R Z A LT D 2 L 3R &
M, £, PUBSHIREOZRIIFMIC LD LT LM ST, FroIEERPUR MR ORI
HAR G TZ 2RI ND L DRANS, BOKTIXRS MO HARE~EBITL T oo, —77,
ENICRWTIE, 3 AL L2 2 R T HRERARZH] - REREDROEEF L TO7E,
FEARIZ 72> TH OO HAWRIE~ LB E RO T, ZIUTHR > T, FFERPUREHIR KNG L T
T LT, MEKMEDIBIRICHT DAL, BE OB ORI & O 2B 1
DIRPRAkGE~ L ERNEIND LI IR TE T,

BERO LBV, HAERKMEGEIZB O TIE, BUNGEST T, MERAEIIZR T 2 HiiE
RO - RO T EAETFEOEOm ENEE L SN TWD, HEEFEEO RIS EE O B HES
TR RO EEOMGICEN D Z EIEE 2 ETHRY, TORGERET HHERNE LR E
b OIE, WL DIEEOMESE (LT, 7 ReET 72 R) ThdH, IO TRHRET
1T, BHICLIMAERETRDOY X271, 7 Fe7 T ADBGFRBAITHRTH 5 fFE< Y,
F7o, PUEHIRIEZ ESERICIREE L7256 &R BIRF I Z W IS IRIE L 72356 Tl 14E% O
FIRRIZZILEI T~33%M TN 29~55% & it ICIRIE L 72 3/Aa TEwv ¥ ko Rz &b,
7 Re 7 T U ADR EXAHEERKRIHEICE T DHERHEE Z NGB FRE L o> T D,

T ReET 7 UAMKRTFORKE LTIE, BEISHRD 2 EWIBREOLBEEZER T 202 &,
AN L DBERAR TS TEOIHAZREEBINERL TR &, ZALITIC L0 AR E
MEZ /D 2 L, BERANEIEIRSE ORI AREWER DA, £7-, ABTCTIRIET S Z Lo 5 #H
DRRIEZDLDIZXTHA NV AERET LN, 7T Re T 722 HETHIRFITEEICL-
TZIGZbiz5, 2O L9 BRI LT, FEERIPUSHHRIKIT, BEER O b PR
~OZRGA L, ERPUBHREIC S TEMEREZ BIF I he— A2 TE52 81280, 15
FNFA~DO ARCIREO MBI KT 28 om L2 726 LTWb, £, BWEHOE THLE
FUFURS AR SR LE R TR IR SIS N D 72 PR LS W IRFI L Wz D, L Laens
[El N TR B S 72 BB ~OFFERE R CTlE, MRASNSIEIRGGE - BIVERRIIC L 5 B Ik
TOREREOTE - PUIERL BB, 7 RET IV ARBERBENED LN TS D, Zh
%, ER - FEERIC DD BT, BEDERICRIET S Z LAt TAROANRE I, TR
b7 T UABELEWHITEICBWTRARS S Z L EZRLTWS,

Z ORIEZ RS 5O & D OBIRIE DR HR RO RIEER A, Wb b T HRAITH S, FF
IHIEFERHBNI OB KD AV v MIEAE G OMELETHY, HD5 - EORBTHREGTHZLIcLy,
W AT HZENARETH D, £7o, ROAIO X S ITRIEEHROMLENIELS, BERANDH D
WIEFIEREOBAHN DI, —H T, BIERREBIRIZIZEND O OWHEAE CICEMMEZET 5
ZEDNLREM DR TY AT LD, BIE, EWN CERMSH TR R EERNANLT H T v
T2 F VU ROT A BAm LY R=LTHHN, WTFN G ERGUSHRE TH D720, FrL
MO THENERENEA~OBREE L H VY, Z O HEEITE,

Pk X5z, FFERPUBMHFIROKR OFNIENIBEDREEZH L, BIEHADO Y X 713D 70
LOD, T ReT 72 AT DEERITEEERANE SR, —J, ERGUERE
FEDOEF M HNIABEE AR S 2, TEHA~OIEG N WR Y BHIFE 513 ETH 52,
EANEREIER DY 27 RNEL b, T ReT7 T A0 ENERY 27 2 0452 L 2R E
Z5 &, BUEORHE KFVEDOHERHRIEICBIT 2% - FRTHOERHEEORBANL L, T
B OFEFT 2 PR O IEE R BRSO R E A DR E AN B L TN TV S Y,

IEERPUEAIRIRTH D U ALY R, BROAE L AL E CHKRER Sh, £ofaak
K OEEENHEL SN TEY, ENTHRERIVEDIRRIEEL L T ERORWERTHL, £
DU ANRNY ROz el LeAFNE, EN TRYOIEERLGUEHIR IO RFZAMEE R AT
b5, BEICAKINEA SN TWAIEIN T, 1 HFEROEGIZEWTARBE OGN L, &
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WERAEFRI R 2B L= L OWE Vb5 L o1, KAIL, BREOHSERG D VIS T
DIRFAG 0T T, ZA] « KERENSHARELZ BE L TED Y 9o 2 [EN O A LRIE
HYNRIFRIZEBWNT, 7 Re 7 7R m L& WD BEERRBICH LT, ABEENOHT- BRI
D ENHfEND,

153  AFIDFFRERE

1.5.3.1 FEERIRERER DB E

AHOIEFRBRICI T 2ROREE 153-LiTRT. 7B, AROEDRS THD U A
Y R OEERER (2B HRER, (BT RO SRR |, IR B RE R
WO R (WA G IEaRER, SR 53R, MEHMERR, DA, A%
FETFRMERRER, PURMERER, RFMERER L OBERE I 5 HBlE 53R 1%, BERZRORK
1 BR RS A M SISOk 22 LT 0, 2 O BRI IR 11 IR FR 35 R L AR Y L 7= Bhi 2
DEFEINTND, LMo T, LUF CIEARFIBIFERICEM L 723 BRI >\ Tk~ 5,

1.5.3.1.1 mB (2B Y HEER

AAHNE, UVANRY RU%ZPLGA TYA 7R A7 =7 & LIZHBAIT, 14720 381 mg DY A
U Ro&Eie, PLGAIX, B L — MORBIERAIEIZ I B AL D — KA 722 A oo R R
V~—Tho, ZENTHRY v —PREAICHRIND Z EIZE D, OB IRZ B EE & 72
5o BENE, 134 TAHFICY AR_Y K% 25mg, 37.5mg XX 50mg &AL, AR, B
BWHAECHRE L THWD, ABIDBFIETERAICTH D Z b, HREORBRGIETIE, HHA
ELTRETI2HBIOMA TRERBRZRTE L, WEEZHEEL WD,

YARY R~ 7R 7 =27 ORENRRBRE LT, EHEFEAER (5°C, 36 v H) , MnEik
B (25°C/60%RH, 6 » H) KOV EMHRER 2 Lz, FHBREAROZEERBRE LT,
FEHIRAFHER (5°C LT 25°C/60%RH, 36 » A) , MEsER (40°C, 6 » A) KOVWTELRER
(—20°C, 6 3 HEROWRY) 2Ei Lz, ZNOORBRERLY, FHELOE IR 2 RIFEE
2~8°C, WX T36H»HERT LI,

1.5.3.1.2 FIRAER

W2 BT DB E LT, ARIOFEBEH O BRFH] & Frgihe M 2 #iR Lz, £72, etk
AR E LY AXY R ROPZOERFW TH D 9-OH-Y ALY R DL EFI Ml Rz K
(ET BN ONT A MRBERE,  BEE M OBRASRIS KT 2 B A it LTz,

1.5.3.1.3 EYEN IR
FyEeRR L LT, AAZHRNNERE Lz L & oM, Mk om &k OREIz >\ T
WE Uiz, 7z, MR RIE4 35 O AR R OB SV TH IR TRET LT,

1.5.3.1.4 EMHEER

mERBRE LT, AAIZAWCT v F ROA XZRT 2 BEFHRANEK G ERER, 7 v Mok
F% 6 4 HEIRAER PG EERBR L 12 5 HBREFHRNERGEERR, X285 6 &
O 12 % HERAEH AN G ZERER, AT 7 2@ 2 AW E@RBRERRE, 7 v Mk
T % 24 » HEAERRRNE G2 AVRIERER, T v MIBIT D8 - JRIRBEAICE T 5Bk kO
VY MR D HURMERER 2 i L, BRREGREIE OE NI X 5 m IR B 2 REr LT,
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1.5.3.2 RIRFAFDRERE
KA ORI Oz 1532 oR T,
1.5.3.2.1 B ER PR S BR

Janssen Research Foundation 1%, 19JJ4E A& 0% LHERRBICEF L, K 5EMICHED 5
DO H[E 55RO 3 SO RAEFR GBI TR OEYEie 2 5t L7z, Th b ORRKRER T
WTRHARFI DS vy MUFITER SN b D Tho72n, TOW%, v~ 7 rRA7 =7 Ok
A = VAL RITAE 5 TRRYGE F OB AR DAL 2T L0, BUERSN THilR ST 2 el
#l(LUF, mlRPEMARA) ~RShic, mRTEMRFICONTE, A vy ML DOH
I35 5 HERERABR  (RIS-INT-54 3A8R) 250 L, FS5MEamas L7,

NA vy MUKIZ W KRG EY BN (RIS-INT-32 35R) OFEE, AH| 25 mg, 50
mg X% 75 mg 2 BREREHR G- & U AXY RUBEOHELEH &4 TH 5 2 mg, 4 mg XL 6 mg/H &
FAZBWT, EFEIRBIZBIT 2R S (REMEKY AXY RUERZEDOER#M TH 5 9-OH-
U2Z~RY Ry) oL (MAEPRE —Refdif Tift (LI, AUC] ) K OREEImE iR
B (LLF, Cxa) 2, MGETHENENOHETHEZEThH- 7228 X0, H2EcBE L THREE
e HEBRNRNLT D EBE LT, AR EZERG LI ED~A 70 AT7 2T 6D ARY R
ORgE, VRO TP, KHMEEAERWK3EBO (57245 0%, K2
MOB ek (—E#HETOMKH) | 2808 3 MO 2RI TH S TN
MO I TND Z EDRHEE ST, 2 ORFIFAVREDN D, AAIWIEIF 5-1% O M i 3E i
FERA 370 REEICEE LR T 7 2 A LD, HUREHE 3O MmAFE SR L 2 18Ik R T~ 5 72
D, 3 EBEOTUERIEOR OFIOFHE G I, £o, KAl%E 2 HERE CHRANE S5
HZEICEY, BmMSETEGRE (LT, Ch /AREOEPIEYRE (Cun) /NS SZE
U 7c AR IR EHER NGO D & THla /oo, &ERIBE LT N2EM] 2 HELES
nire,

UL EORFEHRER KOV SA 1y MUEIE iR T A ORSEEDHR INT-Z L 21T T,
1o 45 & v BT P & O CEEME L7 3 > O KB THARERRRER (75 LR RHIR
HEMRIEGAER [RIS-USA-121 ER] , U AU RUBEICRHT D IEHMERER [RIS-INT-61 iR ] |
FEWEGBR [RIS-INT-57 idBr] ) 2B WX, AFIORE - &L LT, 25mg, 50 mg XY
75 mg 2 IR E GRS Lz, £, AFIPIRIER 5% 3EM (REEGRBRIIRI O 2 HH
WIZE) 13 Y ARY RUEZ DRG0 BTV 1 o TEm Sk,

9 AR IR RBR OFE S, AAI (25 mg, 50 mg XX 75 mg) DOHRKHED 25 mglZB W THL
IR IERRRES NI Z &, 25 mg R &L L TRET S 2 EnzY Ll
Too FET2, 50 mg (XBGME - FRMERERFEMREE (BLF, PANSS) #8227 73 25 mg (2 LU CHIZH
DL, TTOPANSS AR ER 27 DOR—=2 T A UMb OEE T 7 B RERANC
LI &R LTz z, MR GINEDO RE & 72 5N RAR+531 X 2RO IER] S 4 7220
ST Z LD, HEARIMBIEIRE ORI TORHIMNT 52 00, —EHOBETIE 25 mg LV EHAE
NEEARIC/R D LB SNz, —J7, 75mgiZ oW TiE, 50 mg % bR5 AR End,
LEMIZB WO CUIHERINEIER ORI 27 NEICEED Z EPRBEIND R E, TOMH % H#E
WD EH) 7 —X 3G onihol-iz®w, EHEITS0mg E%ESNT, 7ok, HE#& 53K
WyEhfesER (RIS-INT-72 #k) 128\ T, 25mg KN 50 mg OHFEHAETH 5 37.5 mg O HY)H)
RB/XT A —H N 75 mg £ TOHEHFPH CHEFMBAMEARLZZ &, 25mg KT 50 mg DA
PERHABNZSNTWZZ Enb, 375mg bARMEZ RTHDLE X, 25mg & 50 mg DFTH
BAHAGTIEIEOOE DL LTRESNT,

WA TIZ NS OERRER T —Z 12X, 20024E4 B2 FA Y THARFELES & LTA
7 25 mg, 37.5 mg KU 50 mg 2 HFIRE G- K S vlc, £ 0%, [FF 8 HICHEET, 2003 4F
10 IV RETHEI S 1L, 2008 4E 12 A F T2 92 OF & #husk TR E, FHE - HEIZT
HAREINTWA,

PUTFICAAGR RS IC I 1T 2 7o g/ G R B O BERE %2 7~ 7,

9
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(1)  HENEEYEHEERER (RIS-INT-32 8 : sFM&ER 5.3.1.2.1)

=125 R ED I crd T, RAKTERE A KRG ESET) 86 4%
LI, AFI A vy MUK 25 mg, 50mg XL 75mg (2 HEMINE, 10 8BS Z2NEREG L E
EOEFIRBICE T 2 EYBREORG L OARAI L U AY RUBE2mg, 4mg XL 6mg/ HOEH
WREICH T AR ARO A B E LT, 5 IR YERERER 2 F2E L 7=,

AHAI 25 mg, 50 mg XiE 75 mg 2 BRI H-FRE N F N EIUSKIET D U ALY K8 2 mg,
4 mg 3% 6 mg /H GO E FIRIBIZ BT DIHMER S O AUC L Y C oy DAL (RA/ U A
RY RUEE) WONZZE D 90%(EHEX RIS, AR OT R (80%~125%) NIZH -
2o ZDT EMND, HIETHZFNEFNDHEICEWVTARE U ALY RUEORERENFYSTH
HTZEWRENT, Fo, AANZ XD MAEFEMREOZEENIT/ NS <, THEERT D Chpax DI
1LY AXRY RUBER GRS FREITED o 72 (25~32%1KF) .

B DFEAT XIS 4EM CToh 5 Intent to treat (LA T, ITT) EMIZIHBWT, KHHHET PANSS &
A 27T K ONPANSS LRI E A 27 DR—RF A D DOEAL BN T 2 A 235580 H i
77,

LRVERRAT R GERIZ B D B EFRORBLEIGIX 77.9% (67/86 f5l) Tholz, ERAES
SUIRATEL, T, BHEECOEINSES (RIRE, RZ, HBHmRtEREE, 9 om) KO
PR Cd o723, HEREEITZRD SN oT-, EEFITRD LNT, FOMoEERFESR
T 4 Bl TH T, TOWRIE, AR [2 fF] ROWEERS, BHEREEE, AR CERSE,
o0 28] MOHBSE Th o7z, WEREME, A YA B OLER T A—H I
IREIZRE & 72 5 2AITFR O bivZe o7z,

PLEDRAEN S, AAI 25 mg, 50 mg X1 75 mg 2 B RFEEK 58 & TN IG5 U A
U R 8E 2 mg, 4mg X% 6mg/HE 5RO EFIKEIZIS T HIGTER Sy DOUREE & O LW a0 [R5k
MRSz, Flo, AFIAEERGROIFMEIIRIFTH T,

(2) FIHEEYHESAE (RIS-INT-54 35 : FHlEH 5.3.3.2.3)

=725 SR ST T, A KT B R O A TR R R 56 1 2 %t
02, AFIOHRTERRANCSWT, 25mg, 50 mg XiE 75 mg B A 5K oy dhie 7 o 7
7 A L ORRF R OARF A 7 > MUK 50 mg & OAEMFHFIARO LA B E LT, % 1K
WY RE IR % S L 7=,

TR T 28 LA o i 5 TR M Rl 0 T B I B He B L TN U7, R 7, TERPERRSY, U A%
R &N 9-OH-U ARY Ry OPEHE /R T A —H (Cpay, 0 FES S EER] t £ TOMAERE —
RERTEIAR PR (LA, AUCq.y] KTOVAUC) 122\ T 6 HRICHA] LZ8maaie i, AH
25~75 mg O HEHPFHICIBWT, HEMEEEN RSN, Fo, Tl TEHRA 50 mg L OVIA
=y MUK 50 mg A HER G L7z & & O MBETSEMIRERRE 7 0 7 7 A UITELEL L T, mii
FOAEM R AZRIZE LTI, Chpa 73 7y NUEIL Y T & A O 508 45% @0 72
3, AUC -y OV AUC IZ DWW TIT AR L (P& AN S A vy MRGED ROV 0 90%(F
HE X AW R RIS O FFREPE (80 %~125%) N TH-7=Z &0vh, MK OgTE EIXF
HThHDHI LR ENT,

LRVERRAT R SRR B D A EFLRORBLEIGIL91.1% (51/56f5) THV, EhfFHEFES
CXREIEIN, B, A2, RIRE, MR EChH o7, KIEOFEFRIIBE UIHEET
BV, FEBEEEICTHEERGFEIIA DN o7z, KRB 2610381 L, TOMOEERAESR
BUL S HITHILLT22%, 1 BICHEL LB MRMERREE (RBRIE & ORI THEEM/N ) L
HDFEZRIZONTIEL, WINHIRRIEE OREREGRIT 1240720 X TEEMER L) &S
Nz, BRMBAEM N OVODIEILE R/ NT A —% (DB KL OANAL XY A ) (Z—EB LT=2ITER
O LR T,

LI EDRGEN S, AFOHIRTERRA O A vy FRFH 2 RR G Lz & & ofmfEdEy
TR EEHERS OFARIME X O A DIRE R IIFRETH L Z Lnah, £, HRTERRA OIS
HEHRIFTHDZ LRSI,
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(3) FIEEMEERR (RIS-INT-72 58 : FHEEH 5.3.3.2.4)

WP ED A5 20 ED AT T, FAKRTERH 76 6l 2 /G, TR E A O AH
ORI 37.5 mg X% 62.5 mg Hi[E & 5081 2 MYBRE Y 10 7 7 A L R OV etE, B
OfFE R E LC, H UHEmBIRERER % £ L7, 708, SMBIED I &7 > AR
50 mg Z# NEEEH & & LTz,

AHAI37.5mg, 50 mg ik 62.5 mg ZHi[alf 5 L7z & & O in vy i 1L &2l LT
WLz, 72, TRENOEERKSy, U ARY R KON9-OH-U A~XY R OIYEHE/ T A
—H D Cpax X OV AUC IZITHEIT LA U 72BN AFRD B4, 37.5 mg T 62.5 mg DIEYEHHE /T
A—X L 25 mg KN 75 mg THOLNT-/ 3T A —XEOHFHBNICH > T-,

LRVERRAT R GR35 A FEFLORBLEIA 1L 56.6% (43/76 51) TH v, REEIAIZH
BIKFHEITRD R Do T, ERAEFEFRIL, BR, RFIRJE, 170z, BIFFAE LD
REZTH-T2, SO0mgBED 1 FINHFIZ I VI L2, 1R L OREBEMRIT TBE M2 L)
EHE SN, TOMOEELAEFSRILITSmg MO 1 ] (FEEIER) , S0mgHEo 1] (G
B OZE) , 62.5mgRED 14 (R4) TRIALIZ,

VL EDORGED S, RIS-INT-54 5B OFE R & AW T, KK 25~75 mg OFIPHIZIS 1T 5 H EAHB
PEPIRENTZ, £z, REIDBAF LM R OBRERRENT,

4) FNHETSERAB-EEREERR (RIS-USA-121 58 SHEE# 5.3.5.1.2)

O =775 20 =R 2T, FA SRR R OO TR I E R 439 61 % 55
i2, AHI25mg, 50mg ik 75mg IERMINE, 12 ERE) OFMER L EEORR % B &
LT, 77 bR EE R A L, $7, ARSI T B A i B 4
E L7z,

ARIA T A LRIERE (400 #1]) (ZBT DT RIZOWTIRR S,

BT R RAER RO RIE ITT M) 123V T, Bl PANSS a2 21 7 D~_—
ATA4 b0 bE CEHHE) 1%, 77 8RERFIRETIE25 THho72DIZxt LT, AHI25
mg BEM - 6.1, 50 mg HEADS - 8.7 LN TS mg BEMN -5.6 &, AFOWTNOHEGRIIZBWTHL T 71
RIERAIRECH U CHREHAMICE B RBD 2R Uiz, £70, RAETHIRORK EOER OIS
L2Z (LT, CGI-C) IZBWTHEEUELL & FHl SN - RE 0BG, 77 v RES
FIREIZ L LAKIRE CEd o T, BRI IZ 351 D PANSS FALAEAM B @ Positive symptoms A
=7} OY Negative symptoms A2 27 TlE, KA GEHOWTNICEBN TS 77 B RTEHNAIREIC
L CHMEZIINCEERBY 2R LT-, Do PANSS FZEHERE A =7 Tk, 50 mg BEFL O
75 mg BB WT, I ERERAIRECH U CHREFEOICERRB 2R LTIz, LLARBG
50 mg BEL OV 75 mg BEIZHS 1T D A a7 ORITIRBRE ThH -7z, “EHERIIZIREAF3ITED
AR 2 I LT E OFIAIE, 77 B AR ERARED 304% L b <, RWT 25 mg BED
23.7% CToh o7, 50mghE (153%) & 75mg (13.8%) ITIFRX2E VIR LRI ST,

AH 25 mg BE, 50 mg BEKL N 75 mg BEIZ 351 B € IR RE o if S Hh SR A I FE VX R BT bR fE L
mriz,

HRMMNT GBI BT 5 A FEFRORBEEIGIL, 77 B REHFIEE 82.7% (81/98 i)
AF 25 mg B 79.8% (79/99 f511) , 50 mg &E 83.5% (86/103 #il) 2 TN 75 mg #¥ 82.0% (82/100 4i])
THY, WIFNOBRGEELRBE TH-o7=, ERAEFRIT, BESICHOEINI FR TR
SE, W, BHREREELOARZ TH Y, B OFEREREE ORBLEI ST, AFIRHC LY
T2 RERAIRETOCE D o 7o, AFIBER CIERBLEIG I~ EOMEMIEA bR Do To, MR
BEEIC M SN DA ERFRORIEIAI, AH 50 mg BEL Y75 mg BFEZRB W CERIIICE - 72,
HCHIEER, 7YY T ROMERSMNEREE L, 7T BRI SUIAA 25 mg BEIZHE LT, A
# 50 mg B OV 75 mg BECHBEIG D EmroTe, £o, HBEFEICHHEINIAEFRLOKE
HMORBBEIGE, 77 B R EHARICE LARIBCB W TE o2, TOMOEEEFRIT, K
KIBEL 77 E R ERABECREREVNTIA LN -T2, 77 2 REFFIFICS T 1 HIRET
L7, AEZEOIEERAEFRIL, —HERBICBW TS HITRILLILN, 77 BREH
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FHE T b RATIG O @D - ISR ERE 2 RV T, AFFROEICRGHERE THDL 2272
X I DRI T,

ILEORAE LY, AF25mg, 50 mg K75 mg iTWFNoREEL 77 B REHANCHK L,
WO RKFIPEDIBRIZAEN THDH Z EDBRS NI, £72, 50 mg DAZMEIT 25 mg ITH L TR0
<, 75mgiX50mg % ERIAHEIMEZRIRNWT EBRHLMNZR -T2, T2, AFNZ K DIEED
MR OBRMEL, 77 ERERFICH L TR TH -T2,

(5) BUNH-ETHRIELMHAER (RIS-INT-61 55k : FHEEF 5.3.5.1.3)

125 20 E 7 c T T, A KTERE 640 A RBRIT, U ALY NUgE2
mg, 4 mg X 6mg/HNOZNLIITKINT HAH] 25 mg, 50 mg X1 75 mg (2 HMHME, 125
M#&5) (B0 ER & EDOFMMEOREEL BNE LT, VAXRY RUEE O EHEMRIFSMER
Bra Lz, £z, mIEREYEREORE R LB EORF 21T o7,

HINWERRAT R 24 (Per Protocol Set) (23T, A& D PANSS AR 2 7 D _— 2 T A
OB DOELE (R TREEIE) ORERIZER O 95%EFEXEREIE, 09 [ - 0.90;2.78] TH-o7-,
EHEXM O FIRE 2.78 1X ERFEISERA 6 2 FEl-72Z &b, KFIO Y 2L RUgEICw1 53k
LHENHEES N, EICHEL MO IL, WK EOEMOMELOEREE (LLF, CGL-S) 2B\
THEFEINT, PDRATDICE 0 REBRZ P IE U-BrE L, AFRET 1261, U ARY R
BECT8HITH T, RAMEOKE BFI) 1L 75mglETH -7z,

AFK| 25 mg, 50 mg XiE 75 mg O IMAEFIEVER GIREIZZ N Z UK T 5 U AT R U§E2
mg, 4mg Xif6mg EHELLL T\, EFIREICIT 2 MBI, Wits bMet LA
BRI THEICHA L nE R~ LT,

LRVERRT R GHEERNIC B D A EFLORBLEIGIL, U AU FUBERET 58.9% (189/321
), AHFIEET61.1% (195319 %) LRIRETH-7-, ERAEFRIL, RNIRE, RNEKOEE
WM CTHoT-, —HEMRMIZBWTY AXY RUEBEREO 1HIEE LT, 2 ED-EERAE
FROFBEIGIE, U ARY RUBERET 9.3% (30/321 ) , AFIFET 9.1% (29/319 i) & ik
TRIRECTH T, BERAERERO ) LRIAFENEHWVEGIIBHREEICNEINLIELRTH

-7,

IEDORGAEL Y, AFIO Y AT RGEITHT 2 HIMEOHLERBEES L, £7o, KHIDOZL
EVEROREMITY ANY FUgEL FRRICRAF TH D Z LR ST,

(6) HNBEEMBSHE (RISINT-57 8 : EEEH 5.3.5.2.2)

=LA 20 A C T T, A RIERE R OW A JFREIEREE B 72561 (65
Ll LD @ 57 HETe) XA, AHKI25mg, S0mg KON 75mg (2EMKE, 50 ERES)
DEMZEN, BEMROEHEORIE B L LT, 6 M MERSRBRE I L, 7,
S5 P A I D E A AT > 7

AR O EEIL, A ITLY 22 RUEORGELVREL, BEMIZH W THE
WRFBL L TEY, DOHHRIRIERD 7o W) TRE CTh 2355812, 25mg Z & O &% ]
HEL L7z,

ARIETIIMA RMIESRE (615 61) (2B 2 MTRERIC OV Tk~ 5,

AR R GAE ] (ITT M) 1ITBW T, RAEFHMRFIC I 1T D e 5- 551 O PANSS # 2
AT DOR—ATA b O R CEEIME) 1%, 25 mg #E2°8 - 8.04, 50 mg BEAS - 8.32, 75 mg #if
23-326L, TRTOHEHICBWTHERBAZROI, £, 25 mg LN 50 mg #H1E, 75
mgREL L L TR a7 DD N RE o7,

AFNOMBEFIEEL T RE L, WITNOABICEONCHLRBYIM 2B L TLELTEBY, £
BHIZB VT HIEEDOEREIL o7z, EFIREBICHT 5 MAER SR E Y, HEICHE L7
mzERLT,

12

JEDI_DEV00 \ 0900fde98023bd0a \ 5.0 \ 2009-01-27 08:41



JEDI_DEV00 \ 0900fde98023bd0a \ 5.0 \ 2009-01-27 08:41

R064766LAI 1.5 EBJFOEFE WL O kE M OB FE D% A&

LEVERITRIGERNC BT 2 A FFROBREIG L, AROEHKGEHNHD L, 25 mg #f
81.7% (98/120 1)) , 50 mg #¥ 84.2% (192/228 i) TN 75 mg #f 86.5% (231267 ) &, W\ §°
NOHBHCTHRIRE CTH o2, ERAHFFLL, BHEZFICOEINIFRPIRDELL, RE,
ARSE, FFARIERES, 5o, W, EREEFELRCOE T -7, RL, RIRE, 2 OHAT
SIWEIE, REERFICEEEIG N E < R dMmA R bz, £z, MRPERES Tl 75 mg #8223
25 mg BEJL OY 50 mg BEIZ L LRBLEIG BN E o Tz, TOMOFELR T, HAERERICH O 7388
TG DOEWIH BN Te, AAFG#ITARHA 25 mg FEL N 75 mg BETIEA 261, 50 mg #ET
3BIOFE 7 B Uiz, SEROWNRIT, HZED 460, LASROWKEEN 16, A%, s
DE 1P THoTe, BRITEBIEERE L L TOBMERICER T2 B2 54, OARRITEREER
FOBEEREE L CoRBICERT S L E X b7,

LI EDRHEN S, AFIO MG X D2GMIE, 65U Lo ERE b & O a KiERE
[CBWTER 12 0y AMER S D Z Lavmaivie, £7o, ARBRBROM R ITAH O R 22 42
PR OEBEZEMST DD TH T,

1.5.3.2.2 Z DD ESNEEREER

(1) % |BEYEERER (RIS-P01-101 &8 : s1@&EH 5.3.3.1.1)

0l =W 25 20l E NN C T, BAARDEADRIERAS 24 125512, ) A~
U R 1 mg HEE G LK OER GOy EIRE, 2tk ORREOERTE BR & LT,
5 1 FA Ry EhREGER & S8k L 7=,

UARY R 1 mg 2 HEI R ORERS L- & & oEMsy, VAU R KO9-0H-V A
AU R OIMBEFREYRERER L, BARAREL O A ARIZB W TEEL L W, IEMERSy, U A
AU R KN9-OH-Y 2T R OBEFE BN ONT Coax (S WRE CHEHFINICHE B RZITZRD O
Do T,

MM GEFICB T 2 AEFELORBEIGIX, ML HIZ 100% (2424 ) THoTe,
RLEZLHEINTZAEFRIT, 200AANEHRE 2R T X TOWBREIRE L-HEIR, AR
ABETORL <R bR E (BARAEE B, AARES ) ROVFEIED vy (AR
ABES G, AAANRE3HI) Thotz, £77, FEMTRIAEEIT25% L EDOENBD SN HEHS
XEER (HARAEE 42%, AARE292%) , AHRAE (HAANEE 0%, AARE25.0%) THY, AA
BECRBEIANE N -T2, B, HERPZFOMOEELAFERGIIEHE L HLITRD LR -
77,

U ED#E? S, BANEAANZBIT DU ANY ROyt n 7 7 A v, Lett kR
AL, REREWVTRVWEZZ DN,

(2) % b }AEERERER (RIS-USA-259 itE% : &% % 5.3.5.2.3)

Wl ED 25 20l E W T, U AR RSO O HTR RIS L 0 iR ST
W= B ICTRIE BB 141 Bl & 5512, AK|25mg, 37.5mg XiL 50 mg (2 #MFE, 12@M#&5)
WCH 0 Bz - b X0t AEMROEIEORSZ BHIE LT, BRIIESHRER L EhE L
77

AGRBRIL, AEEPURARREN N2~ F—L (BLF, HAL) , 7~ /A7 =F7Ev s (BLF,
QUET) XiI#A 7 #rr (BT, OLA) OfFEZxSGE L, £ Z1L RISHAL # (46 f5)) |
RIS/QUET £ (45 #]) XI% RIS/OLA Bf (50 1) & L Tt &1T-72,

AR CIE, JEREAL DO 7= D ICHURS MR IE 2B N9 2 MR & D 5E0E, TR ERT O] W
TYANRY FUBERRGTHZ 2 TREE LTV, #ERE D 59.7% (77/129 ) 78U A~
R BEDBNE G- 22 T o Te, 72, RS0 A RIE L2EE1T 4.3% (6 41)
IR, BGHEBIONFRIL, RISHAL #E2S 341 (6.5%) , RIS/QUET #7252 4 (4.4%) K&
RIS/OLA BE23 1481 (2.0%) T -7,
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BT XS 4E R (ITT4EH) 128\ T, Bl Z & O PANSS A a7 DR—RX T A >
PO DB ELE, WEHAERTIIRN—RAT A VI L THEFENICEERBY 2R LIz, £
B ERETIT § WM, 12 W8I K O A& AT O PANSS #8 2 o1 7 OSEHfEIC BN T, R—Z T A
ST L TR RRO b,

EMRNT A SEEFC B 1T 2 B EFLOREBLEIEIX, RIS/HAL #f 82.6% (38/46 f4])
RIS/QUET ¥ 82.2% (37/45 %)) , RIS/OLA &£ 76.0% (38/50 ) T, Tiaf EFHLITIHE,
RURIE, R, T, Pk OFRMEiEE Ch - 72, 58, 189, JRISZEEIL RIS/QUET Bz,
A, fEFAIE RIS/HAL BEIC LI Z < 388 BTz, B R AR 5% 30 B LAINIZAE LT
BRSO B o Tz, BEMICB W TR L2200 BEELRHEEFRORHEEESIT 15.6%
(22/141 f51) TH Y, ZDOWERIL RIS/HAL B 23.9% (11/46 #4]) , RIS/QUET B¥ 13.3% (6/45 f1))
K ONRIS/OLA BT 10.0% (5/50 f5l) Th o7, EERAEFRGO I LEBIEIG B ED-T-DIT,
i EIC Y HINDIHERTH T,

LI LD S, # AT EE TR S TW TS RIERE 2RV T, miiaRE O
CHEZD» DD ET, U ANY FUROANC X D82 HEZ &, KA 25 mg ~LENOF
O A TE D Z LRSS,

(3) % b tAERRAER (RIS-INT-85 k% : & & H 5.3.5.2.4)

2w =755 20 =R A 1h T T, ERPUE RO R R AN K IBE ST
oA S TRIE B 166 1 2 68212, A 25 mg, 37.5mg XX 50 mg (23RN, 12 BM&xE) (28]
DRz Tk EORAEN, BAEMRUEMEORNEBIIE LT, EROEEHABRE EH LT,

AGRBRIL, BTG PURS 5 3£ 28 Flupentixol decanoate (LA, FLU) , 77 x=F v (LLF,
FLUP) , T4 v u~XU K—/L (LL'F, HALD) XiX Zuclopentixol decanoate (UL F, ZUC)
DEEZEXG L L, ZZ4 RISFLU BE (41 41) , RIS/FLUP#E (33 #1) , RIS/HALD £ (50
f5) , RIS/ZUC#f (4241) & LTt &21T-7,

AGRER T, JEREAL O 72 DI HURHIR I A BN 2 LEN H HHA1E, TRERTH Y ERT o] Wr
TUANRY RUBERFEGET AL L A2THEE LTS, #BRE D 72.9% (121/166 f5]) 751D A~
U RVEEDBME S 2% 0 o7, e, WRAHmIc X a8 Piixafk 24 (1.2%) &
W Ip o T,

HRNEMANT T RER ITTHEH) 1I2BWT, WTINOEERETYH, PANSS A 27 OSEHIEN
NR—2 T A ISR NT TR L, CGI-S OFfifE R TH T _RTCoEEGHICB W THE
KEDUEAH M ANERD BTz,

LM DONT R LM BT 58 EFHERORIEIAIL, RIS/FLU A 68.3% (28/41 )
RIS/FLUP # 51.5% (17/33 1) , RIS/HALD ¥ 54.0% (27/50 ) , RIS/ZUC £f 57.1% (24/42
) &, RIS/FLUBEM ONRIS/ZUC BETEN o7z, LA ERGL, R ikmE, RIRE, R
72, MEIRRESE, §E, mEMED Vv, M a 7 s FUE, M N OB, SIEEEk, T
H, W, M7 77T UMEROMEKCH -7, FEEFNITREO bNT, BEMICBWTRAL
7 ZDOMOEER LA EFROBIEIG L 8.4% (14/166 i) Th-o7-, ZDOWFRIE, RIS/FLU #t
7.3% (3/41f51) , RIS/FLUP #f 6.1% (2/33 f5) , RIS/HALD #f 4.0% (2/50 f#) , RIS/ZUC #f
16.7% (7/425) &, RIS/ZUCEETE N5 DD, F OO 5 CIIRRE S IZFBRETH
ofc, EREERAEFGL, BPRMEEE, RSIREXROMEGRIETH -,

LI EDRGEN S, ERGUR RS ORI A TR S TO e G RIE A I8V T,
AU RUBAANC LD EAM 2L LS, REPOAMIAF~OEPEZNTE 5 L
RENT,
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1.5.3.2.3 E N ER PR EXBR

HAICEW TR, ARIOBRRICEFTsch0, 20fE )7 s mo s s aE R Ek
- WIEIR BT ARAE (LU, EERDEME (TR (B8R 541 2170, AFINEAR
NZHIDTEREGEEND Z E0 D, O Y ARY RUBAICHRFERORGRIPERE 245 LT 5
VBN D EOEER/T, & TR ERGEYEFERER (RIS-JPN-16 35 : A#] 25 mg, 50 mg
X% 75 mg BRI G) 2% L7z, TORE, BARANIEIT HARA 75 mg HEIER 5 £ TORRFM,
AN 25~75 mg DO#FH T EARAFH 72 MAE P SEYIRE O R/ 2 R LT,

e, 20 A T hi s BRI OBBE (BEGE 54.2) (2BWT, IR
Rk 2 a3 20, TS D ERHEO KRR 5ROy EN e K OB EM A MR T D03
W5HEOHEEHT, MERMEBRE Zx5RE U CH VIHBKE B GERYEhERER (RIS-SIV-
101 38R : AAI 25 mg, 37.5mg XL 50 mg # 2 EMHME, 12 BM&ES) 2% L7z, HEICONT
X, WA CTORFEHETHS 3HE 25mg, 37.5mg X TUN50mg) ZER L7-, ZOREE, 15
Ry DHEYBIHE L W, AH 25~50 mg D Cpax, AUC S O] if 5 o B HERS |3 B AR B ME 2
L, EFIRBIZEIT D Cyu (XA THME SN KEEGRBROBR LB L TV D Z &R
STz, £z, BEIREHEE L CHEM L2AIMMEORFHZE W TE, WToHEIZE N T
PANSS A 2 T IIR—A T4 X0 L, ROFUBHFEEN LUV EZHI2HT-0, TOF
IPEIIARKIR: 5% BHEFF SN D Z VR S iz, B, BREMIZRW T, BRI o8
LIcAFEFRROBEOHEL, BFEOY AXRY FURNDATINE TITHE SN TWDLES, &
L < IEAB OB ERRBR THRE SN TVIFRLE KE B2 L0 TR -T2,

noofifezs, e caRERIcE T 5 3EEOERIE (3EER543) %
1TV, RERNOFEIMER NEEVEEBREAET A 720120, U A RUROAIE OlEGERBRZ1To 2
ENHEEUITH S EOEEHT, MARMNERET ZRRITY AR RUGEITHT 5 H M0 IES
PER O PO it 2 HAY & L7228 N ARFES PR (RIS-JPN-S31 3R « Migikic L, K
#1125 mg, 37.5mg X% 50 mg2 FHEFE, &L <ITY AU R8E2mg, 4mg XX 6mg/H% 24
WHEBE) 2% L, TORE, EEMCh D &I O PANSS A 27 DX—2 5 A
VN DOEALEITBWT, ARIEET U ARY RUBERICHE LRELS AL RN ERE I, F
WAHHICB W T b Z O EN L SN, £, Zettickn iy, RBRMEPICERA A%
FRIWTRHL Y ARY RURAOFITHMOLDOTH Y, TOMHESLSRNCRETH -T2,

F 72, RIS-JPN-S31 #BR CAAIBEICHI O i L, RRAESE T LIgBRE ARG L Lz 48 F
TOREWMG 5508 (RIS-JPN-S32 5B : A% 25 mg, 37.5 mg Xi¥ 50 mg 2 HEMREE L) Off
B, 1 EMIC D D ARAE# 5RO F MR VRS R S,

INSOMEBREREZ b LT, ENARBRHEZITI 2L L Lk,
A W AREABR O 2 LA R ISR,
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(1) HBIHEEYHERER (RIS-JPN-16 55 : FHEEF 5.3.3.2.1)

Wl = A0 20 = B T T, U RRY R AR DR TR T ORS RIE R
13 il & 5 BT AFA 25 mg, 50 mg X% 75 mg H R G-If D222 O FR et o OSSR Eh R PR PE D
HEE 2 HAY & U CH RSB RE AR 4 FEh L 72,

AFNOIMIEF Y ALY Koy 9-0H-Y AU R R OVEMER IR EHERS 2 HEE LIRS, v
NORAEICBWNTHLEERE# 2~3BHOA 70 R 7 2T b Y ZAXY RUOBHBNIZEA L LS
NWT 75 4 Lotk, FEBHNH Y, H5H% 4~5I12 Couax \ZFEL, 7TEIZIZHET S LN
ST B ER LTe, $£72, 25~75 mg O HEHIPH TD Cpax 2 O AUC 25day—\ & BT O HE 1358
DBV, ARRERES RIS CFE M S 7 BRI G-I E BRI (RIS-INT-54 3BR) OFER &K
L ERLT, BARNEAEANOMEFEDBEHBITHLL T LB LT,

LARVERRAT R GERIC BT, BEFGT 136 1241, FF28 B L, ZDOWNRIE, 25
mg BET 2144 (2241) , S0mgHET 84 (4/441) , 75mgHET 1814 (6/76]) Th o7, FETHI
RO HNT, TOMOEELAFEFRIL TS mg D 1 FIZBWTAAIE S 56 H B IR A
D HITEH, KAIFEG 74 BHIZEE L, AH L ORRBEKRITIGE S,

PLEDORAEN S, ARHI 75 mg A5 £ TOIRFMEN RIS, REOEYERE T 0 7 7 A /i
WAARBRICB T OE E RESERDLOTIT RN ERRENT,

(2)  FINBEYEHESER (RIS-SIV-101 & : SEEEH 5.3.3.2.2)

W=7 5 0= A eI, SRR RS 28 6% k51T, AK] 25 mg, 37.5 mg
I 50 mg SKAEFEGHE RN, 12 8RS OEMBERE, etk OEMEORRE B &
LT, % VIR o5 & F0iE L 7=,

WTROHAEICBW T HIMES U 220 Ko, 9-0H-Y A2 R K OVEMER S T B 130 ]
H# 6l (85 4BH) [QIXEFREBIZE L, EFREBIZI T 2 IEMERSG O e i e 2|
R (tnay) (F 6 BB 544 6.59~9.45 H CH®EIZ X 221307z, EFRIRRBIZE T D16
85T D Craxs AUC (10w 12w O} Cys ay 121 25~50 mg O &GP T A BN 2580, ik 5% 0
S () 133.93~4.14 HTH Y HREIC K 1T o7,

LR VERRAT R SRR 361 DA EHGUL 28 il 27 BN HEL L7223, RELEIA I HERAEIX
BOLNT, Fo, HCAPRZEOMOEERAEFZITBDO NN -T2, ERAEFEFRIE, M
7 a g7 F o, FXEORIER LT 7 LT F o R ARFF—BEINToH - 7=, RIS-JPN-
16 ERO AR & DIEETH, AFEFRZOFEECRBAEEGDRESELRL Z LT, KEREIC
X o THERGEIMT 2@ X7 o7,

BIREICIR R L2 BRI OWTIE, AFINS O EE A EBLNRNT T X A KL
KD 455 PANSSHEA AT INR—R T A N2~ L, EFIREEEZEZOND 2BERKEE T
TR Lo, Dk b IMERISTER Y DA T2 B2 65 18 £ TR a7 ORI
MEFF SN o, £72, CGI-CIZOWTH PANSSHAA 27 L[AkE, #REFZRIER DUGEEZ RO T,

VI EDORREX O, AFH 25~50 mg I HG-H 0 E FEAIRBEIC BT 2 eIz ThH 5 = L
B STz, F£72, AFIEEGREO AR R S, HAKIEICRHT 2B/ EN RS,

(3) ZENMAIELHRER (RIS-JPN-S31 HER : SLEE R 5.3.5.1.1)

W= A5 20 = A c T T, SEARFEERE 198 Bl % R, AKI25mg, 37.5mg
XiE 50 mg (BN, 248#%E) OFERPECHOWTY 22 R $E2mg, 4 mg ik 6 mg/H
Q4B [ZhT 2IELMERIETHZ L2 BN E LT, & NAHIELHRER 2 ) L7,
F I BREMEIZOWT b s RE LT,

HINMEREAT S REE M C b 2 B KROFENTRISER] (FAS) (28B\WT, EEFHMIE B CTh 2 kil
lFED PANSS R A 2T DR—R T A U )nD O bR (/b 3 EHE) OREFZER O D 95%
fEHEXIE-03 [-535;4.82] ThHhotlz, FHEXEO ERIZIELHEORIME L U CRRBREHEFFIC
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WELTZTZ2 THHo7-, 72, BBRKTHROERIIBWT, MBS NHIELERR TRE I
TWERAME 6 LEE_THEFN % FlEl> Tz, HIZ, PANSS OEIRMENT & O CGI-C ZEDEIVK
FHEIEE b Z O R AT oL TH o T,

LEMRNT I SERIZ B T 2 HEFLOFBIEIEIX, AFIRE93.2% (137/14741) , U A~XY
R EERE 96.1% (49/51 f5]) &, WEECIRIERRE CThH o7z, AFIBECTRIA LI E2HEELIT,
AHE, M7 w7 7 F 8N, SHgas, REHEM, E#, BAERiktms sy 7ykeY) K
WNcho7=m, TNHOHEGTY AXY RUERICHLRO LN TE Y, HBIES Lt aERE
Thole, FHEHIIRD LT, TOMOEERAEFEFLRIIAARE 11.6% (17/147 1, 2214) K
WU AXY R UBERES5.9% (B/51 41, 3/F) ICRBLLED, Wb UAXY RUoFERFLRE L
THEHOEZ TH -7,

UEOREEELY, HARIVERE I L TARAOEINENR Y AU RS LRKEL<H LR
WZ EWTRBEN, £, AAIOERE LN, BEMEL Y AXY RUgELRIETH DL Z &N
RS iz,

(4) ZNAEPRFIZSHBR (RIS-JPN-S32 HE : & H 5.3.5.2.10)

20 = 71725, RIS-IPN-S31RBRICI W CTAFIBHCEI 0 A1) b, FRBRZ 52T L=
83 il & x40, AKI25mg, 37.5mg T 50 mg B GE (2@AMNE, 48 HRRE) D74
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

RISPERDAL® CONSTA® (risperidone) LONG-ACTING INJECTION
Initial U.S. Approval: 2003

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. RISPERDAL®
CONSTA® is not approved for use in patients with dementia-related
psychosis. (5.1)

Boxed Warning October 2008
Warnings and Precautions (5.1) October 2008
Warnings and Precautions, Priapism (5.11) October 2008

INDICATIONS AND USAGE
RISPERDAL® CONSTA® is an atypical antipsychotic agent indicated for the
treatment of schizophrenia.

e For patients who have never taken oral RISPERDAL?®, tolerability should
be established with oral RISPERDAL® prior to initiating treatment with
RISPERDAL® CONSTA® (2)

o Administer by deep intramuscular (IM) deltoid or gluteal injection. Each
injection should be administered by a health care professional using the
appropriate enclosed safety needle (1-inch for deltoid administration
alternating injections between the two arms and 2-inch for gluteal
administration alternating injections between the two buttocks). Do not
administer intravenously. (2)

o 25 mg intramuscular (IM) every 2 weeks. 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 every 2 weeks. (2)

 Oral RISPERDAL® (or another antipsychotic medication) should be given
with the first injection of RISPERDAL® CONSTA®, and continued for 3
weeks (and then discontinued) to ensure adequate therapeutic plasma
concentrations from RISPERDAL® CONSTA®. (2)

« Upward dose adjustment of RISPERDAL® CONSTA® should not be made
more frequently than every 4 weeks. Clinical effects of each upward dose
adjustment should not be anticipated earlier than 3 weeks after injection.
@

¢ Avoid inadvertent administration into a blood vessel. (5.14)

o See Full Prescribing Information Section 2.6 for instructions for use.

Vial kits: 12.5, 25, 37.5, and 50 mg (3)

CONTRAINDICATIONS
o Known hypersensitivity to the product (4)

o Cerebrovascular events, including stroke, in elderly patients with dementia-
related psychosis. RISPERDAL® is not approved for use in patients with
dementia-related psychosis (5.2)
o Neuroleptic Malignant Syndrome: Manage with immediate discontinuation
and close monitoring (5.3)

Tardive Dyskinesia: Discontinue treatment if clinically appropriate (5.4)

Hyperglycemia and Diabetes Mellitus- in some cases extreme and
associated with ketoacidosis or hyperosmolar coma or death, has been
reported in patients taking risperidone. Patients with diabetes mellitus
should have glucose levels monitored regularly. Patients with risk
factors for diabetes mellitus should undergo fasting glucose testing at the
beginning of treatment and periodically during treatment. All patients
taking risperidone should be monitored for symptoms of hyperglycemia.
Symptomatic patients should undergo fasting glucose testing. (5.5)

o Hyperprolactinemia: Risperidone treatment may elevate prolactin levels.
Long-standing hyperprolactinemia, when associated with
hypogonadism, can lead to decreased bone density in men and women.
(5.6)

» Orthostatic hypotension: associated with dizziness, tachycardia,
bradycardia, and syncope can occur, especially during initial dose
titration with oral risperidone. Use caution in patients with
cardiovascular disease, cerebrovascular disease, and conditions that
could affect hemodynamic responses. (5.7)

» Potential for cognitive and motor impairment: has potential to impair
judgment, thinking, and motor skills. Use caution when operating
machinery, including automobiles. (5.8)

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

o Dysphagia: Esophageal dysmotility and aspiration can occur. Use
cautiously in patients at risk for aspiration pneumonia. (5.10)

o Priapism: has been reported. Severe priapism may require surgical
intervention. (5.11)

e Thrombotic Thrombocytopenic Purpura (TTP): has been reported. (5.12)

o Avoid inadvertent administration into a blood vessel (5.14)

o Suicide: The possibility of a suicide attempt is inherent in Schizophrenia.
Close supervision of high-risk patients should accompany drug therapy.
(5.16)

o Increased sensitivity in patients with Parkinson’s disease or those with
dementia with Lewy bodies: has been reported. Manifestations include
mental status changes, motor impairment, extrapyramidal symptoms,
and features consistent with Neuroleptic Malignant Syndrome. (5.17)

o Diseases or conditions that could affect metabolism or hemodynamic
responses: Use with caution in patients with such medical conditions
(e.g., recent myocardial infarction or unstable cardiac disease) (5.17)

ADVERSE REACTIONS
The most common adverse reactions in clinical trials (> 5%) were: headache,
parkinsonism, dizziness, akathisia, fatigue, constipation, dyspepsia, sedation,
weight increased, pain in extremity, and dry mouth. (6)

The most common adverse reactions that were associated with discontinuation
from clinical trials were agitation, depression, anxiety, and akathisia. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Janssen, L.P.
at 1-800-JANSSEN (1-800-526-7736) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS

o Due to CNS effects, use caution when administering with other centrally-
acting drugs. Avoid alcohol. (7.1)

o Due to hypotensive effects, hypotensive effects of other drugs with this

potential may be enhanced. (7.2)

Effects of levodopa and dopamine agonists may be antagonized. (7.3)

Cimetidine and ranitidine increase the bioavailability of risperidone. (7.5)

Clozapine may decrease clearance of risperidone. (7.6)

Fluoxetine and paroxetine increase plasma concentrations of risperidone.

(7.11)

o Carbamazepine and other enzyme inducers decrease plasma concentrations
of risperidone. (7.12)

 Renal or Hepatic Impairment: dose appropriately with oral RISPERDAL®
prior to initiating treatment with RISPERDAL® CONSTA®. A lower
starting dose of RISPERDAL® CONSTA® of 12.5 mg may be appropriate
in some patients. (2.1)

o Nursing Mothers: should not breast feed. (8.3)

o Pediatric Use: safety and effectiveness not established in patients less than
18 years of age. (8.4)

o Elderly: dosing for otherwise healthy elderly patients is the same as for
healthy nonelderly. Elderly may be more predisposed to orthostatic effects
than nonelderly. (8.5)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: October 2008
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
at an increased risk of death. Analyses of 17 placebo-controlled trials (modal duration
of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of
death in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-
treated patients. Over the course of a typical 10-week controlled trial, the rate of death
in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the
placebo group. Although the causes of death were varied, most of the deaths appeared
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g.,
pneumonia) in nature. Observational studies suggest that, similar to atypical
antipsychotic drugs, treatment with conventional antipsychotic drugs may increase
mortality. The extent to which the findings of increased mortality in observational
studies may be attributed to the antipsychotic drug as opposed to some
characteristic(s) of the patients is not clear. RISPERDAL® CONSTA®(risperidone) is
not approved for the treatment of patients with dementia-related psychosis. [See
Warnings and Precautions (5.1)]

INDICATIONS AND USAGE
RISPERDAL® CONSTA® (risperidone) is indicated for the treatment of schizophrenia [see
Clinical Studies (14)].

DOSAGE AND ADMINISTRATION

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 [see Dosage and Administration
(2.6)]. 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.

The recommended dose 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.




2.1

A lower initial dose of 12.5 mg may be appropriate when clinical factors warrant dose
adjustment, such as in patients with hepatic or renal impairment, for certain drug interactions
that increase risperidone plasma concentrations [see DRUG INTERACTIONS (7.11)] or in
patients who have a history of poor tolerability to psychotropic medications. The efficacy of
the 12.5 mg dose has not been investigated in clinical trials.

Oral RISPERDAL® (or another antipsychotic medication) should be given with the first
injection of RISPERDAL® CONSTA® and continued for 3 weeks (and then discontinued) to
ensure that adequate therapeutic plasma concentrations are maintained prior to the main
release phase of risperidone from the injection site [see Clinical Pharmacology (12.3)].

Upward dose adjustment should not be made more frequently than every 4 weeks. The
clinical effects of this dose adjustment should not be anticipated earlier than 3 weeks after
the first injection with the higher dose.

In patients with clinical factors such as hepatic or renal impairment or certain drug
interactions that increase risperidone plasma concentrations [see DRUG INTERACTIONS
(7.11)], dose reduction as low as 12.5 mg may be appropriate. The efficacy of the 12.5 mg
dose has not been investigated in clinical trials.

Do not combine two different dose strengths of RISPERDAL® CONSTA® in a single
administration.

The efficacy of RISPERDAL® CONSTA® has not been evaluated in controlled clinical trials
for longer than 12 weeks. Therefore, 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.

Dosage in Special Populations
Elderly
For elderly patients treated with RISPERDAL® CONSTA®, the recommended dosage is
25 mg IM every 2 weeks. Oral RISPERDAL® (or another antipsychotic medication) should
be given with the first injection of RISPERDAL® CONSTA® and should be continued for
3 weeks to ensure that adequate therapeutic plasma concentrations are maintained prior to
the main release phase of risperidone from the injection site [see Clinical Pharmacology
(12.3)].

Renal or Hepatic Impairment
Patients with renal or hepatic impairment should be treated with titrated doses of oral
RISPERDAL® prior to initiating treatment with RISPERDAL® CONSTA®. The

4



2.2

2.3

2.4

recommended starting dose is 0.5 mg oral RISPERDAL® twice daily during the first week,
which can be increased to 1 mg twice daily or 2 mg once daily during the second week. If a
total daily dose of at least 2 mg oral RISPERDAL® is well tolerated, an injection of 25 mg
RISPERDAL® CONSTA® can be administered every 2 weeks. Oral supplementation should
be continued for 3 weeks after the first injection until the main release of risperidone from
the injection site has begun. In some patients, slower titration may be medically appropriate.
Alternatively, a starting dose of RISPERDAL® CONSTA® of 12.5 mg may be appropriate.
The efficacy of the 12.5 mg dose has not been investigated in clinical trials.

Patients with renal impairment may have less ability to eliminate risperidone than normal
adults. Patients with impaired hepatic function may have an increase in the free fraction of
the risperidone, possibly resulting in an enhanced effect [see Clinical Pharmacology (12.3)].
Elderly patients and patients with a predisposition to hypotensive reactions or for whom
such reactions would pose a particular risk should be instructed in nonpharmacologic
interventions that help to reduce the occurrence of orthostatic hypotension (e.g., sitting on
the edge of the bed for several minutes before attempting to stand in the morning and slowly
rising from a seated position). These patients should avoid sodium depletion or dehydration,
and circumstances that accentuate hypotension (alcohol intake, high ambient temperature,
etc.). Monitoring of orthostatic vital signs should be considered [see Warnings and
Precautions (5.9)].

Maintenance Therapy
Although no controlled studies have been conducted to answer the question of how long
patients 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. Patients should be periodically reassessed to determine the need for continued
treatment.

Reinitiation of Treatment in Patients Previously Discontinued
There are no data to specifically address reinitiation of treatment. When restarting patients
who have had an interval off treatment with RISPERDAL® CONSTA®, supplementation
with oral RISPERDAL® (or another antipsychotic medication) should be administered.

Switching from Other Antipsychotics
There are no systematically collected data to specifically address switching schizophrenic
patients from other antipsychotics to RISPERDAL® CONSTA®, or concerning concomitant
administration with other antipsychotics. Previous antipsychotics should be continued for



3 weeks after the first injection of RISPERDAL® CONSTA® to ensure that therapeutic
concentrations are maintained until the main release phase of risperidone from the injection
site has begun [see Clinical Pharmacology (12.3)]. For schizophrenic patients who have
never taken oral RISPERDAL®, it is recommended to establish tolerability with oral
RISPERDAL® prior to initiating treatment with RISPERDAL® CONSTA®. As
recommended with other antipsychotic medications, the need for continuing existing EPS
medication should be re-evaluated periodically.

2.5 Co-Administration of RISPERDAL® CONSTA® with Certain Other Medications
Co-administration of carbamazepine and other CYP 3A4 enzyme inducers (e.g., phenytoin,
rifampin, phenobarbital) with risperidone would be expected to cause decreases in the
plasma concentrations of the sum of risperidone and 9-hydroxyrisperidone combined, which
could lead to decreased efficacy of RISPERDAL® CONSTA® treatment. The dose of
risperidone needs to be titrated accordingly for patients receiving these enzyme inducers,
especially during initiation or discontinuation of therapy with these inducers [see Drug
Interactions (7.11)]. At the initiation of therapy with carbamazepine or other known CYP
3A4 hepatic enzyme inducers, patients should be closely monitored during the first
4-8 weeks, since the dose of RISPERDAL® CONSTA® may need to be adjusted. A dose
increase, or additional oral RISPERDAL®, may need to be considered. On discontinuation
of carbamazepine or other CYP 3A4 hepatic enzyme inducers, the dosage of RISPERDAL®
CONSTA® should be re-evaluated and, if necessary, decreased. Patients may be placed on a
lower dose of RISPERDAL® CONSTA® between 2 to 4 weeks before the planned
discontinuation of carbamazepine or other CYP 3A4 inducers to adjust for the expected
increase in plasma concentrations of risperidone plus 9-hydroxyrisperidone. For patients
treated with the recommended dose of 25 mg RISPERDAL® CONSTA® and discontinuing
from carbamazepine or other CYP3A4 enzyme inducers, it is recommended to continue
treatment with the 25-mg dose unless clinical judgment necessitates lowering the
RISPERDAL® CONSTA® dose to 12.5 mg or necessitates interruption of RISPERDAL®
CONSTA® treatment. The efficacy of the12.5 mg dose has not been investigated in clinical
trials.

Fluoxetine and paroxetine, CYP 2D6 inhibitors, have been shown to increase the plasma
concentration of risperidone 2.5-2.8 fold and 3-9 fold respectively. Fluoxetine did not affect
the plasma concentration of 9-hydroxyrisperidone. Paroxetine lowered the concentration of
9-hydroxyrisperidone by about 10%. The dose of risperidone needs to be titrated
accordingly when fluoxetine or paroxetine is co-administered. When either concomitant
fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the



dose of RISPERDAL® CONSTA®. When initiation of fluoxetine or paroxetine is
considered, patients may be placed on a lower dose of RISPERDAL® CONSTA® between
2 to 4 weeks before the planned start of fluoxetine or paroxetine therapy to adjust for the
expected increase in plasma concentrations of risperidone. When fluoxetine or paroxetine is
initiated in patients receiving the recommended dose of 25 mg RISPERDAL® CONSTA®, it
is recommended to continue treatment with the 25-mg dose unless clinical judgment
necessitates lowering the RISPERDAL® CONSTA® dose to 12.5 mg or necessitates
interruption of RISPERDAL® CONSTA® treatment. When RISPERDAL® CONSTA® is
initiated in patients already receiving fluoxetine or paroxetine, a starting dose of 12.5 mg
can be considered. The efficacy of the 12.5 mg dose has not been investigated in clinical
trials. The effects of discontinuation of concomitant fluoxetine or paroxetine therapy on the
pharmacokinetics of risperidone and 9-hydroxyrisperidone have not been studied. [See Drug
Interactions (7.11)]

2.6 Instructions for Use
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RISPERDAL® CONSTA® must be reconstituted only in the diluent supplied in the dose
pack, and must be administered with only the appropriate needle supplied in the dose pack
for gluteal (2-inch needle) or deltoid (1-inch needle) administration. All components are
required for administration. Do not substitute any components of the dose pack. To assure
that the intended dose of risperidone is delivered, the full contents from the vial must be
administered. Administration of partial contents may not deliver the intended dose of
risperidone.



Remove the dose pack of RISPERDAL® CONSTA® from the refrigerator and allow it to
come to room temperature prior to reconstitution.

1. Flip off the plastic colored cap from the vial.

2. Peel back the blister pouch and remove the SmartSite® Needle-Free Vial Access Device
by holding the white luer cap. Do not touch the spike tip of the access device at any time.

3. Place vial on a hard surface. Hold the base of the vial. Orient the SmartSite® Access
Device vertically over the vial so that the spike tip is at the center of the vial’s rubber
stopper. With a straight downward push, press the spike tip of the SmartSite® Access
Device through the center of the vial’s rubber stopper until the device securely snaps onto

—¥
Nk
N




4.

5.

6.

Swab the syringe connection point (blue circle) of the SmartSite® Access Device with
preferred antiseptic prior to attaching the syringe to the SmartSite® Access Device.

The prefilled syringe has a white cap consisting of 2 parts: a knurled collar and a smooth
cap. To open the syringe, hold the syringe by the knurled collar and snap off the smooth
cap (DO NOT TWIST OFF THE CAP). Remove the white cap together with the rubber
tip cap inside.

white cap

For all syringe assembly steps, hold the syringe only by the white collar, located at the tip
of the syringe. Be careful to not overtighten components when assembling.
Overtightening connections may cause syringe component parts to loosen from the
syringe body.

While holding the white collar of the syringe, press the syringe tip into the blue circle of
the SmartSite® Access Device and twist in a clockwise motion to attach the syringe to
the SmartSite® Access Device. Hold the skirt of the SmartSite® Access Device during
attachment to prevent it from spinning. Keep the syringe and SmartSite® Access Device
aligned.



7. Inject the entire contents of the syringe containing the diluent into the vial.

8. Shake the vial vigorously while holding the plunger rod down with the thumb for a
minimum of 10 seconds to ensure a homogeneous suspension. When properly mixed, the
suspension appears uniform, thick, and milky in color. The particles will be visible in
liquid, but no dry particles remain.

9. Do not store the vial after reconstitution or the suspension may settle. If 2 minutes pass
before injection, re-suspend by shaking vigorously.
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10.

11.

12.

13.

Invert the vial completely and slowly withdraw the suspension from the vial into the
syringe. Tear section of the vial label at the perforation and apply detached label to
syringe for identification purposes.

While holding the white collar of the syringe, unscrew the syringe from the SmartSite®
Access Device. Discard both the vial and access device appropriately.

Select the appropriate needle:

For GLUTEAL injection, select the 20G TW 2-inch needle (longer needle with yellow
colored hub in blister with yellow print)

For DELTOID injection, select the 21G UTW 1-inch needle (shorter needle with green
colored hub in blister with green print)

Peel the blister pouch of the Needle-Pro® device open halfway. Grasp sheath using the
plastic peel pouch. While holding the white collar of the syringe, attach the leur
connection of the Needle-Pro® device to the syringe with an easy clockwise twisting
motion.

11



blister pouch

14. If 2 minutes pass before injection, re-suspend by shaking vigorously.

15. While holding the white collar of the syringe, pull the sheath away from the needle- do
not twist the sheath because it could result in loosening the needle.

16. Tap the syringe gently to make any air bubbles rise to the top. De-aerate syringe by
moving plunger rod carefully forward, with the needle in an upright position. Inject the
entire contents of the syringe intramuscularly (IM) into the selected gluteal or deltoid
muscle of the patient within 2 minutes to avoid settling. Gluteal injection should be made
into the upper-outer quadrant of the gluteal area. DO NOT ADMINISTER

INTRAVENOUSLY.
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WARNING: To avoid a needle stick injury with a contaminated needle, do not:

o intentionally disengage the Needle-Pro® device

e  attempt to straighten the needle or engage Needle-Pro® device if the needle is bent
or damaged

o mishandle the needle protection device that could lead to protrusion of the needle
from it

17. After injection is complete, use only one hand and tabletop or other hard surface to snap
needle into the orange needle protector device before discarding. Discard needle
appropriately. Also discard the other (unused) needle.
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Upon suspension in the diluent, it is recommended to use RISPERDAL® CONSTA®
immediately. RISPERDAL® CONSTA® must be used within 6 hours of suspension.
Resuspension of RISPERDAL® CONSTA® will be necessary prior to administration, as
settling will occur over time once the product is in suspension. Keeping the vial upright,
shake vigorously back and forth for as long as it takes to resuspend the microspheres. Once
in suspension, the product should not be exposed to temperatures above 77°F (25°C).

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

DOSAGE FORMS AND STRENGTHS

RISPERDAL® CONSTA® is available in dosage strengths of 12.5, 25 mg, 37.5 mg, and 50
mg risperidone. It is provided as a dose pack, consisting of a vial containing the risperidone
microspheres, a pre-filled syringe containing 2 mL of diluent for RISPERDAL® CONSTA®,
a SmartSite® Needle-Free Vial Access Device, and two Needle-Pro® safety needles for
intramuscular injection (a 21 G UTW 1-inch needle with needle protection device for deltoid
administration and a 20 G TW needle with needle protection device for gluteal
administration).
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4 CONTRAINDICATIONS
RISPERDAL® CONSTA® (risperidone) is contraindicated in patients with a known
hypersensitivity to the product.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are
at an increased risk of death. RISPERDAL®CONSTA®(risperidone) is not approved
for the treatment of dementia-related psychosis (see Boxed Warning).

5.2 Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with
Dementia-Related Psychosis

Cerebrovascular adverse events (e.g., stroke, transient ischemic attack), including fatalities,
were reported in patients (mean age 85 years; range 73-97) in trials of oral risperidone in
elderly patients with dementia-related psychosis. In placebo-controlled trials, there was a
significantly higher incidence of cerebrovascular adverse events in patients treated with oral
risperidone compared to patients treated with placebo. RISPERDAL® CONSTA® is not
approved for the treatment of patients with dementia-related psychosis [See also Boxed
Warning and Warnings and Precautions (5.1)]

5.3 Neuroleptic Malignant Syndrome (NMS)
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) has been reported in association with antipsychotic drugs. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and
evidence of autonomic instability (irregular pulse or blood pressure, tachycardia,
diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated creatine
phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

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

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

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

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

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

There is no known treatment for established cases of tardive dyskinesia, although the
syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn.
Antipsychotic treatment, itself, however, may suppress (or partially suppress) the signs and
symptoms of the syndrome and thereby may possibly mask the underlying process. The
effect that symptomatic suppression has upon the long-term course of the syndrome is
unknown.

Given these considerations, RISPERDAL® CONSTA® should be prescribed in a manner
that is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic
treatment should generally be reserved for patients who suffer from a chronic illness that:
(1) is known to respond to antipsychotic drugs, and (2) for whom alternative, equally
effective, but potentially less harmful treatments are not available or appropriate. In patients
who do require chronic treatment, the smallest dose and the shortest duration of treatment
producing a satisfactory clinical response should be sought. The need for continued
treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient treated with RISPERDAL®
CONSTA®, drug discontinuation should be considered. However, some patients may require
treatment with RISPERDAL® CONSTA® despite the presence of the syndrome.
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5.5 Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical antipsychotics including
RISPERDAL®. Assessment of the relationship between atypical antipsychotic use and
glucose abnormalities is complicated by the possibility of an increased background risk of
diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes
mellitus in the general population. Given these confounders, the relationship between
atypical antipsychotic use and hyperglycemia-related adverse events is not completely
understood. However, epidemiological studies suggest an increased risk of treatment-
emergent hyperglycemia-related adverse events in patients treated with the atypical
antipsychotics. Precise risk estimates for hyperglycemia-related adverse events in patients
treated with atypical antipsychotics are not available.

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

5.6 Hyperprolactinemia
As with other drugs that antagonize dopamine D, receptors, risperidone elevates prolactin
levels and the elevation persists during chronic administration. Risperidone is associated
with higher levels of prolactin elevation than other antipsychotic agents.

Hyperprolactinemia may suppress hypothalamic GnRH, resulting in reduced pituitary
gonadotropin secretion. This, in turn, may inhibit reproductive function by impairing
gonadal steroidogenesis in both female and male patients. Galactorrhea, amenorrhea,
gynecomastia, and impotence have been reported in patients receiving prolactin-elevating
compounds. Long-standing hyperprolactinemia when associated with hypogonadism may
lead to decreased bone density in both female and male subjects.

Tissue culture experiments indicate that approximately one-third of human breast cancers
are prolactin dependent in vitro, a factor of potential importance if the prescription of these

16



5.7

5.8

5.9

drugs is contemplated in a patient with previously detected breast cancer. An increase in
pituitary gland, mammary gland, and pancreatic islet cell neoplasia (mammary
adenocarcinomas, pituitary and pancreatic adenomas) was observed in the risperidone
carcinogenicity studies conducted in mice and rats [see Nonclinical Toxicology (13.1)].
Neither clinical studies nor epidemiologic studies conducted to date have shown an
association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidence is considered too limited to be conclusive at this time.

Orthostatic Hypotension
RISPERDAL® CONSTA® may induce orthostatic hypotension associated with dizziness,
tachycardia, and in some patients, syncope, especially during the initial dose-titration period
with oral risperidone, probably reflecting its alpha-adrenergic antagonistic properties.
Syncope was reported in 0.8% (12/1499 patients) of patients treated with RISPERDAL®
CONSTA® in multiple-dose studies. Patients should be instructed in nonpharmacologic
interventions that help to reduce the occurrence of orthostatic hypotension (e.g., sitting on
the edge of the bed for several minutes before attempting to stand in the morning and slowly
rising from a seated position).

RISPERDAL® CONSTA® should be used with particular caution in (1) patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or
conduction abnormalities), cerebrovascular disease, and conditions which would predispose
patients to hypotension, e.g., dehydration and hypovolemia, and (2) in the elderly and patients
with renal or hepatic impairment. Monitoring of orthostatic vital signs should be considered in
all such patients, and a dose reduction should be considered if hypotension occurs. Clinically
significant hypotension has been observed with concomitant use of oral RISPERDAL® and
antihypertensive medication.

Potential for Cognitive and Motor Impairment
Somnolence was reported by 5% of patients treated with RISPERDAL® CONSTA® in
multiple-dose trials. Since risperidone has the potential to impair judgment, thinking, or
motor skills, patients should be cautioned about operating hazardous machinery, including
automobiles, until they are reasonably certain that treatment with RISPERDAL® CONSTA®
does not affect them adversely.

Seizures
During premarketing testing, seizures occurred in 0.3% (5/1499 patients) of patients treated
with RISPERDAL® CONSTA®. Therefore, RISPERDAL® CONSTA® should be used
cautiously in patients with a history of seizures.
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5.10 Dysphagia
Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Aspiration pneumonia is a common cause of morbidity and mortality in patients with
advanced Alzheimer’s dementia. RISPERDAL® CONSTA® and other antipsychotic drugs
should be used cautiously in patients at risk for aspiration pneumonia. [See also Boxed
Warning and Warnings and Precautions (5.1)]

5.11 Priapism
Priapism has been reported during postmarketing surveillance [see Adverse Reactions (6.8)].
Severe priapism may require surgical intervention.

5.12 Thrombotic Thrombocytopenic Purpura (TTP)
A single case of TTP was reported in a 28 year-old female patient receiving oral RISPERDAL®
in a large, open premarketing experience (approximately 1300 patients). She experienced
jaundice, fever, and bruising, but eventually recovered after receiving plasmapheresis. The
relationship to RISPERDAL® therapy is unknown.

5.13 Body Temperature Regulation
Disruption of body temperature regulation has been attributed to antipsychotic agents. Both

hyperthermia and hypothermia have been reported in association with oral RISPERDAL® or
RISPERDAL® CONSTA® use. Caution is advised when prescribing RISPERDAL®
CONSTA® for patients who will be exposed to temperature extremes.

5.14 Administration
RISPERDAL® CONSTA® should be injected into the deltoid or gluteal muscle, and care
must be taken to avoid inadvertent injection into a blood vessel. [See Dosage and
Administration (2) and Adverse Reactions (6.8)]

5.15 Antiemetic Effect
Risperidone has an antiemetic effect in animals; this effect may also occur in humans, and may
mask signs and symptoms of overdosage with certain drugs or of conditions such as intestinal
obstruction, Reye’s syndrome, and brain tumor.

5.16 Suicide
The possibility of a suicide attempt is inherent in schizophrenia, and close supervision of
high-risk patients should accompany drug therapy. RISPERDAL® CONSTA® is to be
administered by a health care professional [see Dosage and Administration (2)]; therefore,
suicide due to an overdose is unlikely.
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5.17 Use in Patients with Concomitant lliness

Clinical experience with RISPERDAL® CONSTA® in patients with certain concomitant
systemic illnesses is limited. Patients with Parkinson's Disease or Dementia with Lewy
Bodies who receive antipsychotics, including RISPERDAL® CONSTA®, are reported to
have an increased sensitivity to antipsychotic medications. Manifestations of this increased
sensitivity have been reported to include confusion, obtundation, postural instability with
frequent falls, extrapyramidal symptoms, and clinical features consistent with the
neuroleptic malignant syndrome.

Caution is advisable when using RISPERDAL® CONSTA® in patients with diseases or
conditions that could affect metabolism or hemodynamic responses. RISPERDAL®
CONSTA® has not been evaluated or used to any appreciable extent in patients with a recent
history of myocardial infarction or unstable heart disease. Patients with these diagnoses were
excluded from clinical studies during the product’s premarket testing.

Increased plasma concentrations of risperidone and 9-hydroxyrisperidone occur in patients with
severe renal impairment (creatinine clearance <30 mL/min/1.73 m?) treated with oral
RISPERDAL®; an increase in the free fraction of risperidone is also seen in patients with
severe hepatic impairment. Patients with renal or hepatic impairment should be carefully
titrated on oral RISPERDAL® before treatment with RISPERDAL® CONSTA® is initiated at
a dose of 25 mg. A lower initial dose of 12.5 mg may be appropriate when clinical factors
warrant dose adjustment, such as in patients with renal or hepatic impairment [see Dosage and
Administration (2.1)].

5.18 Osteodystrophy and Tumors in Animals
RISPERDAL® CONSTA® produced osteodystrophy in male and female rats in a 1-year
toxicity study and a 2-year carcinogenicity study at a dose of 40 mg/kg administered 1M
every 2 weeks.

RISPERDAL® CONSTA® produced renal tubular tumors (adenoma, adenocarcinoma) and
adrenomedullary pheochromocytomas in male rats in the 2-year carcinogenicity study at
40 mg/kg administered IM every 2 weeks. In addition, RISPERDAL® CONSTA® produced
an increase in a marker of cellular proliferation in renal tissue in males in the 1-year toxicity
study and in renal tumor-bearing males in the 2-year carcinogenicity study at 40 mg/kg
administered IM every 2 weeks. (Cellular proliferation was not measured at the low dose or
in females in either study.)
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The effect dose for osteodystrophy and the tumor findings is 8 times the IM maximum
recommended human dose (MRHD) (50 mg) on a mg/m? basis and is associated with a
plasma exposure (AUC) 2 times the expected plasma exposure (AUC) at the IM MRHD.
The no-effect dose for these findings was 5 mg/kg (equal to the IM MRHD on a mg/m?
basis). Plasma exposure (AUC) at the no-effect dose was one third the expected plasma
exposure (AUC) at the IM MRHD.

Neither the renal or adrenal tumors, nor osteodystrophy, were seen in studies of orally
administered risperidone. Osteodystrophy was not observed in dogs at doses up to
14 times (based on AUC) the IM MRHD in a 1-year toxicity study.

The renal tubular and adrenomedullary tumors in male rats and other tumor findings are
described in more detail in Section 13.1 (Carcinogenicity, Mutagenesis, Impairment of
Fertility).

The relevance of these findings to human risk is unknown.

5.19 Monitoring: Laboratory Tests
No specific laboratory tests are recommended.

6 ADVERSE REACTIONS
The following are discussed in more detail in other sections of the labeling:

o Increased mortality in elderly patients with dementia-related psychosis [see Boxed
Warning and Warnings and Precautions (5.1)]

e  Cerebrovascular adverse events, including stroke, in elderly patients with
dementia-related psychosis [see Warnings and Precautions (5.2)]

o Neuroleptic malignant syndrome [see Warnings and Precautions (5.3)]

e  Tardive dyskinesia [see Warnings and Precautions (5.4)]

o Hyperglycemia and diabetes mellitus [see Warnings and Precautions (5.5)]
o Hyperprolactinemia [see Warnings and Precautions (5.6)]

e  Orthostatic hypotension [see Warnings and Precautions (5.7)]

o Potential for cognitive and motor impairment [see Warnings and Precautions

(5.8)]

o Seizures [see Warnings and Precautions (5.9)]
o Dysphagia [see Warnings and Precautions (5.10)]
o Priapism [see Warnings and Precautions (5.11)]
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e  Thrombotic Thrombocytopenic Purpura (TTP) [see Warnings and Precautions
(5.12)]

o Disruption of body temperature regulation [see Warnings and Precautions (5.13)]

e Avoidance of inadvertent injection into a blood vessel [see Warnings and
Precautions (5.14)]

e  Antiemetic effect [see Warnings and Precautions (5.15)]
e  Suicide [see Warnings and Precautions (5.16)]

o Increased sensitivity in patients with Parkinson’s disease or those with dementia
with Lewy bodies [see Warnings and Precautions (5.17)]

o Diseases or conditions that could affect metabolism or hemodynamic responses
[see Warnings and Precautions (5.17)]

o Osteodystrophy and tumors in animals [see Warnings and Precautions (5.18)]

The most common adverse reactions in clinical trials (>5%) were: headache, parkinsonism,
dizziness, akathisia, fatigue, constipation, dyspepsia, sedation, weight increased, pain in
extremity, and dry mouth.

The most common adverse reactions that were associated with discontinuation from the
12-week double-blind, placebo-controlled (causing discontinuation in > 1% of patients)
were agitation, depression, anxiety, and akathisia [see Adverse Reactions (6.3)].

The data described in this section are derived from a clinical trial database consisting of
2392 patients exposed to one or more doses of RISPERDAL® CONSTA® for the treatment
of schizophrenia. Of these 2392 patients, 332 were patients who received RISPERDAL®
CONSTA® while participating in a 12-week double-blind, placebo-controlled trial.
Two hundred two (202) of the 332 were schizophrenia patients who received 25 mg or
50 mg RISPERDAL® CONSTA®. The conditions and duration of treatment with
RISPERDAL® CONSTA® varied greatly and included (in overlapping categories)
double-blind, fixed- and flexible-dose, placebo- or active-controlled studies and open-label
phases of studies, inpatients and outpatients, and short-term (up to 12 weeks) and
longer-term (up to 4 years) exposures. Safety was assessed by collecting adverse events and
performing physical examinations, vital signs, body weights, laboratory analyses, and ECGs.

Adverse events during exposure to study treatment were obtained by general inquiry and
recorded by clinical investigators using their own terminology. Consequently, to provide a
meaningful estimate of the proportion of individuals experiencing adverse events, events
were grouped in standardized categories using MedDRA terminology.
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Throughout this section, adverse reactions are reported. Adverse reactions are adverse
events that were considered to be reasonably associated with the use of RISPERDAL®
CONSTA® (adverse drug reactions) based on the comprehensive assessment of the available
adverse event information. A causal association for RISPERDAL® CONSTA® often cannot
be reliably established in individual cases. Further, because clinical trials are conducted
under widely varying conditions, adverse reaction rates observed in the clinical trials of a
drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice.

The majority of all adverse reactions were mild to moderate in severity.

6.1 Commonly-Observed Adverse Reactions in Double-Blind, Placebo-
Controlled Clinical Trials

Table 1 lists the adverse reactions reported in 2% or more of RISPERDAL® CONSTA®-
treated patients with schizophrenia in one 12-week double-blind, placebo-controlled trial.
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Table1l.  Adverse Reactions in > 2% of RISPERDAL® CONSTA®-Treated Patients with Schizophrenia in a
12-Week Double-Blind, Placebo-Controlled Trial

Percentage of Patients Reporting Event

RISPERDAL® CONSTA® Placebo

System Organ Class 25mg 50 mg

Adverse Reaction (N=99) (N=103) (N=98)
Eye disorders

Vision blurred 2 3 0

Gastrointestinal disorders

Constipation 5 7 1
Dry mouth 0 7 1
Dyspepsia 6 6 0
Nausea 3 4 5
Toothache 1 3 0
Salivary hypersecretion 4 1 0
General disorders and administration site conditions

Fatigue* 3 9 0
Edema peripheral 2 3 1
Pain 4 1 0
Pyrexia 2 1 0
Infections and infestations

Upper respiratory tract infection 2 0 1
Investigations

Weight increased 5 4 2
Weight decreased 4 1 1
Musculoskeletal and connective tissue disorders

Pain in extremity 6 2 1
Nervous system disorders

Headache 15 21 12
Parkinsonism* 8 15 9
Dizziness 7 11 6
Akathisia* 4 11 6
Sedation* 5 6 3
Tremor 0 3 0
Syncope 2 1 0
Hypoesthesia 2 0 0
Respiratory, thoracic and mediastinal disorders

Cough 4 2 3
Sinus congestion 2 0 0
Skin and subcutaneous tissue disorders

Acne 2 2 0
Dry skin 2 0 0

* Fatigue includes fatigue and asthenia. Parkinsonism includes extrapyramidal disorder, musculoskeletal
stiffness, muscle rigidity, and bradykinesia. Akathisia includes akathisia and restlessness. Sedation
includes sedation and somnolence.



6.2 Other Adverse Reactions Observed During the Premarketing Evaluation of
RISPERDAL® CONSTA®

The following adverse reactions occurred in < 2% of the patients in the above 12-week
double-blind, placebo-controlled trial. In addition, the following also includes adverse
reactions reported in RISPERDAL® CONSTA®-treated patients who participated in other
studies, including double-blind, active-controlled and open-label studies in schizophrenia.

Blood and lymphatic system disorders: anemia, neutropenia

Cardiac disorders: tachycardia, atrioventricular block first degree, palpitations, sinus
bradycardia, bundle branch block left, bradycardia, sinus tachycardia, bundle branch block
right

Ear and labyrinth disorders: ear pain, vertigo
Endocrine disorders: hyperprolactinemia
Eye disorders: conjunctivitis

Gastrointestinal disorders: diarrhea, vomiting, abdominal pain, stomach discomfort,
gastritis

General disorders and administration site conditions: injection site pain, chest
discomfort, chest pain, influenza like illness, sluggishness, malaise, induration, injection site
induration, injection site reaction

Immune system disorders: hypersensitivity

Infections and infestations: nasopharyngitis, influenza, bronchitis, urinary tract infection,
rhinitis, ear infection, pneumonia, lower respiratory tract infection, pharyngitis, sinusitis,
viral infection, infection, localized infection, cystitis, gastroenteritis, subcutaneous abscess

Injury and poisoning: fall, procedural pain

Investigations: blood prolactin increased, alanine aminotransferase increased,
electrocardiogram abnormal, gamma-glutamyl transferase increased, blood glucose
increased, hepatic enzyme increased, aspartate aminotransferase increased

Metabolism and nutritional disorders: increased appetite, decreased appetite
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Musculoskeletal, connective tissue and bone disorders: myalgia, back pain, arthralgia,
buttock pain, muscular weakness, neck pain, musculoskeletal chest pain

Nervous system disorders: dyskinesia, dystonia, tardive dyskinesia, drooling, paresthesia,
dizziness postural, convulsion

Psychiatric disorders: insomnia, agitation, anxiety, sleep disorder, depression, libido
decreased, nervousness

Renal and urinary disorders: urinary incontinence

Reproductive system and breast disorders: amenorrhea, erectile dysfunction,
galactorrhea, sexual dysfunction, gynecomastia

Respiratory, thoracic and mediastinal disorders: nasal congestion, pharyngolaryngeal
pain, dyspnea, rhinorrhea

Skin and subcutaneous tissue disorders: rash, eczema, pruritus
Vascular disorders: hypertension, hypotension, orthostatic hypotension

6.3 Discontinuations Due to Adverse Reactions
Approximately 11% (22/202) of RISPERDAL® CONSTA®-treated patients in the 12-week
double-blind, placebo-controlled trial discontinued treatment due to an adverse event,
compared with 13% (13/98) who received placebo. The adverse reactions associated with
discontinuation in two or more RISPERDAL® CONSTA®-treated patients were: agitation
(3%), depression (2%), anxiety (1%), and akathisia (1%).

6.4 Dose Dependency of Adverse Reactions in Clinical Trials

Extrapyramidal Symptoms:

Two methods were used to measure extrapyramidal symptoms (EPS) in the 12-week double-
blind, placebo-controlled trial comparing three doses of RISPERDAL® CONSTA® (25 mg, 50
mg, and 75 mg) with placebo, including: (1) the incidence of spontaneous reports of EPS
symptoms; and (2) the change from baseline to endpoint on the total score (sum of the subscale
scores for Parkinsonism, dystonia, and dyskinesia) of the Extrapyramidal Symptom Rating
Scale (ESRS).

As shown in Table 1, the overall incidence of EPS-related adverse reactions (akathisia,
dystonia, Parkinsonism, and tremor) in patients treated with 25mg RISPERDAL®
CONSTA® was comparable to that of patients treated with placebo; the incidence of
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EPS-related adverse reactions was higher in patients treated with 50 mg RISPERDAL®
CONSTA®.

The median change from baseline to endpoint in total ESRS score showed no worsening in
patients treated with RISPERDAL® CONSTA® compared with patients treated with
placebo: 0 (placebo group); -1 (25-mg group, significantly less than the placebo group); and
0 (50-mg group).

Dystonia
Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups,

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

Changes in Body Weight
In the 12-week double-blind, placebo-controlled trial, 9% of patients treated with
RISPERDAL® CONSTA®, compared with 6% of patients treated with placebo, experienced
a weight gain of >7% of body weight at endpoint.

Changes in ECG
The electrocardiograms of 202 schizophrenic patients treated with 25mg or 50 mg
RISPERDAL® CONSTA® and 98 schizophrenic patients treated with placebo in the 12-week
double-blind, placebo-controlled trial were evaluated. Compared with placebo, there were no
statistically significant differences in QTc intervals (using Fridericia’s and linear correction
factors) during treatment with RISPERDAL® CONSTA®.

Pain Assessment and Local Injection Site Reactions
The mean intensity of injection pain reported by patients using a visual analog scale (0 =no
pain to 100 = unbearably painful) decreased in all treatment groups from the first to the last
injection (placebo: 16.7 to 12.6; 25 mg: 12.0 to 9.0; 50 mg: 18.2 to 11.8). After the sixth
injection (Week 10), investigator ratings indicated that 1% of patients treated with 25 mg or
50 mg RISPERDAL® CONSTA® experienced redness, swelling, or induration at the
injection site.

In a separate study to observe local-site tolerability in which RISPERDAL® CONSTA® was
administered into the deltoid muscle every 2 weeks over a period of 8 weeks, no patient
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discontinued treatment due to local injection site pain or reaction. Clinician ratings indicated
that only mild redness, swelling, or induration at the injection site was observed in subjects
treated with 37.5 mg or 50 mg RISPERDAL® CONSTA® at 2 hours after deltoid injection.
All ratings returned to baseline at the predose assessment of the next injection 2 weeks later.
No moderate or severe reactions were observed in any subject.

Postmarketing Experience

The following adverse reactions have been identified during postapproval use of risperidone;
because these reactions are reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency: agranulocytosis, alopecia, anaphylactic
reaction, angioedema, atrial fibrillation, diabetic ketoacidosis in patients with impaired
glucose metabolism, inappropriate antidiuretic hormone secretion, hypothermia, intestinal
obstruction, jaundice, mania, pancreatitis, priapism, QT prolongation, sleep apnea
syndrome, thrombocytopenia, and water intoxication. In addition, the following adverse
reactions have been observed during postapproval use of RISPERDAL® CONSTA®:
cerebrovascular disorders, including cerebrovascular accidents, and diabetes mellitus
aggravated.

Retinal artery occlusion after injection of RISPERDAL® CONSTA® has been reported
during postmarketing surveillance. This has been reported in the presence of abnormal
arteriovenous anastomosis.

Serious injection site reactions including abscess, cellulitis, cyst, hematoma, necrosis,
nodule, and ulcer have been reported with RISPERDAL® CONSTA® during postmarketing
surveillance. Isolated cases required surgical intervention.

DRUG INTERACTIONS

The interactions of RISPERDAL® CONSTA® with coadministration of other drugs have not
been systematically evaluated. The drug interaction data provided in this section is based on
studies with oral RISPERDAL®.

Centrally-Acting Drugs and Alcohol
Given the primary CNS effects of risperidone, caution should be used when RISPERDAL®
CONSTA® is administered in combination with other centrally-acting drugs or alcohol.

Drugs with Hypotensive Effects
Because of its potential for inducing hypotension, RISPERDAL® CONSTA® may enhance the
hypotensive effects of other therapeutic agents with this potential.
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7.3 Levodopa and Dopamine Agonists
RISPERDAL® CONSTA® may antagonize the effects of levodopa and dopamine agonists.

7.4  Amitriptyline
Amitriptyline did not affect the pharmacokinetics of risperidone or of risperidone and 9-
hydroxyrisperidone  combined following concomitant administration with  oral
RISPERDAL®.

7.5 Cimetidine and Ranitidine
Cimetidine and ranitidine increased the bioavailability of oral risperidone by 64% and 26%,
respectively. However, cimetidine did not affect the AUC of risperidone and 9-
hydroxyrisperidone combined, whereas ranitidine increased the AUC of risperidone and 9-
hydroxyrisperidone combined by 20%.

7.6 Clozapine
Chronic administration of clozapine with risperidone may decrease the clearance of
risperidone.

7.7 Lithium
Repeated doses of oral RISPERDAL® (3 mg twice daily) did not affect the exposure (AUC)
or peak plasma concentrations (Cmax) Of lithium (n=13).

7.8 Valproate
Repeated doses of oral RISPERDAL® (4 mg once daily) did not affect the pre-dose or average
plasma concentrations and exposure (AUC) of valproate (1000 mg/day in three divided doses)
compared to placebo (n=21). However, there was a 20% increase in valproate peak plasma
concentration (Crnax) after concomitant administration of oral RISPERDAL®.

7.9 Digoxin
Oral RISPERDAL® (0.25 mg twice daily) did not show a clinically relevant effect on the
pharmacokinetics of digoxin.

7.10 Topiramate
Oral RISPERDAL® administered at doses from 1-6 mg/day concomitantly with topiramate
400 mg/day resulted in a 23% decrease in risperidone Cmax and a 33% decrease in
risperidone AUC.12 nour at steady state. Minimal reductions in the exposure to risperidone
and 9-hydroxyrisperidone combined, and no change for 9-hydroxyrisperidone were
observed. This interaction is unlikely to be of clinical significance. There was no clinically
relevant effect of oral RISPERDAL® on the pharmacokinetics of topiramate.
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7.11 Drugs That Inhibit CYP 2D6 and Other CYP Isozymes

Risperidone is metabolized to 9-hydroxyrisperidone by CYP 2D6, an enzyme that is
polymorphic in the population and that can be inhibited by a variety of psychotropic and other
drugs [see Clinical Pharmacology (12.3)]. Drug interactions that reduce the metabolism of
risperidone to 9-hydroxyrisperidone would increase the plasma concentrations of risperidone
and lower the concentrations of 9-hydroxyrisperidone. Analysis of clinical studies involving a
modest number of poor metabolizers (n=70 patients) does not suggest that poor and extensive
metabolizers have different rates of adverse effects. No comparison of effectiveness in the two
groups has been made.

In vitro studies showed that drugs metabolized by other CYP isozymes, including 1A1, 1A2,
2C9, 2C19, and 3A4, are only weak inhibitors of risperidone metabolism.

Fluoxetine and Paroxetine

Fluoxetine (20 mg once daily) and paroxetine (20 mg once daily), CYP 2D6 inhibitors, have
been shown to increase the plasma concentration of risperidone 2.5-2.8 fold and 3-9 fold
respectively. Fluoxetine did not affect the plasma concentration of 9-hydroxyrisperidone.
Paroxetine lowered the concentration of 9-hydroxyrisperidone by about 10%. When either
concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should re-
evaluate the dose of RISPERDAL® CONSTA®. When initiation of fluoxetine or paroxetine
is considered, patients may be placed on a lower dose of RISPERDAL® CONSTA® between
2 to 4 weeks before the planned start of fluoxetine or paroxetine therapy to adjust for the
expected increase in plasma concentrations of risperidone. When fluoxetine or paroxetine is
initiated in patients receiving the recommended dose of 25 mg RISPERDAL® CONSTA®, it
is recommended to continue treatment with the 25-mg dose unless clinical judgment
necessitates lowering the RISPERDAL® CONSTA® dose to 12.5 mg or necessitates
interruption of RISPERDAL® CONSTA® treatment. When RISPERDAL® CONSTA® is
initiated in patients already receiving fluoxetine or paroxetine, a starting dose of 12.5 mg
can be considered. The efficacy of the 12.5 mg dose has not been investigated in clinical trials.
[See also DOSAGE AND ADMINISTRATION (2.5)]. The effects of discontinuation of
concomitant fluoxetine or paroxetine therapy on the pharmacokinetics of risperidone and
9-hydroxyrisperidone have not been studied.

Erythromycin
There were no significant interactions between oral RISPERDAL® and erythromycin.
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7.12 Carbamazepine and Other CYP 3A4 Enzyme Inducers

Carbamazepine co-administration with oral RISPERDAL® decreased the steady-state
plasma concentrations of risperidone and 9-hydroxyrisperidone by about 50%. Plasma
concentrations of carbamazepine did not appear to be affected. Co-administration of other
known CYP 3A4 enzyme inducers (e.g., phenytoin, rifampin, and phenobarbital) with
risperidone may cause similar decreases in the combined plasma concentrations of
risperidone and 9-hydroxyrisperidone, which could lead to decreased efficacy of
RISPERDAL® CONSTA® treatment. At the initiation of therapy with carbamazepine or
other known hepatic enzyme inducers, patients should be closely monitored during the first
4-8 weeks, since the dose of RISPERDAL® CONSTA® may need to be adjusted. A dose
increase, or additional oral RISPERDAL®, may need to be considered. On discontinuation of
carbamazepine or other CYP 3A4 hepatic enzyme inducers, the dosage of RISPERDAL®
CONSTA® should be re-evaluated and, if necessary, decreased. Patients may be placed on a
lower dose of RISPERDAL® CONSTA® between 2 to 4 weeks before the planned
discontinuation of carbamazepine or other CYP 3A4 enzyme inducers to adjust for the
expected increase in plasma concentrations of risperidone plus 9-hydroxyrisperidone. For
patients treated with the recommended dose of 25 mg RISPERDAL® CONSTA® and
discontinuing from carbamazepine or other CYP 3A4 enzyme inducers, it is recommended to
continue treatment with the 25-mg dose unless clinical judgment necessitates lowering the
RISPERDAL® CONSTA® dose to 12.5 mg or necessitates interruption of RISPERDAL®
CONSTA® treatment. The efficacy of the 12.5 mg dose has not been investigated in clinical
trials. [See also DOSAGE AND ADMINSTRATION (2.5)]

7.13 Drugs Metabolized by CYP 2D6

In vitro studies indicate that risperidone is a relatively weak inhibitor of CYP 2D6. Therefore,
RISPERDAL® CONSTA® is not expected to substantially inhibit the clearance of drugs that
are metabolized by this enzymatic pathway. In drug interaction studies, oral RISPERDAL® did
not significantly affect the pharmacokinetics of donepezil and galantamine, which are
metabolized by CYP 2D6.

USE IN SPECIFIC POPULATIONS

Pregnancy
Pregnancy Category C.
The teratogenic potential of oral risperidone was studied in three embryofetal development
studies in Sprague-Dawley and Wistar rats (0.63-10 mg/kg or 0.4 to 6times the oral
maximum recommended human dose [MRHD] on a mg/m? basis) and in one embryofetal
development study in New Zealand rabbits (0.31-5 mg/kg or 0.4 to 6 times the oral MRHD
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on a mg/m? basis). The incidence of malformations was not increased compared to control in
offspring of rats or rabbits given 0.4 to 6 times the oral MRHD on a mg/m? basis. In three
reproductive studies in rats (two peri/post-natal development studies and a multigenerational
study), there was an increase in pup deaths during the first 4 days of lactation at doses of
0.16-5 mg/kg or 0.1 to 3 times the oral MRHD on a mg/m? basis. It is not known whether these
deaths were due to a direct effect on the fetuses or pups or to effects on the dams.

There was no no-effect dose for increased rat pup mortality. In one peri/post-natal development
study, there was an increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the oral
MRHD on a mg/m? basis. In a cross-fostering study in Wistar rats, toxic effects on the fetus
or pups, as evidenced by a decrease in the number of live pups and an increase in the
number of dead pups at birth (Day 0), and a decrease in birth weight in pups of drug-treated
dams were observed. In addition, there was an increase in deaths by Day 1 among pups of
drug-treated dams, regardless of whether or not the pups were cross-fostered. Risperidone
also appeared to impair maternal behavior in that pup body weight gain and survival (from
Days 1 to 4 of lactation) were reduced in pups born to control but reared by drug-treated
dams. These effects were all noted at the one dose of risperidone tested, i.e., 5 mg/kg or
3 times the oral MRHD on a mg/m? basis.

No studies were conducted with RISPERDAL® CONSTA®,

Placental transfer of risperidone occurs in rat pups. There are no adequate and well-controlled
studies in pregnant women. However, there was one report of a case of agenesis of the corpus
callosum in an infant exposed to risperidone in utero. The causal relationship to oral
RISPERDAL® therapy is unknown. Reversible extrapyramidal symptoms in the neonate
were observed following postmarketing use of risperidone during the last trimester of
pregnancy.

RISPERDAL® CONSTA® should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

Labor and Delivery
The effect of RISPERDAL® CONSTA® on labor and delivery in humans is unknown.

Nursing Mothers
Risperidone and 9-hydroxyrisperidone are also excreted in human breast milk. Therefore,
women should not breast-feed during treatment with RISPERDAL® CONSTA® and for at
least 12 weeks after the last injection.
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Pediatric Use
RISPERDAL® CONSTA® has not been studied in children younger than 18 years old.

Geriatric Use

In an open-label study, 57 clinically stable, elderly patients (=65 years old) with schizophrenia
or schizoaffective disorder received RISPERDAL® CONSTA® every 2 weeks for up to
12 months. In general, no differences in the tolerability of RISPERDAL® CONSTA® were
observed between otherwise healthy elderly and nonelderly patients. Therefore, dosing
recommendations for otherwise healthy elderly patients are the same as for nonelderly patients.
Because elderly patients exhibit a greater tendency to orthostatic hypotension than nonelderly
patients, elderly patients should be instructed in nonpharmacologic interventions that help to
reduce the occurrence of orthostatic hypotension (e.g., sitting on the edge of the bed for several
minutes before attempting to stand in the morning and slowly rising from a seated position). In
addition, monitoring of orthostatic vital signs should be considered in elderly patients for whom
orthostatic hypotension is of concern [see Warnings and Precautions (5.8)].

Concomitant use with Furosemide in Elderly Patients with Dementia-Related
Psychosis

In two of four placebo-controlled trials in elderly patients with dementia-related psychosis, a
higher incidence of mortality was observed in patients treated with furosemide plus oral
risperidone when compared to patients treated with oral risperidone alone or with oral
placebo plus furosemide. No pathological mechanism has been identified to explain this
finding, and no consistent pattern for cause of death was observed. An increase of mortality
in elderly patients with dementia-related psychosis was seen with the use of oral risperidone
regardless of concomitant use with furosemide. RISPERDAL® CONSTA® is not approved
for the treatment of patients with dementia-related psychosis. [See Boxed Warning and
Warnings and Precautions (5.1)]

DRUG ABUSE AND DEPENDENCE
Controlled Substance
RISPERDAL® CONSTA® (risperidone) is not a controlled substance.

Abuse
RISPERDAL® CONSTA® has not been systematically studied in animals or humans for its
potential for abuse. Because RISPERDAL® CONSTA® is to be administered by health care
professionals, the potential for misuse or abuse by patients is low.
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9.3 Dependence
RISPERDAL® CONSTA® has not been systematically studied in animals or humans for its
potential for tolerance or physical dependence.

10 OVERDOSAGE

10.1 Human Experience
No cases of overdose were reported in premarketing studies with RISPERDAL®
CONSTA®. Because RISPERDAL® CONSTA® is to be administered by health care
professionals, the potential for overdosage by patients is low.

In premarketing experience with oral RISPERDAL®, there were eight reports of acute
RISPERDAL® overdosage, with estimated doses ranging from 20 to 300 mg and no
fatalities. In general, reported signs and symptoms were those resulting from an
exaggeration of the drug’s known pharmacological effects, i.e., drowsiness and sedation,
tachycardia and hypotension, and extrapyramidal symptoms. One case, involving an
estimated overdose of 240 mg, was associated with hyponatremia, hypokalemia, prolonged
QT, and widened QRS. Another case, involving an estimated overdose of 36 mg, was
associated with a seizure.

Postmarketing experience with oral RISPERDAL® includes reports of acute overdose, with
estimated doses of up to 360 mg. In general, the most frequently reported signs and
symptoms are those resulting from an exaggeration of the drug’s known pharmacological
effects, i.e., drowsiness, sedation, tachycardia, hypotension, and extrapyramidal symptoms.
Other adverse reactions reported since market introduction related to oral RISPERDAL®
overdose include prolonged QT interval and convulsions. Torsade de pointes has been
reported in association with combined overdose of oral RISPERDAL® and paroxetine.

10.2 Management of Overdosage

In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Cardiovascular monitoring should commence immediately and
should include continuous electrocardiographic monitoring to detect possible arrhythmias. If
antiarrhythmic therapy is administered, disopyramide, procainamide, and quinidine carry a
theoretical hazard of QT prolonging effects that might be additive to those of risperidone.
Similarly, it is reasonable to expect that the alpha-blocking properties of bretylium might be
additive to those of risperidone, resulting in problematic hypotension.

There is no specific antidote to risperidone. Therefore, appropriate supportive measures
should be instituted. The possibility of multiple drug involvement should be considered.
Hypotension and circulatory collapse should be treated with appropriate measures, such as
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intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not be
used, since beta stimulation may worsen hypotension in the setting of risperidone-induced
alpha blockade). In cases of severe extrapyramidal symptoms, anticholinergic medication
should be administered. Close medical supervision and monitoring should continue until the
patient recovers.

DESCRIPTION

Risperidone is a psychotropic agent belonging to the chemical class of benzisoxazole
derivatives. The chemical designation is 3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-1-
piperidinyl]ethyl]-6,7,8,9-tetrahydro-2-methyl-4H-pyrido[1,2-a]pyrimidin-4-one. Its
molecular formula is Cj3H27FN4O, and its molecular weight is 410.49. The structural
formula is:
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Risperidone is practically insoluble in water, freely soluble in methylene chloride, and
soluble in methanol and 0.1 N HCI.

RISPERDAL® CONSTA® (risperidone) Long-Acting Injection is a combination of
extended-release microspheres for injection and diluent for parenteral use.

The extended-release microspheres formulation is a white to off-white, free-flowing powder
that is available in dosage strengths of 12.5, 25, 37.5, or 50 mg risperidone per vial.
Risperidone is micro-encapsulated in 7525 polylactide-co-glycolide (PLG) at a
concentration of 381 mg risperidone per gram of microspheres.

The diluent for parenteral use is a clear, colorless solution. Composition of the diluent
includes polysorbate 20, sodium carboxymethyl cellulose, disodium hydrogen phosphate
dihydrate, citric acid anhydrous, sodium chloride, sodium hydroxide, and water for
injection. The microspheres are suspended in the diluent prior to injection.

RISPERDAL® CONSTA® is provided as a dose pack, consisting of a vial containing the
microspheres, a pre-filled syringe containing the diluent, a SmartSite® Needle-Free Vial
Access Device, and two Needle-Pro® 20 G TW safety needles (a 21 G UTW 1-inch needle
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with needle protection device for deltoid administration and a 20 G TW 2-inch needle with
needle protection device for gluteal administration).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
The mechanism of action of RISPERDAL® CONSTA®, as with other drugs used to treat
schizophrenia, is unknown. However, it has been proposed that the drug's therapeutic
activity in schizophrenia is mediated through a combination of dopamine Type 2 (D,) and
serotonin Type 2 (5HT) receptor antagonism.

RISPERDAL® is a selective monoaminergic antagonist with high affinity (Ki of 0.12 to
7.3 nM) for the serotonin Type 2 (5HT), dopamine Type 2 (D), al and o2 adrenergic, and
H histaminergic receptors. RISPERDAL® acts as an antagonist at other receptors, but with
lower potency. RISPERDAL® has low to moderate affinity (Ki of 47 to 253 nM) for the
serotonin 5HT;c, 5HT1p, and 5HT1a receptors, weak affinity (Ki of 620 to 800 nM) for the
dopamine D; and haloperidol-sensitive sigma site, and no affinity (when tested at
concentrations >10"° M) for cholinergic muscarinic or 1 and p2 adrenergic receptors.

12.2 Pharmacodynamics
The clinical effect from RISPERDAL® CONSTA® results from the combined
concentrations of risperidone and its major metabolite, 9-hydroxyrisperidone [see Clinical
Pharmacology (12.3)]. Antagonism at receptors other than D, and 5HT, [see Clinical
Pharmacology (12.1)] may explain some of the other effects of RISPERDAL® CONSTA®.

12.3 Pharmacokinetics

Absorption

After a single intramuscular (gluteal) injection of RISPERDAL® CONSTA®, there is a small
initial release of the drug (< 1% of the dose), followed by a lag time of 3 weeks. The main
release of the drug starts from 3 weeks onward, is maintained from 4to 6 weeks, and
subsides by 7 weeks following the intramuscular (IM) injection. Therefore, oral
antipsychotic supplementation should be given during the first 3 weeks of treatment with
RISPERDAL® CONSTA® to maintain therapeutic levels until the main release of
risperidone from the injection site has begun [see Dosage and Administration (2)].
Following single doses of RISPERDAL® CONSTA®, the pharmacokinetics of risperidone,
9-hydroxyrisperidone (the major metabolite), and risperidone plus 9-hydroxyrisperidone
were linear in the dosing range of 12.5 mg to 50 mg.
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The combination of the release profile and the dosage regimen (IM injections every
2 weeks) of RISPERDAL® CONSTA® results in sustained therapeutic concentrations.
Steady-state plasma concentrations are reached after 4 injections and are maintained for 4 to
6 weeks after the last injection. Following multiple doses of 25 mg and 50 mg
RISPERDAL® CONSTA®, plasma concentrations of risperidone, 9-hydroxyrisperidone, and
risperidone plus 9-hydroxyrisperidone were linear.

Deltoid and gluteal intramuscular injections at the same doses are bioequivalent and,
therefore, interchangeable.

Distribution

Once absorbed, risperidone is rapidly distributed. The volume of distribution is 1-2 L/kg. In
plasma, risperidone is bound to albumin and al-acid glycoprotein. The plasma protein
binding of risperidone is approximately 90%, and that of its major metabolite,
9-hydroxyrisperidone, is 77%. Neither risperidone nor 9-hydroxyrisperidone displaces each
other from plasma binding sites. High therapeutic concentrations of sulfamethazine
(100 mcg/mL), warfarin (10 mcg/mL), and carbamazepine (10 mcg/mL) caused only a slight
increase in the free fraction of risperidone at 10 ng/mL and of 9-hydroxyrisperidone at
50 ng/mL, changes of unknown clinical significance.

Metabolism and Drug Interactions

Risperidone is extensively metabolized in the liver. The main metabolic pathway is through
hydroxylation of risperidone to 9-hydroxyrisperidone by the enzyme, CYP 2D6. A minor
metabolic pathway is through N-dealkylation. The main metabolite, 9-hydroxyrisperidone,
has similar pharmacological activity as risperidone. Consequently, the clinical effect of the
drug results from the combined concentrations of risperidone plus 9-hydroxyrisperidone.

CYP 2D6, also called debrisoquin hydroxylase, is the enzyme responsible for metabolism of
many neuroleptics, antidepressants, antiarrhythmics, and other drugs. CYP 2D6 is subject to
genetic polymorphism (about 6%-8% of Caucasians, and a very low percentage of Asians,
have little or no activity and are “poor metabolizers”) and to inhibition by a variety of
substrates and some non-substrates, notably quinidine. Extensive CYP 2D6 metabolizers
convert risperidone rapidly into 9-hydroxyrisperidone, whereas poor CYP 2D6 metabolizers
convert it much more slowly. Although extensive metabolizers have lower risperidone and
higher 9-hydroxyrisperidone concentrations than poor metabolizers, the pharmacokinetics of
risperidone and 9-hydroxyrisperidone combined, after single and multiple doses, are similar
in extensive and poor metabolizers.
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The interactions of RISPERDAL® CONSTA® with coadministration of other drugs have not
been systematically evaluated in human subjects. Drug interactions are based primarily on
experience with oral RISPERDAL®. Risperidone could be subject to two kinds of drug-drug
interactions. First, inhibitors of CYP 2D6 interfere with conversion of risperidone to
9-hydroxyrisperidone [see Drug Interactions (7.11)]. This occurs with quinidine, giving
essentially all recipients a risperidone pharmacokinetic profile typical of poor metabolizers.
The therapeutic benefits and adverse effects of RISPERDAL® in patients receiving
quinidine have not been evaluated, but observations in a modest number (n=70) of poor
metabolizers given oral RISPERDAL® do not suggest important differences between poor
and extensive metabolizers. Second, co-administration of carbamazepine and other known
enzyme inducers (e.g., phenytoin, rifampin, and phenobarbital) with oral RISPERDAL®
cause a decrease in the combined plasma concentrations of risperidone and
9-hydroxyrisperidone [see Drug Interactions (7.12)]. It would also be possible for
risperidone to interfere with metabolism of other drugs metabolized by CYP 2D6. Relatively
weak binding of risperidone to the enzyme suggests this is unlikely [see Drug Interactions
(7.11)].

Excretion

Risperidone and its metabolites are eliminated via the urine and, to a much lesser extent, via
the feces. As illustrated by a mass balance study of a single 1 mg oral dose of
4C-risperidone administered as solution to three healthy male volunteers, total recovery of
radioactivity at 1 week was 84%, including 70% in the urine and 14% in the feces.

The apparent half-life of risperidone plus 9-hydroxyrisperidone following RISPERDAL®
CONSTA® administration is 3 to 6 days, and is associated with a monoexponential decline
in plasma concentrations. This half-life of 3-6 days is related to the erosion of the
microspheres and subsequent absorption of risperidone. The clearance of risperidone and
risperidone plus 9-hydroxyrisperidone was 13.7 L/h and 5.0 L/h in extensive CYP
2D6 metabolizers, and 3.3 L/h and 3.2 L/h in poor CYP 2D6 metabolizers, respectively. No
accumulation of risperidone was observed during long-term use (up to 12 months) in
patients treated every 2 weeks with 25 mg or 50 mg RISPERDAL® CONSTA®. The
elimination phase is complete approximately 7 to 8 weeks after the last injection.

Renal Impairment

In patients with moderate to severe renal disease treated with oral RISPERDAL®, clearance
of the sum of risperidone and its active metabolite decreased by 60% compared with young
healthy subjects. Although patients with renal impairment were not studied with
RISPERDAL® CONSTA?®, it is recommended that patients with renal impairment be
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carefully titrated on oral RISPERDAL® before treatment with RISPERDAL® CONSTA® is
initiated at a dose of 25 mg. A lower initial dose of 12. 5 mg may be appropriate when
clinical factors warrant dose adjustment, such as in patients with renal impairment [see
Dosage and Administration (2.1)].

Hepatic Impairment

While the pharmacokinetics of oral RISPERDAL® in subjects with liver disease were
comparable to those in young healthy subjects, the mean free fraction of risperidone in
plasma was increased by about 35% because of the diminished concentration of both
albumin and oy-acid glycoprotein. Although patients with hepatic impairment were not
studied with RISPERDAL® CONSTA®, it is recommended that patients with hepatic
impairment be carefully titrated on oral RISPERDAL® before treatment with RISPERDAL®
CONSTA® is initiated at a dose of 25 mg. A lower initial dose of 12.5 mg may be
appropriate when clinical factors warrant dose adjustment, such as in patients with hepatic
impairment [see Dosage and Administration (2.1)].

Elderly

In an open-label trial, steady-state concentrations of risperidone plus 9-hydroxyrisperidone
in otherwise healthy elderly patients (>65 years old) treated with RISPERDAL® CONSTA®
for up to 12 months fell within the range of values observed in otherwise healthy nonelderly
patients. Dosing recommendations are the same for otherwise healthy elderly patients and
nonelderly patients [see Dosage and Administration (2)].

Race and Gender Effects

No specific pharmacokinetic study was conducted to investigate race and gender effects, but
a population pharmacokinetic analysis did not identify important differences in the
disposition of risperidone due to gender (whether or not corrected for body weight) or race.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis - Oral
Carcinogenicity studies were conducted in Swiss albino mice and Wistar rats. Risperidone was
administered in the diet at doses of 0.63, 2.5, and 10 mg/kg for 18 months to mice and for
25 months to rats. These doses are equivalent to 2.4, 9.4, and 37.5 times the oral maximum
recommended human dose (MRHD) for schizophrenia (16 mg/day) on a mg/kg basis, or
0.2, 0.75, and 3 times the oral MRHD (mice) or 0.4, 1.5, and 6 times the oral MRHD (rats) on a
mg/m? basis. A maximum tolerated dose was not achieved in male mice. There was a
significant increase in pituitary gland adenomas in female mice at doses 0.75 and 3 times the
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oral MRHD on a mg/m? basis. There was a significant increase in endocrine pancreatic
adenomas in male rats at doses 1.5 and 6 times the oral MRHD on a mg/m? basis. Mammary
gland adenocarcinomas were significantly increased in female mice at all doses tested
(0.2, 0.75, and 3 times the oral MRHD on a mg/m? basis), in female rats at all doses tested
(0.4, 1.5, and 6 times the oral MRHD on a mg/m? basis), and in male rats at a dose 6 times
the oral MRHD on a mg/m? basis.

Carcinogenesis - Intramuscular

RISPERDAL® CONSTA® was evaluated in a 24-month carcinogenicity study in which
SPF Wistar rats were treated every 2 weeks with intramuscular (IM) injections of either
5 mg/kg or 40 mg/kg of risperidone. These doses are 1 and 8 times the MRHD (50 mg) on a
mg/m? basis. A control group received injections of 0.9% NaCl, and a vehicle control group
was injected with placebo microspheres. There was a significant increase in pituitary gland
adenomas, endocrine pancreas adenomas, and adrenomedullary pheochromocytomas at 8 times
the IM MRHD on a mg/m? basis. The incidence of mammary gland adenocarcinomas was
significantly increased in female rats at both doses (1 and 8 times the IM MRHD on a
mg/m? basis). A significant increase in renal tubular tumors (adenoma, adenocarcinomas)
was observed in male rats at 8 times the IM MRHD on a mg/m? basis. Plasma exposures
(AUC) in rats were 0.3 and 2 times (at 5 and 40 mg/kg, respectively) the expected plasma
exposure (AUC) at the IM MRHD.

Dopamine D, receptor antagonists have been shown to chronically elevate prolactin levels in
rodents. Serum prolactin levels were not measured during the carcinogenicity studies of oral
risperidone; however, measurements taken during subchronic toxicity studies showed that oral
risperidone elevated serum prolactin levels 5- to 6-fold in mice and rats at the same doses used
in the oral carcinogenicity studies. Serum prolactin levels increased in a dose-dependent
manner up to 6- and 1.5-fold in male and female rats, respectively, at the end of the 24-month
treatment with RISPERDAL® CONSTA® every 2 weeks. Increases in the incidence of
pituitary gland, endocrine pancreas, and mammary gland neoplasms have been found in
rodents after chronic administration of other antipsychotic drugs and may be prolactin-
mediated.

The relevance for human risk of the findings of prolactin-mediated endocrine tumors in rodents
is unknown [see Warnings and Precautions (5.7)].

Mutagenesis
No evidence of mutagenic potential for oral risperidone was found in the in vitro Ames reverse
mutation test, in vitro mouse lymphoma assay, in vitro rat hepatocyte DNA-repair assay,
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in vivo oral micronucleus test in mice, the sex-linked recessive lethal test in Drosophila, or the
in vitro chromosomal aberration test in human lymphocytes or in Chinese hamster cells.

In addition, no evidence of mutagenic potential was found in the in vitro Ames reverse
mutation test for RISPERDAL® CONSTA®.

Impairment of Fertility

Oral risperidone (0.16 to 5 mg/kg) was shown to impair mating, but not fertility, in Wistar rats
in three reproductive studies (two mating and fertility studies and a multigenerational study) at
doses 0.1 to 3 times the oral maximum recommended human dose (MRHD) (16 mg/day) on
a mg/m? basis. The effect appeared to be in females, since impaired mating behavior was not
noted in the mating and fertility study in which males only were treated. In a subchronic study
in Beagle dogs in which oral risperidone was administered at doses of 0.31 to 5 mg/kg, sperm
motility and concentration were decreased at doses 0.6 to 10 times the oral MRHD on a
mg/m? basis. Dose-related decreases were also noted in serum testosterone at the same doses.
Serum testosterone and sperm values partially recovered, but remained decreased after
treatment was discontinued. No no-effect doses were noted in either rat or dog.

No mating and fertility studies were conducted with RISPERDAL® CONSTA®.

CLINICAL STUDIES

The effectiveness of RISPERDAL® CONSTA® in the treatment of schizophrenia was
established, in part, on the basis of extrapolation from the established effectiveness of the
oral formulation of risperidone. In addition, the effectiveness of RISPERDAL® CONSTA®
in the treatment of schizophrenia was established in a 12-week, placebo-controlled trial in
adult psychotic inpatients and outpatients who met the DSM-IV criteria for schizophrenia.

Efficacy data were obtained from 400 patients with schizophrenia who were randomized to
receive injections of 25, 50, or 75 mg RISPERDAL® CONSTA® or placebo every 2 weeks.
During a 1-week run-in period, patients were discontinued from other antipsychotics and
were titrated to a dose of 4 mg oral RISPERDAL®. Patients who received RISPERDAL®
CONSTA® were given doses of oral RISPERDAL® (2 mg for patients in the 25-mg group,
4 mg for patients in the 50-mg group, and 6 mg for patients in the 75-mg group) for the
3 weeks after the first injection to provide therapeutic plasma concentrations until the main
release phase of risperidone from the injection site had begun. Patients who received
placebo injections were given placebo tablets.

Efficacy was evaluated using the Positive and Negative Syndrome Scale (PANSS), a
validated, multi-item inventory, composed of five subscales to evaluate positive symptoms,
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negative symptoms, disorganized thoughts, uncontrolled hostility/excitement, and
anxiety/depression.

The primary efficacy variable in this trial was change from baseline to endpoint in the total
PANSS score. The mean total PANSS score at baseline for schizophrenic patients in this
study was 81.5.

Total PANSS scores showed significant improvement in the change from baseline to
endpoint in schizophrenic patients treated with each dose of RISPERDAL® CONSTA®
(25 mg, 50 mg, or 75 mg) compared with patients treated with placebo. While there were no
statistically significant differences between the treatment effects for the three dose groups,
the effect size for the 75 mg dose group was actually numerically less than that observed for
the 50 mg dose group.

Subgroup analyses did not indicate any differences in treatment outcome as a function of
age, race, or gender.

HOW SUPPLIED/STORAGE AND HANDLING

RISPERDAL® CONSTA® (risperidone) is available in dosage strengths of 12.5, 25, 37.5, or
50 mg risperidone. It is provided as a dose pack, consisting of a vial containing the
risperidone microspheres, a pre-filled syringe containing 2 mL of diluent for RISPERDAL®
CONSTA®, a SmartSite® Needle-Free Vial Access Device, and two Needle-Pro® safety
needles for intramuscular injection (a 21 G UTW 1-inch needle with needle protection
device for deltoid administration and a 20 G TW 2-inch needle with needle protection
device for gluteal administration).

12.5-mg vial/kit (NDC 50458-309-11): 12.5 mg of a white to off-white powder provided in
a vial with a violet flip-off cap (NDC 50458-309-01).

25-mg vial/kit (NDC 50458-306-11): 25 mg of a white to off-white powder provided in a
vial with a pink flip-off cap (NDC 50458-306-01).

37.5-mg vial/kit (NDC 50458-307-11): 37.5 mg of a white to off-white powder provided in
a vial with a green flip-off cap (NDC 50458-307-01).

50-mg vial/kit (NDC 50458-308-11): 50 mg of a white to off-white powder provided in a
vial with a blue flip-off cap (NDC 50458-308-01).

41



Storage and Handling
The entire dose pack should be stored in the refrigerator (36°- 46°F; 2°- 8°C) and protected
from light.

If refrigeration is unavailable, RISPERDAL® CONSTA® can be stored at temperatures not
exceeding 77°F (25°C) for no more than 7 days prior to administration. Do not expose
unrefrigerated product to temperatures above 77°F (25°C).

Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
Physicians are advised to discuss the following issues with patients for whom they prescribe
RISPERDAL® CONSTA®.

17.1 Orthostatic Hypotension
Patients should be advised of the risk of orthostatic hypotension and instructed in
nonpharmacologic interventions that help to reduce the occurrence of orthostatic hypotension
(e.g., sitting on the edge of the bed for several minutes before attempting to stand in the
morning and slowly rising from a seated position) [see Warnings and Precautions (5.8)].

17.2 Interference with Cognitive and Motor Performance
Because RISPERDAL® CONSTA® has the potential to impair judgment, thinking, or motor
skills, patients should be cautioned about operating hazardous machinery, including
automobiles, until they are reasonably certain that treatment with RISPERDAL® CONSTA®
does not affect them adversely [see Warnings and Precautions (5.9)].

17.3 Pregnancy
Patients should be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy and for at least 12 weeks after the last injection of
RISPERDAL® CONSTA® [see Use in Specific Populations (8.1)].

17.4 Nursing
Patients should be advised not to breast-feed an infant during treatment and for at least
12 weeks after the last injection of RISPERDAL® CONSTA® [see Use in Specific
Populations (8.2)].

17.5 Concomitant Medication
Patients should be advised to inform their physicians if they are taking, or plan to take, any
prescription or over-the-counter drugs, since there is a potential for interactions [see Drug
Interactions (7)].
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17.6 Alcohol
Patients should be advised to avoid alcohol during treatment with RISPERDAL® CONSTA®
[see Drug Interactions (7.1)].

[INSERT NEW COMPONENT CODE]

Revised October 2008
©0rtho-McNeil-Janssen Pharmaceuticals, Inc. 2007

Risperidone is manufactured by:
Janssen Pharmaceutical Ltd.
Wallingstown, Little Island, County Cork, Ireland

Microspheres are manufactured by:
Alkermes, Inc.
Wilmington, Ohio

Diluent is manufactured by:
Vetter Pharma Fertigung GmbH & Co. KG
Ravensburg or Langenargen, Germany

or

Cilag AG
Schaffhausen, Switzerland

RISPERDAL® CONSTA® is manufactured for:

Janssen, Division of Ortho-McNeil-Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560
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RISPERDAL® CONSTA®
Long-Acting Suspension for Intramuscular Injection

(1)

WHAT IS RISPERDAL® CONSTA® USED FOR?

RISPERDAL® CONSTA® is used to treat a group of disorders called psychoses
(e.g. schizophrenia). It is also used to treat bipolar disorder, formerly called manic
depressive illness. Both sets of conditions are brain function disorders. Psychosis
includes symptoms like unusual or bizarre thoughts, including suspiciousness,
impaired perception (like hearing a voice of someone who is not there), confusion,
and being excessively introverted or becoming alienated from society. The
symptoms of bipolar disorder include changing moods (depression and/or euphoria),
being excessively friendly and without inhibitions, extreme changes in motivation
or energy, irritability, aggressiveness, or actions including poor judgment. These
symptoms of both disorders result in disturbed mental state, anxiety, and tension.

@WHEN NOT TO USE RISPERDAL® CONSTA®

Do not take RISPERDAL® CONSTA® if you know that you are oversensitive to it.
Oversensitivity to RISPERDAL® CONSTA® can be recognized, for instance, by
skin rash, itching, shortness of breath, or swollen face. If any of these occur, see
your doctor.

WARNING

Studies in elderly patients with dementia have shown that RISPERDAL® taken by
itself or with furosemide, is associated with a higher rate of death. Tell your doctor
if you are taking furosemide. Furosemide is a drug which is sometimes used to treat
high blood pressure, some heart problems or to treat swelling of parts of the body
caused by the build up of too much fluid.

In elderly patients with dementia, sudden change in mental state or sudden
weakness or numbness of the face, arms or legs, especially on one side, or instances
of slurred speech have been seen. If any of these should occur, even for a short
period of time, seek medical attention right away.

Low blood pressure can result from using RISPERDAL® CONSTA® together with
medications to treat high blood pressure. So, if you need to use both RISPERDAL®
CONSTA® and medications to reduce blood pressure, consult your doctor.

During long-term treatment, RISPERDAL® CONSTA® might cause involuntary
twitching in the face. Should this happen, consult your doctor.



Very rarely, a state of confusion, reduced consciousness, high fever or stiff muscles
might occur. If this should happen, contact a doctor right away and tell him or her
that you are receiving RISPERDAL® CONSTA®.

In very rare cases, high blood sugar has been reported. Contact your doctor if you
experience symptoms, such as excessive thirst or urination.

RISPERDAL® CONSTA® should be used with caution, and only after consultation
with your doctor, if you have heart problems, particularly irregular heart rhythm,
abnormalities in electrical activity of the heart, or if using medications that can
change the heart’s electrical activity.

WHAT SPECIAL PRECAUTIONS SHOULD YOU TAKE?
If you have never taken any form of RISPERDAL®, you should begin with oral
RISPERDAL® before beginning treatment with RISPERDAL® CONSTA®.

Weight Gain
Try to eat moderately, since RISPERDAL® CONSTA® could cause weight gain.

Cardiovascular diseases, Diabetes, Parkinson's disease, Lewy body dementia,
or epilepsy

If you are suffering from any of these disorders, inform your doctor. Medical
supervision might be necessary while you receive RISPERDAL® CONSTA® and
your dose or treatment may have to be adjusted.

Elderly People and People With Impaired Kidney Or Liver Function
See How to Take RISPERDAL® CONSTA® and How Much

@ Pregnancy

If you are pregnant or if you are planning to become pregnant, you should inform
your doctor, who will decide if you can take RISPERDAL® CONSTA®. Shaking,
muscle stiffness and difficulty in feeding, all of which are reversible, may occur in
newborns, if a mother used RISPERDAL® CONSTA® in the last trimester of her
pregnancy.

@ Breast-feeding

Do not breast-feed if you are receiving RISPERDAL® CONSTA® Consult your
doctor in this case.



¢ Driving or operating machinery
RISPERDAL® CONSTA® might affect your alertness or driving ability. You are,
therefore, advised not to drive or to operate machines before your doctor has
assessed your personal sensitivity to RISPERDAL® CONSTA®.

@ Other medicines and alcohol
Inform your doctor if you are taking any other medicine. Your doctor will tell you
which medicines you can use along with RISPERDAL® CONSTA®.

RISPERDAL® CONSTA® can increase the effect of alcohol and drugs that reduce
the ability to react ("tranquilizers”, narcotic painkillers, certain antihistamines,
certain antidepressants). Do not drink alcohol and only take such drugs if your
doctor prescribes them.

The following drugs may change the effect of RISPERDAL® CONSTA®.
Therefore, inform your doctor if you start or stop taking any of these drugs:

— Drugs used to treat Parkinson’s disease, such as dopamine agonists, e.g.
levodopa.

— If you are taking medicines for high blood pressure, consult your doctor, as
taking these medicines together with RISPERDAL® CONSTA® may cause
the blood pressure to drop too low.

— RISPERDAL® CONSTA® should be used with caution when taking
medications that may change the electrical activity of the heart, such as but
not ristricted to: medicines for malaria, heart rhythm disorders, allergies,
other antipsychotics, antidepressants, water tablets or other medicines
affecting body salts (sodium, potassium, magnesium).

— Carbamazepine, a drug mainly used for epilepsy or trigeminal neuralgia
(severe pain attacks in the face) may decrease the level of RISPERDAL®
CONSTA® in your blood.

— Fluoxetine and paroxetine, drugs mainly used to treat depression, and various
anxiety disorders, may increase the level of RISPERDAL® CONSTA® in
your blood. Therefore, tell your doctor if you start and/or stop taking
fluoxetine or paroxetine.

Tell your doctor if you are taking furosemide (See WARNING)
The following drugs are unlikely to change the effect of RISPERDAL® CONSTA®:
— Cimetidine and ranitidine, two drugs used to reduce stomach acid, may

slightly increase the level of RISPERDAL® CONSTA® in your blood, but
they are unlikely to change the effect of RISPERDAL® CONSTA®.



— Erythromycin, an antibiotic, does not have an effect on the level of
RISPERDAL® CONSTA® in the blood.

— Topiramate, a drug used to treat epilepsy and migraine, does not have a
significant effect on the level of RISPERDAL® CONSTA® in the blood.

— Galantamine and donezepil, drugs used to treat dementia, do not have an
effect on RISPERDAL® CONSTA®.

— RISPERDAL® CONSTA® is unlikely to change the effect of the following
drugs:

— RISPERDAL® CONSTA® does not show an effect on lithium or valproate,
two drugs used to treat mania, or on digoxin, a heart medication.

HOW TO TAKE RISPERDAL® CONSTA® AND HOW MUCH?
RISPERDAL® CONSTA® is given as an intramuscular injection (a shot) either in
the arm or buttock every two weeks. Injections should be alternated between right
and left sides, and should not be given intravenously.

Adults

The recommended dose is 25 milligrams every two weeks as an injection. A higher
dose of 37.5 or 50 milligrams may be necessary. For some patients, a lower
starting dose of 12.5 milligrams might be used. Your doctor may prescribe oral
RISPERDAL® for the first three weeks following your first injection (shot), and
will decide on the dose of RISPERDAL® CONSTA® that is right for you.

Elderly people

The recommended dose is 25 milligrams by injection every two weeks. Your
doctor may prescribe oral RISPERDAL® for the first three weeks following your
first injection (shot).

People with impaired kidney or liver function

You should start on oral RISPERDAL® for the first two weeks, working your way
up to 2 milligrams per day. If that is well-tolerated, then you may begin receiving
25 milligrams of RISPERDAL® CONSTA® by injection every two weeks. For
some patients, a lower starting dose of Risperdal Consta at 12.5 milligrams might
be used. Your doctor may prescribe oral RISPERDAL® for the first three weeks
following your first injection (shot).

Children
RISPERDAL® CONSTA® has not been studied in children younger than 18 years.



E UNDESIRED EFFECTS

Like all medicines, RISPERDAL® CONSTA® can cause side effects. Listed below
are adverse reactions related to RISPERDAL® CONSTA® treatment. Should you
experience these symptoms, please consult your doctor.

Very common side effects (in more than 1 in 10 patients)

e inability to sleep, anxiety, depression, irritability, feeling of inner restlessness,
e headache, nose and throat infection,

e tremor, reduced movements, rigid movements, unstable posture.

Common side effects (in more than 1 in 100 patients but less than 1 in 10

patients) may include:

e restlessness, fatigue, dizziness, drowsiness, sleep disorder, sleepiness, feeling
dizzy when staying still,

e weight increased, toothache, weight decreased,

e constipation, diarrhea, nausea, vomiting, excessive secretion of saliva, dry
mouth, abdominal pain or stomach discomfort, stomach infection,

e flu, cough, infection of the breathing passages, urinary tract infection, nose
congestion, sore throat, increase in body temperature, difficulty breathing,
urinary incontinence, ear infection, lung infection (pneumonia), nose infection,
“pink eye”, flu-like illness, sinus infection, viral infection,

e Dblurred vision,

e Dback pain, muscle spasm, pain in arms and legs, joint pain, involuntary
movement of face or limb muscles, muscle pain, muscle weakness, swelling of
the arms and legs, fall, abnormal gait, abnormal posture,

e Dblood prolactin hormone level increased, liver enzymes increased, decrease in
hemoglobin or red blood cell count (anemia), blood sugar increased,

e no menstruation, menstrual disorder, erectile dysfunction, breast discharge,

e high blood pressure, fast beating heart, chest pain, low blood pressure,
abnormal electrical conduction of the heart, abnormal electrical tracing of the
heart (ECG),

e rash, injection site pain, skin redness, face puffiness,

e eating disorder (anorexia).

Uncommon side effects (in more than 1 in 1000 patients but less than 1 in 100

patients) may include:

e nervousness, poor attention, feeling very sleepy, exhausted, or weary, excessive

sleep, elated mood (mania), feeling “out of sorts”, sluggishness,

sinus congestion, runny nose,

bladder infection, stomach and intestine infection, ear pain, drooling,

allergy, sudden swelling of lips and eyes along with difficulty breathing,

neck pain, buttock pain, musculoskeletal chest pain, pain during injection

procedure, injection site swelling, chest discomfort, swelling and thickening of

skin at injection site,

e decreased appetite, increased appetite,

e decreased sexual drive, sexual dysfunction, enlargement of breast in men,
breast discomfort, mentruation delayed, infrequent or very light menstruation,



reduced sensation of skin to pain and touch, intense itching of the skin, acne, a
sensation of tingling, pricking, or numbness of skin, dry skin, abscess under the
skin, hair loss,

feeling dizzy after changing body position, drop in blood pressure after standing,
fainting,

abnormal heart rhythm, slow beating heart, awareness of heart beating,
abnormal electrocardiogram,

body shakes rapidly and uncontrollably (convulsion),

decrease in white blood cells that help against infection, decrease in platelets
(blood cells that help you stop bleeding),

impaired, slow, or diminished body movements, slurring speech.

Rare side effects (in more than 1 in 10,000 patients but less than 1 in 1000
patients) may include:

trouble breathing during sleep,

obstruction of intestine,

yellowing of the skin and the eyes (jaundice),

inappropriate secretion of a hormone that controls urine volume.,
inflammation of the pancreas.

Very rare side effects (in less than 1 in 10,000 patients) may include:

no granulocytes (a type of white blood cell to help you against infection),
life-threatening complications of uncontrolled diabetes,

prolonged and painful erection,

dangerously excessive intake of water,

severe allergic reaction resulting in difficulty in breathing and shock,

sudden loss of vision or blindness,

injection site reactions that may require medical attention, including
accumulation of pus caused by bacterial infection, deep skin infection, a sac or
lump under the skin, accumulation of blood or severe bruise, dead cells or
tissues, and skin ulcer.

RISPERDAL® Oral

Furthermore, the following adverse reactions have been reported with the use of
RISPERDAL® Oral. Even if you are not being treated with RISPERDAL® Oral
and you experience any of the following, consult your doctor:

bed wetting, difficulty in urination, urination at short intervals, vaginal
discharge,

tonsillitis, eye infection, skin infection, fungal infection of nails,

lack of emotion, confusion, poor attention, loss of consciousness, balance
disorder,

unresponsive to stimuli, stroke, decreased blood supply to the brain, brain blood
vessel disorder, sudden weakness or numbness of the face, arms, or legs,
especially on one side, or instances of slurred speech that last for less than 24
hours (these are called mini-strokes or strokes),

eye discharge, eye rolling, eye swelling, ringing in the ears, nose bleeding,
eyelid margin crusting, dry eye, increased tears, painful oversensitivity to light,
increased pressure within the eyeball,



e wheezing, pneumonia caused by inhaling food, hoarseness, cough with sputum,
lung congestion, breathing passage congestion, crackly lung noise, sinus
congestion, breathing passage disorder, fast shallow breathing,

e very hard feces, fecal incontinence, abdominal discomfort, thirst, lip swelling,
inflammation of the colon, reduced saliva,

e skin discoloration, skin lesion, skin disorder, red skin rash, thickening of the
skin, rash with pimples and raised areas,

e joint stiffness, neck pain, breakdown of muscle and pain in muscles,

e edema, body temperature increased, drug allergy, speech disorder, movement
disorder,

e eosinophil (white blood cells that help you against allergy and asthma) count
increased, blood creatine phosphokinase increased,

e inability to reach orgasm, ejaculation disorder, ejaculation failure, breast
enlargement, semen flows backwards into bladder,

e change in consciousness with increased body temperature and twitching of
muscles,

e flushing, oily skin inflammation, dandruff, rash all over the body,

e discomfort, chills, arm or leg coldness, drug withdrawal syndrome.

It should be emphasized, though, that most people will not have any such problems.
However, do not hesitate to report any undesired effects to your doctor or
pharmacist. Further, If you notice any side effects not mentioned in this leaflet,
inform your doctor or pharmacist.

While overdose is less likely to occur with injections than with oral medication,
information pertaining to oral RISPERDAL® overdose is presented here.

In overdose, one or more of the following signs may occur: reduced consciousness,
drowsiness, sleepiness, excessive trembling, excessive muscle stiffness, fast
beating heart, and low blood pressure. Cases of abnormal electrical conduction in
the heart (QT prolongation) and convulsion have been reported. Overdose can
happen if you are taking other medications together with RISPERDAL®. If you
experience the above symptoms please contact your doctor.

Information for the Doctor in Case of Overdose
— Establish and maintain a clear airway if patient has lost consciousness.

— Inject sympathomimetic agents if blood pressure is low.

— ECG monitoring is required: consider transfer to hospital.

V4
A4l \WHAT IS IN RISPERDAL® CONSTA®?

RISPERDAL® CONSTA® is a so-called antipsychotic.



The actual medicine in RISPERDAL® CONSTA® is risperidone.

RISPERDAL® CONSTA® is an extended release formulation, consisting of a
long-acting powder containing risperidone dissolved in a liquid solution for
injection. RISPERDAL® CONSTA® is available in doses containing
[12.5 milligrams,] 25 milligrams, 37.5 milligrams, or 50 milligrams of risperidone.

Registration holder/Manufacturer:
To be completed by the operating company.
Latest update of this package insert: 14 October 2008

What you Should Know about Medicines
Always inform your doctor or pharmacist if you are using other medicines because
some drugs should not be taken together.

Medicines are very well tested before they can be given to patients. There should
therefore be little chance of something going wrong if they are used correctly, that
is if you use them as follows:

— only for the purpose for which you were given the medicine
— only in the recommended amount

— only for the recommended period of time.

Keep all medicines out of the reach of children.

Never allow others to use medicines recommended for you and never use medicines
prescribed for others.

Keep all medicines in their original packaging and in a dry place (never in the
bathroom, for example!).

Make a habit of returning unused or old medicines to your pharmacist.

If someone has taken an overdose of a medicine, call a doctor or the poison control
centre (tel.)
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THEDOEREZTNTHEREL TV B DT TiARWED,
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2UFFEREBROZ L,
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e RISPERDAL"#% O A D # 5B D 72 W B HF OB 4,
RISPERDAL® CONSTA® O #¢ 5. % B #5 4 % HIIZ,
RISPERDAL"#% M4l % 5 L CARMEZ MR L TH<
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T 5, FHEFEA SN TV DL 280 5 L) 7 %
AL CEBREMENEET S (CAmKRSH 1 1T
Bt RIS AR FACEE, BB GH2 A T8 A
BEICRHICEE), #IRNICEE LW L, (2)

e 2T LIZ 25 mg BFHET 5,25 mg BERBE T,
37.5mg £720X 50 mg ~DWEENEH 2 ENH D, &
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e RISPERDAL® CONSTA®IZ & % [l #E f1 54 i 2 AR VE
PR S U5 & 512, RISPERDAL® CONSTA®
DO WEF 5-4% 3 JR, RISPERDAL#E A#] (E7-i12ftho
PR 2R5 7228, (2
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LT ET D, FHWERDOBARBEICONTIE, HHE
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—————————— EERUERLOTE—————
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WAV, (5.2)
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W TR AEEE) R R OGRS BB D Z L H
L0, W FHERAD Y 27 Db % BE TIHEEICHRE
T5Z L, (5.10)

Bt e FptdiEs il S TWnw b, HE DR
HEE CIIT AL EL 25855055, (5.11)

M A P i NS PE SR B (TTP): A P i/ S ek
EERAHE SN TN D, (5.12)

o TMENIZEE LT &, (5.14)
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B9 5Z L, (5.16)
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FIRREE: 0 XD e (B L O L IIFEESCR
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52k, (5.17)
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o FERRER P ILDOJRIK & 7e > TZEIVER O 5 B E D
STEH DU, Wk, 520, RE, THL VT Thol,
(6)

BER R RSB & %1%, Janssen, L.P. (1-800-JANSSEN
(1-800-526-7736)) ¥ 7= IZ FDA (1-800-FDA-1088 ¥ 7= i

pww.fda.gov/medwatch) £ TEAED Z &,
HEEHA

o FHRAERIER N & 5 7o, Moo FHEAMRIEREE & O ff
FABGITEEICITY 2 L, 73—/ LOBRITRET 5 2
Ls (7.0)

o MERTIERNS D720, MEK FER % R o fth oo 3E5]
DINRE GRS DR & 5, (7.2)

o LR PR RN AMAEB DB RS D "I REME
BNdbd, (1.3)

¢ VAFVURDT=F VALY AT R DEYFH)
FIAEEZ EH 32, (7.5)

e JEYEUIZLY, YARY KDy VT T U ARKT
THZERDH D, (7.6)

o A FEF RO X F U LMmIEF Y 2LY K
VIRE R EREEB, (7.11)

o WA= EBE L ROBRFEANIMEH Y A R
REZETEE5, (7.12)

o XBEREREE/IFHEAEREE: RISPERDAL® CONSTA™ £ 5B
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#\Z X - Tid, RISPERDAL® CONSTA®DBH#EH &% X
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o BRI WAL LRV L&, (8.3)
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(BRI 10 BRE) Oftrnd, BHORELZZII-BEORTY X71X, 7%
PEEEZTT-BEICHART L6~ FEWVWI LALLM R, b2 HMBHZR 10 &
BOXEABRTORLTEL, ERREHETHA5%, 7T ERBEHTH 2.6% ThH o7,
FERIIFRL THHH, KEHOFETRLLEREE (BIIE, ODRE, 2BRFE) 713
Qe (Bl2iX, FiR) KEab0ThrLEX DN, BROBERRICL S L, FEER
PURBMRIE L FER, HEROTBEHFRELECERE LR IE2THEERD 5, BIEARTR
DO ERD EFITONT, FEDBEER TIIR L FUBMREEN EORERE LT
WD DODIXBIREIZ 2 o TV, FRAEIZBE L2 RHRER 2 H 3 2 BE ORREZEHIS
fiE & L7z RISPERDAL® CONSTA® (U ZRY FY) OAGRIIE LN TR,
(MEEROERA EOER (5.1) BHR)
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2 AERUVAE
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T %12, RISPERDALYER A A5 L CHARMAZ R L TR Z RIS,

RISPERDAL® CONSTA®% 2 S T = MM £ 721 ANGERICR G52 L #5
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FEEROTEA ORI BIZER T2 2 &, BIRNICES LN &,

HELE B 25 mg2 WOFAMNE S Tih %, RISPERDAL® CONSTA® DA #NMEIZ 4 % M
EFEBAVEIIRES. STV WS, 25 mg ISR LR W R O —HX, 37.5 mg £7213 50 mg
LWV EHIENER R 2 L A S, RISPERDAL® CONSTA™ O i K ] 13 50 mg/2 HH % #8 2.
BNZ L LT3, 50 mg & LA & RISPERDAL® CONSTA® % #% 5 L T & A 2h ki3
MINT, AEFRORBEENREGL 2D EBHLNITRS>TND,
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IR RERE = R OB MRS A, MAEh Y AR RURELY EH S5 X0 RIEWH A
TER (BEWHEER) (7.11) 28, FREERICBOWTERERBRE RS2 DDA
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Th LW, 72720, EREERTIX, HE 12.5mg OFMNMEITHmEF STz,
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SRR D DY ALY RO FEFER G E S £ T, b SR E SRR NI+
HERF S7U% & 912, RISPERDAL® CONSTA® D #)[a#¢ 5-#% 3 [, RISPERDAL®#: A7 (F
T OPURERHIE) 253 X&THo (TFKRIEHE ] (123) &2H),

BHEERES £ XITHREREE

ATHERE K OV HERE PS5 0 & % A4 T 1%, RISPERDAL® CONSTA" o # 5 B 4 i 12
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D1 H2EEGEL, H2BICEIhE Img, 1 H2EEGEIE 2mg, 1 H 1 [EHEESIC
HETHZ LN TE S, 1 HEE LT 2mg Ll Lo RISPERDALEE O AZ B AT 72 BAME AR
L7-%54, RISPERDAL® CONSTA® 25 mg ® 2 B 1 W& 52+ 5 2 LN TE 5, &
WERALN D DU A RO EE RN E £ %5 % T, RISPERDAL® CONSTA 4[] #% 5
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M2 2 ERHER SN D, EMMIZEFT ORI 21TV, Mkt 5 0 M 2 9
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ZRY R A bE - IMETEE MK T L, RISPERDAL® CONSTA® DA &M % 18559 %
AR B D, T D OBEEFERI O G % 51 TV 5 BE TIE, R 2 S OFEHAD
B AT DB E LT IS BBRIC, ZhICADbETY AU RO HEZ#ET 5%
EHndy 5 (BEMMHEIER) (7.11) BRR), IA~B ' £72013Mtho CYP3A4 iFlEHEAE
KO 5% B+ 5854, RISPERDAL® CONSTA"O i & % Ffi+ 2 M BM 2 4 U % Al e
P i DT, BAID 4~8 R HT 0, BEDE=X Y L 75 EEIATI LDERD S,
#E B F 7213 RISPERDAL®HR 041 BN 512 DUV TRETT 2 M EMEA A U 5 il REER &
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MR I N D, IR 7V AF T v EdiaxeF 2R E5EINTVWLHEET
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AT, BEEFAFENCE LT U P L SmartSite™ 7 7 ¥ AT A R 2T 5, £, 2
[ LAWK 91, SmartSite®7 7 ¥ AF A ZAD A I — NS ERL, YU PL
SmartSite® 7 7 & A7 A AR —ERICE S K 51T B,
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8. 7TV x—uy REBUETTFMEICME NG, BBk s 25 X5 10 L4
b, XATAERHLULIEYIRE S, EUICREBINZBE, BREIKIT R CEE R
Hfa &b, WIRPICR HIZRA TS, BWRL 035> TW TR 5720,

9. WMENIEIET 22 EBHLOT, BBEDO A TNV ERFELIRNT &, HEETIZ2
SERE L7zhme, MULKIRVIBE THIRRSE S Z L,

10. 3 TV BRI S, BERZ P> DAL TANLL Y U IPRNICET, kil
D, TVUCRAICR S TAATAT VO —EEZYVEEL, UIVEEL 725 %2V
NS T B,

1. BEWVE O %EE->T, U Y%A LT SmartSite®7 7 & 2AF /314 2% B0 447, A
A TIVKRT 7 AT A A L@YNC RS H 2 &,
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12. W8] 72 8+ IR
BEBIESZIX, 20G TW 2- » F #2425 GRETRIR SN T U A X —IZ AT
FHENEAWEWT O,

“AMERICIE, 216G UTW 1-A »FEtEFEHT 25 R THIM S =7 U A X —IZ A
S TN FEAOFE NSO,

13. Needle-Pro®F /"A ZAD T Y ZH—,3y 7 B RS3FECHET 2, I AF v 787 2
B—ry 7D ENSERGr — 2 2Fo, U U POAWE DES R o TR )
1282 < [7] L Needle-Pro®7 /34 A DT — kel a o U o DT8R+ 5,

TYVAR =y

14, B 5 TI2 2 ol L7256, ML IRV IBE THIERB S5,

15. U P DBRWE OGS R o TN O IENE T — 22133, EFEEI R Eh
WD, r—AZBlSRNEIICTH L,

16. ¥V oV EBL W TRIEA HAUL EEICE S5 Ko 1cT 5, HERErE Rizm
JC, IV y—my REBEBICHL CRIBERET D, BEK O 28T 5 7=
W, 25UNIZT Y Y OENEYE BEOBRETIZ=AGHO E S LNIHRANES
T 5, BEHA~OEGIIERE 4 EILE L &0 ESIMUOESITIT S, BIRNE
BELRWZ L,
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BE GRINTENEHC X 2800 LS xBTS 5720, UTORICEET D Z &,
e Needle-Pro”7 /3 A 2 & MEICHIVHES 2Nk 912952 &,
o B AN 5720, BELEES, EHEEZE T <ITL72Y, Needle-Pro®F /3
A RAZMHIZIIOIAALTZD LIS E LR &,
o =— NIREIN—DMYPNEFES T, =— FRED A= O ESE 228 S
HERWEIZTH L,

17. B E5ENZTLES, WETT—7 00 L7037 0OMOERBPEBWNEFTZFH LT,
ERE 24 L o PO E D NR—ZIIOAATH OIS, EHREHTEY)CEE
HZE, £, oo REEHD) $HIOWTHERRICEETH Z &,
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Wk 197 | 2 VRV S 7~ RISPERDAL® CONSTA® I, M0/ i 4% Z L i S n 5,
RISPERDAL® CONSTA® |3/ 6 BRI LAPNICHE A L2 i huidre B 7ay, S 2 0508 S
H-tk, KEPRBET A L THRBERNPIEETDIZENnHDHLDT, EERIIC
RISPERDAL® CONSTA" % il SE A LENDH D, ~A 7 B AT =7 NHEEET 5 £
T, A TNVEREICHER LR 5, BIZRICM LRV IEE S, BB S S 7284 77°F
(25°C) A HIREITRESERN &,

RO EEIRL OGS, WKL OEHEOMWE Ll alcly, REciEmET
ITEANIRNT L Z2HERTDHZ &,
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3 KRR U At

i 12.5 mg, 25mg, 37.5mg, 50 mg ® RISPERDAL® CONSTA® (U 22U F1) 2k
ERTWD, AL, VAU R~ 27 0RA7 =7 DA->7-/31 7/, RISPERDAL”
CONSTA" IS HHE 2 mL BNAEEEIN-F L7 40 R Y o) SmartSite®=— R/ 7 U
— A TILT 7 AT 31 Z K Needle-Pro® i I 55- e &1L 581 2 A& (Z A M5
L LTC=— RAREH#E D SR—DfP = 21G UTW 1 A FERE R OB G5 e L T=—
ROARFE D S— D72 206G TW FESHEN) DAk S o & 58y 7 & LTt s 5,

4 2=
AL 7 % 2 3B EORE OBEEEA & 5 B35 12 RISPERDAL® CONSTA® (U 2~_YU Ky) %
BHELRWZ &,

ELERUERALDIERE
51 REAEICEAEL-FHRERZE T IEREETORCELR
PURBSHRSE OB 5% 52 1) 72 38 50E (2 B U 72 B iE Ik & A7 2 mlin g T, BT Y 2
&ﬁiﬁ#éomﬁr$%@%wrf%®%$% #jtE & L7~ RISPERDAL® CONSTA®
(URARY Fu) OEGRITELN TR (T LT-EE ) 220),

52 RHEICHEL-BRRERZAISIEHRBEICETIREFZECRHOEERE
2R
FRENIE T B U 7o RS ER 2 A T 2 Ml BE CEYSH 85 % ; #iPH 73~97 %) 12V &
~NU RO fh U BRRERIZIB W T, Hmile b0 x50 TR EMEA FHS (F
ZA1E, WzEd, —@MERIREIE) BAHE I TWD, W20 77 BR%REERICHE W
T, UAXY RUROFIRG 2% - BEOMNEEEEFGRERT, Y7 EkhE%
T REIHEARTHRICE D o T2, WBAVEIZBE U7 R iEIR & B9 2 BE O1RRE %
W IE & L72 RISPERDALY CONSTA®D&GRITE B TRV, (T Lz esty |, 4
HEOMEH EoEE] (5.1) b2H),

5.3 BMEEEEE (NMS)

PO EEICBE L C, & EITHEMERRE (Neuroleptic Malignant Syndrome; ; NMS) & B
TN D BTN D ATREME DY 8 2 A TERDN IS STV D, NMS THILT L BRARTER X

E B, FRARE, FEMRREZA L, R OVB MR ERE OEE (AR E 7213 E, SR,

RBIF, DHEBIRT) CTho, BIEREE LT, JLT7Fr 74 AT +F =R LA, I4
ra bR (BRmaAE) K OREBRENEET L2 L03H 5,

Z DIEBRED BE OZWEHIIEM TH 5, 2T BRI, BEERETFIRE (Bl 21X
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ffige, YT L) L ARIBHRE T IXHEUNITIAHR STV W SRR I - fER (EPS)
DWW %GR IER 2 R EMZ R ET D Z ENEETHDH, oM, ERHIZEOERIC
BT NS EEFHEL, ST U EEME M, BAPE, SRR OB OV AR R
B EThs,

NMS OEFHTIX, UTFTOREZEETRETHD : (1) PRI L ODFHFBIEICNLAET
RUMLOFER OF G- ZEHICHIET D 2) EFHRHERIEROEFHE=41 7%
BiaaT 2 ; (3) HReBlZRIRENFET D EE MR E DR EZIT 5, GOHEZ DRV
NMS DFERI 72 TR LI DN T O— XA R B =EIT 720,

NMS 7> 5 [El1E L7z B DN IR SRIEE 2 LB & T 554, SYREOFE A SN\ T
HEEICEETINERSH D, NMS OFRBNFEINTWDLZ End, HEICERFDOE=
U THRITHZ L,

54 BRMSRFRI—
PURBHRSIGIR 2 2 7o B8, R & b 722 D R EB R E N RH T2 2 L0135 5,
Z OIEGREO R RRIIERE, BICERLETRLE WV EBZDLNDN, HUEMREIRE
ZBIGT DR T, AWEHEEMEICESWNT, NEEHZ BT 2 ATt m W EaH 2 1
T2z EiFTcEny, BREVAZTRO—0OFRMEICE L THEMREORICENRH D
NEIMIARPTH %,

BRHHNR LS 20, BFEICERE SR MRED R GEGFNIE A5 &, B
VARRX Y —=OFREY A7 KORNZNB AR b D LR DA REMEN AT 252 6N
TWb, LLARs, HEXIZL RS, (K& CHEMENFRS L-BEaThH
AIEBEREDFEBLT D et & 2,

TESL SNV FEVE Y A RV — DRI RV, FUFtmEo®R 2R IE+ 2 &, KIE
BRI E X TERICHBET 22N DD, L LR s, JURSHRERE A & 2K
REMRAE D1 K OER Z il (E72ITER RIS 3252 &MnHD0T, FIERBREN~
A7 SIDATRENEDS 8 % o ATEMBERFE O R IIRGEIZX 2 Z ORERINH O BT A TH 5,

DL R EEZBETHE, EREDAFRD—0NRBET DA RN R/NEE D LD
|Z RISPERDAL"® CONSTA®Z AL 4~ & Th 5, PrkifmioRg% 513, FAlE LTk
DEIBRBERDOHLBEIATORETHD - (1) PUEMHREICRICT 52 RN TH
LEE Q) FEOHIEERTHRFIED D2 NRERBRIENTEE LRV, £
UThrEE, BRHMRGZULELTLIREOLE, +oREBRKISHHFEON D5/ E
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RETRBEYIEZ Ao 2 L0 I0TR&ETH D, MBTEROLEEIZ W OLEMMIZHE
42z &,

RISPERDAL"® CONSTA™#% 5.4 5217 TV % R TEERME Y 2 3 1 20— Dl e OER D3 T
BTG, ARG HIEEZBFTTRETHD, LLARRD, REERENFET DHIC
3733 53, RISPERDAL® CONSTA®HE 58 BECh A BE LD

5.5 SIMMHER UVHERRK

RISPERDAL® % & te 3L E R HURS IR 364% 5.2 32 1 1= R TR s Sh Tl v, —iB
DOIEFITIE, WEOFIMECT b7 v R—v A F ISR B EEEEE 723 CRED 5
N5, MAELMERE TIIHERFO U 27 BMEKTIEEN/H Y, F-IEERPUR
TR AR L COZRWEM THRRIBRAERN EF LT Z 205, FEERPUSHRE
il & @ IE O BIRIC O W TR 2 DIXREECTH D, TN DHOFTRN D, FukEmEEo
il & v IR B OO A7 E R R B0 B X 52 2T IT B 2NT R o TRy, Ly L7R2s
b, EERE T, EEMPURBMREL S 2% QO BRE T, ®IEREESEES
DY AN ERTDHZENRBRENTND, FEERFUREHRER L 2% T BRETO
IEMe 72 m MAEBEA HHR B R 7 HEEMEIZHE O TV7RYY,

BE PRI OHEE W & 52 1) T2 B O ERPUR M 3E 2 -V D16 R 2 Bka T 2 56, b=
YRR ADBEEL TRV E ) DNEBIINCE =X =T D MENDH D, FEIRFOfERIA
+ BIAE, B, HERWEOFIRE) 735 5 B IIEE TGRS AR 2 I 2 160 & B 4G
To%6, 1REPMGE K ORI P E IR 22 R R B AR A 2 F2hE 95 2 & EERLDTRE
IR E W DIBREZ T 22 TOBEIZOWNWT, Z], K, 8, £k EORE
E%ﬁ&w#kﬁm%:5~?6%%#%60#E@ﬁ%@f%@&5$K%M%E%%
FH LT BEITE, R E 2 £S5 2 &, — MO BE TIIIERPUEHREEO
&5%@&?5 ETHEIBEREHSND Z & b H DN, mibEOREROR G2 %1k L
ZHD LT, FERFIEROMG A LR L R D EBEH WD

5.6 ®7035 9 FMmiE

RNV Dy B EHTUER Z2 R T O FERIFRE, U AXY AT e 77 FUREA LA
S, REIEGT, BE EAPEHT 5, oPUEMREE LT AXRY KAk b
077 FURE EFIIRENE SN TN,

B7a T 7 F U MAEIC X 0K FE O GnRH B &4, FTEENSOITTF R ha sy

WD T EDnH D, ZHUHEY, BT EFEOMERICBIT D AT a4 REAIZ
EEAZ 7~ L, FIHEEBENHEINLIBFNNS D, 070 F U RELY FH S8 5 3EA|
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DFEHBEIENT, iR, WA, ZMELE, 1 v RT7 P ARERE ST D,
m7n T 7 FoMIERREE L, YERBEREIR T 200 5G, BhzlMbTEmEDK TR
Brashb,

invitro FHRIEERERN S, © NALBADKIZ 3D 1 3T 0T 7 FAAFHETH D 2 L AR
SN TEY, BEICILDPA LB ENTEBEIZ N DA EZREGT 558 IZBE T~
SHERKTFTHD, ~VAKRDT v bW AXY FroRAREMEBRTIX, THE
iR, FLER, WERmMIaOF AN (LR, TERAE, Bk O bhi (IFEEKR
PERER ) (13.1) M), T E T S AU BRI M OVE PR IC B W T, Zoff
DEFORHEE L v MDA E OBEMEIIH LR -> Ty, SRR TAFIN
TV LRHUIR SN TS 2D,

REHR M2 T 2 &I TERNEEBEZIBND,

5.7 I EmME

RISPERDAL® CONSTA®IZ, o 7 NLF U VA MEHIERIC L Y, EaEivhd £\, HR,
KOO BE TIT R 25 BN EIRIMERFE R EIND Z B3 H Y, Rz AXY R
BOAOEEHICEZ AN D, EEORKEEGABICIH VT RISPERDAL”
CONSTA" #5252 1= HBE D 0.8% (12/1499) THRMARE Shiz, BEICIE, ISR
MJEDFAEZ TRIT 5 72 DICEWEIELAN O T5iE (B2, #, Xy R063h ERHH]
W2, BRI DD Ry ROWRIZED, JES TWDHEBRNL P VL H ERDHRE) O
BEZITHRETH D,

RISPERDAL® CONSTA®IZR D & 9 72 B ICITFRCERE L TR G LA IR 620

(1) DafEgRE (O, DRI, DRE, (8 C ORI, MMimE RS L)
FE7KIE ARG BR LI Bl b D & 5 7RI E DR R & 72 D RBR D 5 BFE ; (2) milmEE, B
PRRERE B o IR R, O X ) RBEICBOTITTRT, BT A 4
NP AvOE=FY 2 TE2E[ML, KMEPREE LG AICITHEDOHEZZET XX T
& %, RISPERDAL™#% A 7 & M [E 3K > Of F CHEARAYIC R & 72 B KM EABER ST 5,

5.8 EHMRUESEE O TREY

A5 #5782 Tl RISPERDAL® CONSTA®#5-% 52 1F 7= & D 5% CHEIRS#E Shiz,
UAXY KX, W, BZEELITEDENICEEL LT TARERH D2,
RISPERDAL"® CONSTA®# 512 k> TN D DEEENE T L Z L NRNT L &2 +0I0H
WY HET, HEHEOEEAZ SO TR OBRIEIII D ERT O MERH D,
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5.9 F4E
sk eBR T, RISPERDAL® CONSTA®# 542 7 7= HE D 03% (5/1499) THIEN@E &
N7, $6-T, BIEEDH A BEIZITEE|IZ RISPERDALY CONSTA®# #5345 = &,

5.10 EETEE

PO AR SIGHRICBEE U ¢, AEEE B L OGRS ST b, T L7 1
A~ —BERFE B T, W T YRS 2 MEICHIR L, SETRKE R D, WEFMERKY R
7 D& % AT RISPERDALY CONSTA® }e ML O HURS IR 2 (6§ 5 5813, EES L
BCHD (BPHARLZES) RO MEEROERA EoER) (5.1) 38,

5.11 FisneaE
i A SR B E N i ST s (TREIER) (6.8) M), B ORHpiehifiE
TEHFMPLELRDLDGELH D,

5.12 migtm/MgEO %% (TTP)

IR AT KRHME /4 — 7 3B (REHY 1,300 44) (23T, RISPERDAL™FR A D# 5.
ZZT 1G] (28 BROKIEEHE) T TIP RME SN, ZOBH TR, FEHRL ORI
I LN, MM E ST 721, BRAEAICEE L7z, RISPERDAL®#5- & oK %%
IRHTH B,

5.13 {KRERE
FUSPRREIC K - TIRIEFREENICEE 24 U S8 5 L i STV %, RISPERDALYR
175 & OF RISPERDAL® CONSTA®#¢ 512 T i (R & ARIRIR O 7 SRS ST 5, b
PRIREBREE I CIREE S D WRENED & 5 B |Z RISPERDAL® CONSTA® % 4L 53 5 -4 130k
BENVLETH D,

514 &5
RISPERDAL® CONSTA®IZ =AM £ - 3B I EH BT 50, o TiiEmIcHks Lk
WEYEETAHZE (THEEOHE] 2) KO TEWEH] (6.8) &),

5.15 #ilet{EF

U ALY RAxsi CHIER 289, & R CHRIMERARIRRET 28RS, D
FOEFN O &G 5 25 VIIGI%E, T A FEGERE, MO X 5 7R B oM &K OYER %
~ AT T LHAREMRD D,
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516 B3

H AT A RTVEICHEOLOTHY, &I A7 BEOIRMIEHE CIIME R BRI
B Cd %, RISPERDAL® CONSTA®|ZERHEFAZ N E5T 5 2 LIi22>Tn5 (THIEKRD
HE] 2) 28) 7=, BEEREGIZL 2 BEEZEET 5 /ierEiEw,

517 EHHED H S BETHOMER

B HIEDEE A BHED & % #35 T RISPERDALY CONSTA D EHIERER LR STV D,
=2 IR E T IT L B IMARIERAE B 1% RISPERDAL® CONSTA® % & Lok i
I T DIEZEREm O EOWERH D, TN E TICHE S Z 0 ER TRELT
DRERITIZ, BEEL, SR, BRIOWE 20 O BEARLZE, HEARIEIEIR, BVEEGEEE & 7
ONDERREBENZEND,

R EZFMATERKICICEET S REOL 2 REELITREBICH D EHIC
RISPERDAL® CONSTA®% # 54 B BICITER 2449 2 L VR E L\, il O D i ZE R
FIIRLEROIERO S 5 BE & %4 L L7z RISPERDAL® CONSTA® R At <> %5k
W72, RELE O IRANC e S 2R TIEX, 20X 9 gz s 72 B 13RS
STz,

HEBMREEERYE (VLT F =027 5 2<30 mL/min/1.73 m?) | RISPERDAL"%
OG5 95E, UARY RUKRO9- R AU RromERREN EF L, &
JENFRERERE S T HIEHER Y AY RUREN BR Uiz, BHEE S 2 I3 RE RS A
DI AT 9 B34, RISPERDAL"® CONSTA® % 25 mg O & THW 5 1RE A BRAG 3 5 RN,
RISPERDAL®#% N A CHEEICH BRI T 2 B8N D 5, BHERE £ 72 13 ITHRERE D H
ZEFES, WK EOERIZEL Y HEREDLERLEAT, ZH X VIEKHARED 12.5 mg % B
HEE LTH LW (THEEUHE) (2.1) 21,

5.18 BIMICH T 5 BHREERUVES
HEPE R OMERE 5~ B I 40 mg/kg @ RISPERDAL® CONSTA® % 2 # ks CHEBIPNIR 5 L 7= 1
R OBMERBR L O 2 4E O 2 AFIERBR 2B W T, BB 280 bz,

Z » BT 40 mg/kg @ RISPERDAL® CONSTA® % 2 3 IF& Tl NP %5 L 7= 2 4E R 0 78 AR
PERBRICIHBWT, MEZ v N CIRMENRS (BE, IR ROREIEREEBOMIaENFED 5
7. & 51T, 40 mg/kg @ RISPERDAL® CONSTA®2 JARIMEM AN 512 k- T, 14ERD
FMEREROMET ~ b L2 AR O3 AR RER CRIBIEIG 23584 LT /ET » b TR
DOMfaEEsE~ — B — O 7R FHER EINTZ, WTHOREBRICEBWNTYH, [IKHEE 3T »
N CIRHIABERE - > W TIRRIE L2 o 7-,)
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BRI M OIS B3 mg/m® N— XA THANES (IM) ot b EeHestfE
(MRHD) (50mg) ® 85 CThHV, ZOHETHOMIERERE (AUC) IX, REHERHEZ
b MIHRREG L L ZIC TR EREE (AUC) D25 Tho, ZILHLDFTHA
B9 % MR BT 5 mg/kg Tdh o7 (mg/m’ ~N— 2 THAMNEES MRHD & [F%5), M
PRI S ARG B (AUC) 13N EG- MRHD TTE S5 MERER (AUC)
D35D 1 ThHoi,

™

v

i

It

UARY RUoROE5RER T, BisEE, RIBEEEITERRETOWTNLRD L
Nienoi—, A4 XTO 1 EMBURERT (AUC 1250\ T) RIS MRHD O K 14
fEOHEETHRELTYH, BEREFITRO Lo T,

HEZ » MBI 2 IRANE K ORI B BEE RIS M O OO EIEET RISV, 13.1 31 (T
AIENE, ZRRIFME, ZAREERETE]) TS DICFEMICMRHRT 5,

INOLOFADOE MIBITLFEHRY AZITAHTH S,

519 E=A2 Y5 BERBE
R 72 BE IR R AT LI HEDE S T Ze

6 ElEH
TFREAZ DWW TIIARTAS SCEO ML T TREMIE A Fid L7z,
o FRAVEICREE L 7AEHIRAER 2 3 D Ml R E TO TR LA (THPAA L7255,
Mg OMEH EoEE) (5.1) &)
o FRBE I B L 7RSI IR A A T D miin B IS B 1T D AR R & e i i A A
EHEG (MEEEROMER EoEE (52) 3M#))
o EMEEMERE (NMS) (MEEROMEM Lozl (5.3) M)
o BERMIUAXXUT (MEEROMEA EoWEE) (5.4) M)
o EIMKEROWERR (MEEKROEER Lo (5.5 2K
o mYBIIFUMIE (MEEROEM EoEE] (5.6) ZH)
o ENZMEIME (M5 ROMER EoEE) (5.7) &)
o FRENKONEB)EEOFREME (M4 KON LoEE] (5.8) )
o FME (MEEROMEA EoEE] (59 Z8R)
o HETREE (MEEROMEH EorEE) (5.100 ZH)
o FfephkiE (M5 LROMEAH EoEE) (5.11) &)
o AR PEM/ IR PSRBT (TTP) (M&E K OMER EoEE) (5.12) M)
o INIEFHEIREE (M5 EOEA EoEE] (5.13) 2H)
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o MEWNREEOMIE (MEEKOMEH EoEE] (5.14) ZH)

o HIMAEH (MEEROMEH EoEE] (5.15) ZH)

o AR (MZEROMEM EoWE) (5.16) /)

o N2V URBAF KO B —/MERIERHE BRI BT DU (T84 KO
i EooiEE) (5.17) ZH)

o I EITMATENRESSIZET 5 AlREME O o DA F iz iikae (M55 L OM#E H
ForEl 5.17) ZHR)

o EMTHT D EAIE K ONEE; (MG LM EoiEE] (5.18) 2H)

HRIRFER T 5% LI B EBED @A - TeBIWERIE, B, N—F 2 Y =X 4, FEitED £,
THYT, WYy, R, WERR, B, REEN, WUESE, ANERTH T,

RBEHO_ESEHR T T B RRRRBR CHIEOFREK & o T-BWERA® 5 5, I FngkErE
D 1%L EEBENE -T2 b DX, ik, 5o, R, Ty VT Thoiz (TRIVER]
(6.3) &),

KIEDT — & Y — A%, HAKRMIEDIERE LT 1AL RISPERDALY CONSTA® % # 5
STz 2392 BIOERKRRER T — X X=X Th 5, 2392410955, 332 L 12 @E O _HE
77 & A% T RISPERDAL® CONSTA D 5.2 1 F 1-BE TH 5, ZD 332D 95 b,
202 FIDFEA RIELE T, AAK 25 mg 721X 50 mg OG- Z2%2 172, RFIFEG OS5 K
O, EEE2E [“EHER) (EE/IEHE], 7728/ RRER), [FFEHR
B, [ABtERESREE ), E%RS (128EE0) /ERE GEMET) ) %20
W27 %, BEMFNE, AFFRODUEKR CHETIRE, N1 X2 a 0, (KE, BRR
R, DEXE S LI LT,

BRSO EFERIIERELEMN —RZEZICEVIEL, BHOHETREsERL
7272, AEFEROBBREANHITE T H720, K55 1E MedDRA FHFEE OFEUER)/534E
WX VL,

AIETIE, 2F%ZECTRERIZOWTHET 2, BWEH &1L, ZhETITHRbohaE
GG & ORRAIZETAT L 72 %58, RISPERDAL® CONSTA® & DK REME NG E TE A2
HEFEGEEZ NS, FERFEFIZSUVT, RISPERDAL® CONSTA® & o [ 547 4 IEH#E I HEE
THOIEFRERGAE LS, £, BRRBROERKENZILC D50, HDEAO
FEPRRRERIC I T D BIE A R BLR & O FFN OERR BRI BT 2 R BLE & OB 722 LT
TEY, E£7o, EBRRICBITORBIRE SRR L ARMENH D,
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HAEENTIE, BWEHOIEE A LITRENLFHFEETH T,
6.1 —EER Tt RHRERARTHRESE N o -EIEA

1280 " FEEHKR T T B R RERERIZ 35T RISPERDAL® CONSTA® D 5-% 5 1 F 1= # &
FTERE D 2% ISR L-FWEREZ R 1 Ic—&EETRL,
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#1. 12 @EO _HEHRT T 2R EEBRIZ3 T RISPERDALY CONSTA®D #5252 1} 7=t
BRFPERE D 2%LL EIZ3H LU= BIVEH

HLREEF DEIE (%)
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RISPERDAL® CONSTA® 7SR
§OC 25 mg 50 mg
il {1 (N=99) (N=103) (N=98)
IRFEE
Tt 2 3 0
B GRS
(E 5 7 1
mELes 0 7 1
HERE 6 6 0
CENTI 3 4 5
E3pL 1 3 0
DL e % 4 1 0
2HEER L OBERFTEE
IRE 57 * 3 9 0
RAYPE TV IE 2 3 1
I 4 1 0
N 2 1 0
RYYER & OVEAE HUE
RGE Y 2 0 1
ER R
RE SN 5 4 2
RE R 4 1 1
HEKRB L OREAEREE
DU fEe 9 6 2 1
MR REE
SR 15 21 12
IN—=F Y = A L* 8 15 9
FEIPED F U 7 11 6
T DT * 4 11 6
PEE 5 6 3
PR 0 3 0
KA 2 1 0
JER SRR 2 0 0
ek as. BIERE L OWERREE
S 4 2 3
il 78 5 - ifi. 2 0 0
FER L O TR
S 2 2 0
RS i 2 0 0

W L EEE A E TR & L, HERSNEEE, SRR, fENE GEEREEED TN—F Y
ZALE LT, F, THU DT ERBLEZORIELDLETCT AT VT L, #EEFLHEIREZ SO TH
L,

23



6.2 RISPERDAL® CONSTA®MD M ERATRE TR 5= F DD EI{EA

FELO 128M “HE R T T & ARG T 2% AR OB (B L - BRWEH 2 LU ITR
T, £, TO—EIZIEL, MERKMELRRE LI ZHEMR, FIHEREZITIEEH
R A GO LFLLISORERIZS AN L, RISPERDAL® CONSTA® % #% 5. S 7=t BR & (26 5
L72RIWER b &0,

MigE LY v SREE: A, 4 HERBE

DREEE: Hik, HEE=E7 07, BiE, AR, Z2H7 a7, Wk, FEEER,
HW 7oy s

BRI UREEE: HE, Bk
NOWEE: &7 17 7 F ilfE

HRFEE: A

BIBEE: T, WErk, W, B, B

EHEER L ORERFTRRR: IO, M APk, MR, 1 > 7 o PRRIRE,
AIEFE, PEEUER, RN, TESTERALAERS, TESFALSUS

R EE: WHUE

REVER X OBAE R BIHEEL, 17T oW, Q& LR, RIBRY, 8725, HEe,
fitige, FAoEmYe, NWHEEZ, ﬁ%%%,ﬁ4wx@%,@%,@%ﬁ@%,%%%,%%
7%, B FAERRIEE

EEBIOHE: i - #I59%, WLEIC X DR

BRREMRES: eSS v F o, 795=v 73 NI A7 =T —BHN, LENE
W, - NVBE I T AT 2T =PRI, LT KRR, RS ER, T AT X

VEET S ) NI AT =T —E N

RS L OSRIEE: AATE, SRR

24

JEDI_DEVO00 \ 0900fde98022f2f1 \ 2.3\ 2008-12-15 17:24



JEDI_DEVO00 \ 0900fde98022f2f1 \ 2.3 \ 2008-12-15 17:24

& |

BiER, MO L OEREE: fikE, ik, BEE, BOE, KT, BEE,
AR SR I

e

M

MREREE: YAXRY—, VA=, BREEVAXR V-, KR, SRR, (ROLTE
DHEV, i

iR RHNUE, W, R77, MEIREE, 5o, U b Rk, s
B K OURBAEE: R

BB L CUERE: TR, SRS, LINEH, MHEERL, LR
PR, HESH X OVRNRNEE: AP, WOWSROW, VPR SR

BB O TR %5, 195, = )i

EREE: FE, OE, U

6.3 BI{EAICK 5HiE

12 @O _HERT 7 B AR EABR CHAEFROILOER G2 I LI-gRE ofIaix, 7
F R REGHI 13% (13/98) T -7-DIZ% L RISPERDAL® CONSTA® D 5-451 T i3I
11% (22/202) T& - 7-, RISPERDAL® CONSTA #5538 o 2 il LT G HIEIcE - 7=
RIERNZ, B 3%), 2200 Q%), ~% (1%) KOT Y7 (1%) Thol,

6.4 BRERERICH T 2RERADOAEKRES

SRS BRAE IR

RISPERDAL® CONSTA®3 JTI & (25mg, 50 mg, 75 mg) ([ZOWT 12 Mo —&HER 7 I+
RRARBRICIBT D (1) ARSI (EPS) O HREME DMLY (2) HEARIMEEAER
SR EE (ESRS) A a7 (NNR—F L V=R A, VA R=—, PAXFZU—ICETEYT
A= AT DEF) OR—=AT A PETy RRA YV FETOELEEZEEL LT
EPS 1ZOWTCEME L 7=,

# 11277 X% 912, RISPERDAL® CONSTA®25mg % 5-REIZ 3517 % EPS BHEEIER (74

YUY, VA b=—, SRy Y 2 XAROIRE) ORBRETT T REGRLAETH
-7, EPS BEHEIVEH D FH 213 RISPERDALY CONSTA"50mg ¢ 5-HE D B TEno 7=,
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ESRS #eA a7 DR—=AF A4 by RiRA Vv bETOELEOFREICBWNT, 7T
AR H5RE L Hel L C RISPERDAL® CONSTA®# 5-RED EAVME AT ST, ZED
HREIX 0 (7T AREE), -1 @Q5Smghf, 77 B REHCHARTHEIZIET), 0 (50 mg &)
THol,

DA bZ—

7 T AR HAREO SE G BIE T DIRRETH 5 P A b =—DERIT, BtEomn
BAETEIEREGRBEPOEATICRAT LI bH D, VA F=—DERE LT, HHBHO
TR 575, WATEA WIS Ko TIXMAMERYERE, e T IR, PPN, SRHICED Z
EbdD, INLOERITEARETHRILED D, IO mOE—AGTRRE 2 &
FAETERE Lo SII3HE, EEEL bICELS 2D, BTV A F=—DFB Y X271
B, FEE TR LD,

6.5 KEZ(L

B O —HEER T 72 RRRREERICI W T, REBRIE TR T 7% 28 2 D IR EHE IR
esb%ﬂté?-%@?l IZ, RISPERDAL® CONSTA"#G5EET 9% TH>7-DICH LT, FI&
REETIE 6% TH o7,

6.6 DERODZEIL

MAERKIEBE LRI L 2 EMO _EHERY 7 2 AR5 T 25 £721X 50 mg @

RISPERDAL"™ CONSTA™#¢ 5-#f 202 4}z N7 T & AR5 98 151 0> Ly EE X D 3 23 M &

7=, 7 F &R L LT, RISPERDAL® CONSTA®# 5.7110> QTc filf& (Fridericia 3% JAu»
THIBMIE) ICHFHAEEETGRD b h o7,

6.7 A & U RATES L RIG

BV a7 T T a s A = (0=9&% 7 L~100=01 2 8 EIE) &6 L CREDEHE
U 72 VESHATIETRE O R8I 1L, 2 TORGEICB W TR G2 b & 5 £ TORIC
KT ER L7 (77 2REE: 16.7 005 12.6 ([ZIK T 5 25 mg # : 12.0 205 9.0 mﬂiﬁ
T ;50 mgHE - 1825 11.8 ~MET), 6 E#E% (5 10 ) 12317 2 H Y ERIC
AR I, IO O, TER E 2 IR SR b BE OFEIA 1L RISPERDALY
CONSTA"®25 £ 721% 50 mg FGHEHCB N TENEN 1% TH -1,

8 24 7- Y RISPERDAL® CONSTA"% 2 [ Z L I =AM NS L CRFTERNEZ B
St L 72 OFRBRClE, ST LS EBAL RO & 0 8 52 Wil U7 EBliX 2 - 72,
ERIOFEIC XL 5 &, AHI37.5 mg £7213 50 mg O = H#% 5 2 B #% O R TR E O
HESHBALIZIRD N DX, BEORKR, Mk, @ElOLTHo7, 2 BHEOKEIEE

26

JEDI_DEVO00 \ 0900fde98022f2f1 \ 2.3\ 2008-12-15 17:24



JEDI_DEVO00 \ 0900fde98022f2f1 \ 2.3 \ 2008-12-15 17:24

IRl Tl T _RCR—=AT A D Aa T £THE LT\, TEE, SEORIGERE L
T WRBRE 1T\ N2 o T,

6.8 MHRERDMEFARER

HKBHED U ARY RBHIZB O TGRS AVZRIER Y, MERIEE, BEE, 717«
T X — Kk, MERIE, DEME, SRR BT A REREE S TV K=
A, FIRIRABNVE CAREG W, KRR, BPAZE, #E, HuE, R, F@iEiE, QT
MER, REARMPMENEVLEGERE, I/ RIBE, KFHETH DD, HREBE TH D5 ORHEM
DREINAHTHY, MELRBBEEOHEEIIARATRETHD, 5T, EKEHZOD
RISPERDAL® CONSTA® % 5-(C 5\ T, M 56/ 2 & de M i b s, e P s 1 T S B4
HeELTHROLNLTWD,

iR #% FH A 12 35V T RISPERDAL® CONSTAM# 5-#% M ENIRFAZE N ZRD b=, Z D
HAREEN R B ZE 13BN R IR & B H OIFE FICBIT A2 RETH - 7=,

F7-, HilR#%FA O RISPERDALY CONSTAMB 51236\ T, I, il 80, ImfE,
BRI, AEHET, TEBREEOBEE SIS R E SN TWS, I TIEH A28, Firx
BLER S H T,

7 EMHEEAER

RISPERDAL® CONSTA" & fil D354 & D Hf I X 2 A8 BEAEHIC BT 2K RE 72 3 1247
LTV, 2 2T W BAE 7 — 21X RISPERDALSR O H ORER D B H L7 b
DThHDH,

71 PREAERUTFILO—IL
UZRY RUATIFHBRRRIERZE8T 52 005, MoOFREmRERIEREE-IZT7 /L a—
JL L RISPERDAL" CONSTA® %t 254, HENLETH 5.

7.2 BEDRD HHEH
RISPERDAL® CONSTA®IZITAKMILE A & 2 /et b 5 7=, [RREDVEN &4 5 il
DOIRFEIHR O L2546, BRIEERANER IS TN H 5,

7.3 LR FARRUF/ANS UEBE
RISPERDAL® CONSTA®IZ, L 7R K 3% R X2 S AEBHIRO (A HE ST 2 ATREME S 8 5,
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74 P RYTFYY
RISPERDAL®Z OAFI L OF 5 L- b X, 7I MU FF VU LU A=Y RUBM, U A~
UR+9-BE e AR RUOWTNORYEIREIC L2 L 2o T,

75 VAFOURUZI=ZFOY

VAF VUK T =F VIR A Y AR RO FERRIAEEZ ZNER 64% &KW
26% EH-EHET-, LLEERG, YAFUUNRY ARY RO Frdx ) AT R
VEADE AUC IZBE LR T=0IZxt LT, 7=F Y030 AXY R KD 9-E K
¥ AR RoaGbtlz AUC % 20% EH X872,

7.6 YOy
st ) AXRY RUe2EMHKEGT5E, VARU RO VT T ABMMETT
A REVEDN B D

7.7 YFOL
RISPERDAL"% ME# O#45 BGmgl H2E) LTH, VFVLDREERE (AUC) 7213
ﬁ[ﬁlﬂﬁl:':l/}i%};f (Cmax) ;E.;yiﬂ;gf& i é fJ:Z))O 71. (1’1—13)

7.8 NLTOEE

RISPERDAL® % [ iE#%A# 5 (4mgl A 1[E) LTh, FIEREEBLT, LT g
(1,000 mg/day, 3 [AI3EE) OBHHTE 721X FH Mg PR E L OMREE (AUC) (T2
WAELDZ E13mdotz =21), L LD, 27 eBBofkemiEhiEE (Cmax)
I3 RISPERDAL™Hf % 0 #5412 20% -5 L 7=,

79 3%y
RISPERDAL®#% A4 (0.25mg 1 H 2 [8]) 132 2% o O IWBIRE I BRRAICRIRE & 72 5
B RIEZ o,

710 FESZ—F
m%mmmﬁ%mﬁ%1~6mgamﬁif%fﬁv—bmmmgakﬁﬁ&ﬁbkk%,
UANRY RD Coge 3 23%AE T L, ERIKRBIZI T D AUC)12 how & 33%IE T L7Z, U A
~Y RE 9 FarF ) AAY I\/%:/—\bt‘f:ﬂ%%%m&T THOTINT, 9-v Rk
UARY R DOBDIgEFEEIZERIT o ToT2, ZOFMAMEHANEERICHEEICR S &
13% % 8\, —7J7, RISPERDAL®#:AAIL b & T ~— hOIMBEREICHEKAICRIE L 725
K OBREEEG 2o T,
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7.11 CYP2D6 R U Db CYP 74 VH A LEBET 5 EH

AU Rugd CYP2D6 12X - T 9-B RuaF U2~ Ruicfiitansd, ZoREIC
TEEZNRFRO LD, F OIEMEITFE 4 DR N2 OO IEFNZ L - THEFS
LRV & D (TREIRFEEL) (12.3) Z), U AXY Foipb 9-b FrFd ) AT |
DR ZINE T AR EAEE, U ALY FoomiErEEs B SE, 9-& K
XY AR FOOMERREZIKTIE D E B X 5415, poor metabolizer (n=70) % &
DFEEE AT IR RER OFE 75, poor metabolizer & extensive metabolizer O[] THEHS
FAERIZENZNZ EARRIN TN D, D 2 BEOAED B T DI TR0,

1A1, 1A2, 2C9, 2C19, 3A4 72 ¥, D CYP 7 A V¥ A LT Lo TRET S HEFNTY
AR RUARGHTOFI WO HERIT LR W2 &M invitro 75T B 0NT - T A,

INLAFEFoRONOFEFY

CYP2D6 [HEAITH D 7/ AFEF > Q0m 1 H1E) kOvUinxtFr Q20mg 1 B 1
[B) 1%, VAU RUOmFERRELZZNZE 25~28 (ER N 3~9 fFLEIELZ &N
HOMNZRS TS, ZAFEF T 9- Rax U AT RoomifEfiRgicixgs
L7ginodz, e XT3 9-t RaXv ) 20 RO fmERREZ/ 10%K F S 87,
INAgxEFroELEIRN e T OO ERBEE L IETIET S EA, EAIX
RISPERDAL® CONSTA*DHEIZOWTHRFITRETh b, 7rAFteFrEizidias
TF U OEGRBBTESNTWDEE, B 2~4 HEE RS HE RISPERDAL®
CONSTA®IZHI Y Bz fUE TR EN D U AU RO RED FRIHZH 2 ENT
&%, %72, RISPERDAL® CONSTA®ZH#ELRH R TH 5 25 mg THEE SN TWHBRETY
NAXEF, NuXxtF OB EBRBT 5L &1E, EEAHIE) S RISPERDAL®
CONSTA" % 12.5 mg \ZJET D M E R b DA H 5\ IR G2 Flrd 2 L8R b 5A %
Br, JFHIE LT 25mg CORBEMGET 22 L3RS ns, —7, BT vtk T
VERE AR F U2 EE ST 5 B T RISPERDALY CONSTA® O #: 5% BitE7 %
LI, PIEHELZ 125 mg &35 2 L batd 52, BRRERTIL 125 mg lIZBIT 5 A
EoBEII Th WYy (THERCHE] (2.5) 2R), £/, 7rtdeF %
i xeF o otHEGERIELZEEDY AT RUKN9-E Ref ) ALY R
> OFRYENREIZ 3 2 I BT 2 AT h TRy,

TYRAIASY
RISPERDAL*fE [ & = U Z 1~ A & v OMICA B AR EAEIERYD bhieh oz,

712 AT EEVED CYP3A4 BERFEH
RISPERDAL®R O K| & WA NP 20 G L& X, ERREICBITS Y 22 R

29



RON9-E FrFk U ARY R OMmBETREAK 50%E T L7z, A< B e ol
EHPIREA~OREITGRO b oz, ZOMO CYP3A4 FEEFHEHR (Bl 1X, 7==1}
4V,U77/t/,71/nwt&—w)&JXAUF/%ﬁ%&Eﬁé&,JXAU
Kok oo RaefxvUAXRY RrzfdbdcmERREENERKICIKTLEZRZD,
RISPERDAL” CONSTA“DAZENME T+ 2 AIHEMEN 5 5, DA~ B B O fF
FE R A D5 2 BAGT % %54, RISPERDAL® CONSTA® D Hl & % Ffii4 2 S BN E
CHAEEMENRSH 2 DT, D 4~ BRI D-0, BEDOE=FV 7 ZEEIZIT O MLE
N> %, HIEEE 7213 RISPERDALYE O A OB I 512>V THRETT 2 W BEPEAA U % T RE
PERH D, DR EBE L RORZOM CYP3A4 FFEEEFHEF O G % T 1L+ 554,
RISPERDAL® CONSTA"®D i &DOFHFEM 21TV, BETHIUE, BET D, I iw¥E
v, TOMD CYPIA4 BEEFHEHAORGEHIENTESINTWDLEGE, UANY R& 9-
t Refxi ) AR FragbitcEmRED LR THREND 2D, ZTHIZEDET,
Z D 2~4 BT 72 Y RISPERDAL® CONSTA"D flEZJE L TH L, #EHHETH
% 25 mg ® RISPERDAL® CONSTA®Z# 5. &N T\ 5 BE THA NP E %D CYP3A4
FESZ A 2 P kT S84, BRIG5> & RISPERDAL® CONSTA"% 12.5 mg (28 &
TOMENDLGEH L WIERG 2P T 50BN H 556 %kkE, JFHIE LT25mg C

DIRIE AT 5D Z EHELE S D, BRARRERTIX 12.5 mg (2B T 25O TFHIITD
nTunin (THERCHE] 2.5) 21,

7.13 CYP2D6 [T & > THE S HEH

in vitro RERIZFBWNT, U AU R X CYP2D6 D IESWHER|TH D 2 L B3RIB S 1
TW5, it~ T, RISPERDAL® CONSTA®(E, Z DOEEFZERIKIC L - TR S5 EH| D~
VT T AEREIICHE L E TR SN, WA EHREBRICEV T, RISPERDALY
FEOFNLCYP2DOIZ L » TR SN D KRRV KROH T ¥ I v OERYBHEICA B R
BERIES 2o T,

8 FHEKA~DRS
8.1 iEtm
EyRATI)—C

UARY RoZfA&E Lz b & O IMEENIL, Sprague-Dawley &7 » b & T Wistar
#T v b ERAOTIE- BRI AR (0.63~10 mgkg, mg/m’ ~_—Z T O#% 5 MRHD
D 0.4~6 %) 3 MBRK V=2 —Y =T U X2 Hoc BRI AEERER (031~5
mg/kg, mg/m’~N— A T OG5 MRHD @ 04~6 %) 1 RBRICB N THREFI S, mg/m’
N—ZTHEAHS MRHD @ 04~6 {525 L7 v b 7237 ¥ FORMAROTFEIRHALE
Ty, BT ER T2 3o Tz, 7y NERAWAmeErEalER 3 il (8
PEMIAZ LIS HalBR 2 ABR L OB AR 1 3B 2BV T, mgm® N—RA TROKE
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MRHD @ 0.1~3 {#IZF129 % 0.16~5 mg/kg 58T, RALMM RGO 4 HE O HARIE
ETRBEFR L, 26T NRIREITHER~OBEENZREZEBZ L5000, H5DH
WII BT A EEBIC L AL ONIRHATH 5,

7 v NAWREE ERICET 2 MEEEIIRD Do iz, JEEMAZIL AR
B 1 BRICEB VT, mg/m® N— 2 TREO S MRHD @ 1.5 {52149 % 2.5 mg/kg %55
T, 7 METKREEDEM LTz, Wistar 27 v FORZRXHERERICHBWNT, X3
VKT A BEMEER RO b, HAERE (0 B) OATFEIR VR EDRD K OFE T G AN,
b NCEY &G LT b En - AR O HARMREN D Lz, 612, H
ERORZRNEEDOFEIZEDL T, Eakh Lo En - mAeERTAEK 1A
DOIFCEBEM LTz, U AXRY RATHEYOITENC L EEL 52 5 LB 2 60, U AR
U R &2HE LI REICHE S E7ox REER RO AL CIXERE L OEFR (HE
I~4 HH) MET L7z, 2o EIILT, Metliz 1 DOU AXY FOHET bbb
mg/m* ~N— A T O 5 MRHD O 3 f5I2F4 9% 5 mg/kg TR B,

RISPERDAL® CONSTA® % I\ 7= 3B 13 F2H0E S 4L TUNR U,

Z v MIARIZBWTY 2T RUOBBBATHABIE SN, Ema x4 & LicEb 7zt
EERBRIT S E S Tniewy, Lo LR s, U ANRY RO FENREZZ T 72/hNE 16
TR K DREB RS A3 8> > 7=, RISPERDAL®R 1A% & O K REHRIT R TH 5,
U ZRY RUHiRBEIZB W THERE I COME T, AR O iSRSNI 3 H s S
NTN5,

RISPERDAL® CONSTA"DIEMRHF O AIE, THEN D EIEMENIRIE~DERMES LE 5
LHIBT SN DEEITHIBT NETH 5,

8.2 /7if - HE
v MBI D590 « HPEIZ Kk 5 RISPERDALY CONSTA D 23R Th 5,

8.3 ZElLim
JZRY RURR9-E Farxi ) 2 Ruojde MEELTICBITT 5729, RISPERDAL"

CONSTA® % AWV BI85 R OBt 5145070 < &b 12 MRNITRAL T & Tidu,

8.4 INEADKRE
18 mE AT D /N BB & k152 & L 7= RISPERDAL® CONSTA® M ER 13 EHi X AL TUN 2,
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8.5 EME~ADERE

FER DZETE U To 6 RIIE £ 72136t & R IG I E o mlm s (65 kbl ) 57 #ilz &t
RISPERDAL® CONSTA®% 12 » HRIch 72V 2 MR THRE L4 —7  RBRIZB VT,
R L e s R O[T RISPERDAL® CONSTA" D BAMIZ TR S o T-,
P> T, mlnEE TR T MBI EEIREE LR—Th 5, mimEE I IEEmEE &
el U CENPEIRIEZ BB LW oo T, @l E IITES IR E DA A T35
DIZBANLOFEYPFIEUN O T71E (B 2IE, §, Ny F2BH ERDENS, Boficbhbr
Dy ROBHIIED, FE-TWDEBN LD - VD ERD 7 Y) OFEAE{TH NE T
boh, IHIT, ENMRIMENSRBEE 72 2 @l EE T, ESZIRAA X LT A v DE=X
Vo7 aBEIXEThs (IEEROEN LOEE] (5.8) Z2H),

FRENIE|Z B L 7o MRER 2 A T 2 Ml EICB T 57 rk I FE oKk S

FRFIIE N B U 7 AR IR 2 T 2 Ml B E 258t & Lo 7 7 2 AR IREER 4 38R 2
ARBRICIBNT, 7rEI FE U AXY FUgpaflofifgb 4z 7cdE& <, VAR R
URORIOBEMBEES X7 T RRAOAE Tt I FOEEZIFEEICHRT, &
CTHENEA L, ZOMALZHRAT 2WBEREA T =X LIFFEINTELT, ERIZ—
B Lo Z = E30 b o Tz, FRAVEICBE L7k 2 6 3 2 |l B ok
WT, 7rt I ROJFHFTEGICERR S Y AT RURAFof FHICEE L THRETED L
A L7c, RBAEICRHE L-HMWEREZAET oG BBEEORBELEIGESE L
RISPERDAL"® CONSTA®DAFRITIF HITNRYY, (TP L7 ery |, T K OVl L
DEE (5.1) 2B,

9 EMELARVIKTE
9.1 HHMmE
RISPERDAL® CONSTA® (U 22U Ry) 1 ZHEIMWE TII/aun,

9.2 ELH

RISPERDAL® CONSTA®ELA O AIHEMEICEI L CIE, BIcB WV CTH E MIBWTH KR
IZHET S AL TV, RISPERDAL® CONSTA®IZEEHME NG T 5 Z LIt/ o>TWnD
DT, BEICLABEHAEILELR N E Z A algedE g,

9.3 I&7F

RISPERDAL"® CONSTA® DT & 72 13 B (R AE 3 U % aTREMEICEE L T, 8T
HEe MIBWTHERINTHRTT STV RN,
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10 BERE

10.1 ESERIZER

RISPERDAL” CONSTA® D [ RFRBR TI, &4 5 OME L7\, RISPERDAL® CONSTA®
EEBREMAZNAEGETHZ LI >TVWADT, BEICLDBERG M Z 5 ATeEME XK
|

RISPERDAL"#% N A D BRI 35\ C, HE7E F i 20~300 mg OFiPA T 8 it & 50
WEN DTN, FHTHNTRV, —MRICHE SNTERITAANZ B 2 BEA O IEBEEH O
HIRICHRT 26O TH Y, IRKCHEF, HIRIRINE, $EERNRIERS G EN D, HE
H& 240 mg O E& G- 1 61T, (K7 MY v AafdE, K5 Y 7 AM5E, QT MIFRIEE, QRS
MRESR RO bz, HEEMHE 36 mg ORIOmER G 1 Fl TIIRIENTRD b,

RISPERDAL % M AN B3 2 % 6 FH R C i, S fE7E A 360 mg & C ook fik
HOWENEGEN TV, b mBEICHE SERIE, RFNCE T 5 BEE O 3KEREH
OYRICHKRT 26O TH Y, IRK, ik, SR KiE, SEERANEERISEEND, 1
HR% 12 &7z RISPERDALURE O A D@ E# 5 & BR AN H 5 F OMOFEIER & LT,
QT MIFRILE, KM b7, RISPERDALYE A & <a ¥t F o o il &5 ©
RAt— R R R7URRED BTN D,

10.2 AEBREDARK

WER G OLE, KOEZMEMRL, BIEOMG LMK E 21T 2L, EenITLmE
RE=H Y T ERBL, REIRN RV E D DRSS 720 Ok e LERE =4 Y
YO RFEMT DL, IANBIRRIEEZTT O BE, YYETINR, el T IR, =
ALY AU RUOERICHIL T QT MRIERIEM 2 b 72 &I falRitkn & 5., FERIC,
TVUF VT LD o EHEHRY 2V FOERICAIL, BRRIICHE S 722 2 K1ILTE 2
FleEz o EnTFHSRD,

RISPERDALIC KB R FEAI L 22\ N fE- C, W RHEREZ AT 5 2 &, b, #
BOFEWNEE L TWAARENEZBIET D E N B 5, MR T & OEERE I DOV T,
R 3 T2 1 XA AR RRAEEN JE D K 5 22 i E) 72 ALiE TR T 5 2 & (U ALY RUAC L D a i
Wr DARPL T Tl B REIER MR E &2 B b S E D R[EER H D72, =7 U KONR
PRI L2 &), ERE D SEARSMEIER R LA, bia U AEE R A B
54528, £, BENREETZET, MEBEREFHERLOE=2Y 72T 5
N
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11 8K

U ANY RAIR ALY X9V —VFEEROAFIE IR T DR TH 5, 1k
P40 1% 3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)-1-piperidinyl]ethyl]-6,7,8,9-
tetrahydro-2-methyl-4H-pyrido[ 1,2-a]pyrimidin-4-one, 4712 Cp3Hy7FN4O,, 731 EilE 410.49
Th D, (LFERITLL T OB TH D,

N CH,

Sy
CH, _CH. N \l:l

0

F

U AARY RATKICIEE A EET T, LA TF L ACREITeT L, AX =L RTN0.IN
[ e N R AN

RISPERDAL"® CONSTA® (U 2V Ru) HEMEs#Ng, meifkitt~A 7 a2 7 =
7 LR OB BB K HAEDEZLDTH D,

W~ A 7 v 27 = 7 8ENT A A~ AADOTREMER R T, AT ALY DY A~
U Ro&HE 125, 25, 375 £7201350mg Db DR H 5, U ALY R 3 381 mg/g <
A4 7 1 A7 =7 T 7525 polylactide-co-glycolide (PLG) HHIZE A I TV 5,

FE 1 455 IR S AR ORE TH 5, BARIZIE, WY Y _—1 20, AL
A—=AF R DL, ULERKSE T B Y UL TR, Bk = R, T R Y DA,
KEEALT B U U LAROERAKDNEENTWD, KERNZ~YA 70 A7 =7 % ZOKEM
I RRE ST %,

RISPERDAL® CONSTA®|E~A 7 0 A7 =7 &G4 T 534 7L, BMilz s L=
L7 40 Ry oY, SmartSitet® =— KA T U —NSNAT LT 7 ERAF AL Z KDY
Needle-Pro® 20G TW Z4&ft 2 A (ZAMHRGH L LT=— RE#ED S—DF0 T 216G
UTW 1 A F RS R OERE G L L T=— RARED N—DF 072 206 TW 2 A »F
HHEE) oM S Ny 7 L LTl s g,

12 EREREEIE
12.1 {EFAMF
RISPERDAL® CONSTA“D{EFMEITIL, #id RFHIE DGR Sh 5 o AR, =
HTHDH, LoLRnb, MAKRMEICK T 2 ARKFOIIEIEMEIL, Ry DyZAERED
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e =2 SHL, RBEROFETUEM 2 L Tn D L ES TV D,

RISPERDAL®IZE#IRAIE / 7 I UK ARIEFHK T, o b= SHT, %Ak, K2 D,
SR, al L2 7 FLF U UZR/EEOH, B AY I U BRIk L TREWEIFME (Ki
=0.12~7.3 nM) %<3, RISPERDAL®IZZ DMOZEETHIEFIIE L TEMT 523,

Z O SHIZAEV, RISPERDAL D+F 11 k=2 5HT¢, 5HTp, SHT A2 BSR4 5 H M
IFE~ R (Ki=47~253nM) TH Y, I DyZFEREKO N RY R—LEZ M o
SRR L CHIWERME (Ki=620~800 nM) Z/R~L, =2V AEE8MEL 2D Y R
FIEPL ROP2 7 LT U /RIS U TR 2R S 7220 (BE>10° M THgf L
7258

12.2 EH%E

RISPERDAL® CONSTA®DFEHNFITY 22U R ZD0ERFMTH S 9-& Rax
ANRY KD 220ck5bDTHD (THHRIEH] (12.3) £M), RISPERDAL® CONSTA®
DFEFD Z DMDVEFIC OV TIE, Dy O SHT, YA OZ BRI B HEHUER 2> D —EBa
lcx 2 (TERIEE) (12.1) Z8),

12.3 EYEhEE

R 4R

RISPERDAL® CONSTA® % BHIC B A N IR 595 &, /NI i (580 1%
K DA, 3HEMOT 72 A L0365<, AN M) #5650 EZRY L 3 3
MzICEAE Y, 4% D 6 % E CTHERF S, 7 BR% E TITEKRT 5, 6o, IE
SHEAL S0 Y ZARY RO FE et A G E 2 £°C, M F SRR I DN IEHI N I HERE
&5 X 912, RISPERDAL® CONSTA®HI[E[ 544 3 I, &0 HURSHR KO MkG 5
NWETHL (THEROHE] (2) 2H),

&% 12.5mg~50 mg & LT RISPERDAL® CONSTA® % Hi[m#¢ 5:4%, U 2~V Ko, 9-b
Fa%s ) 220 o (FERE), VALY Fr4+9-B R U 22 Ko oEy#kEe
TR 2 R T,

Z ® k& 9 72 RISPERDAL® CONSTA® Dt 71 7 7 A )L L ¥ 50576 (2 AR IM #5) 2
MABDIDZ EICk o T, MAEFEYRBEMGRIICHER S D, MBETHEYIRET 4
[m 5% ERIRBICEL, RKES 4~6 BEE% £ THFF S5, RISPERDALY
QWMAzsﬁvdomg%ﬁ@&ﬁﬁék,UXNUPV,&EFH%VUXNUFV&
Y ZRY Ro49-B R 220 R o i I e 2 =4,
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= & A~ ORI E TOFHRNKGITEDFICRETH L0, EH6ICHREGLT
%) C]:I/\O

kil

W S AT U ALY RUATER 20 2o L, DA AR 1~2 Likeg Th 5, MEH T,
UARY RATT AT I RO al-BRIERE # o R 7 BEITHEG LTCE CTIEET %, U AN
Ry OMAES R0 EGRITH 90%, ERFHMTH L 9-£ Frk U 2 FroF
IREBRITTI% TH D, VALY ROk Rafy ) 2 RUnMsEs v 8 s
WAL CHEICEHRS NG 2 L2730, EWVIBRIRED AL 7 7 A4 2 (100 meg/mL),
I/ 7 7 Uy (10 meg/mL) KOH N NN<wEE L (10 meg/mL) DOIFFEIL, FEE 10 ng/mL
DY ZRY R KT 50 ng/mL @ 9-B R 22 R OFHEE 4y 2 D37 LH-&
FHETFTHY, 0L HRBLOERNERIIRHATSH S,

KERUEYHEEER

U AU R ORE DI CHRE S5, HERHRRIE LR CYP2D6 (2L 5 U A
Ronb 9-BE FrFs U 2T RU~OKIEETH D, BIRAIARERES X N-BLT L% 1Ak
ENTORETHD, TRFHTHD 9-vt Kax U 22U Rk, U AU Ko LR
LB IE 2R, 6o T, AFIOBKRIERE, )V AXY Frrb 9 FrFJ 2Y
Ry ORFREIZCL 2D TH D,

CYP2D6 137 7'V ¥ & LK bR & b FHEHL, ZEO MRS, i) %, HURNENRE,
T OMOIEFDORHIE G T 28R THDH, CYP2D6 ITEERZMEZRL (HADK 6~8%
KT T NOKDEOEGIZIZOIESEEZIZEALE, HDHWITEL 7= Tpoor
metabolizer| &FEIN D), flix OILEROIELNOWE, BHERLOL L THF=010C
Lo TEHE IS, CYP2D6 @ extensive metabolizer [ZIEC/MZ Y AXY K& 9- R
Y ANRY R~ EBHT 5, poor metabolizer 028 HAMFE 131X D 2MTHEEVY, extensive
metabolizer TlE, poor metabolizer {ZFEXT, U ARY FURENMELS, 9-BE Fefx U X
Y RCREREOS, BERORERGZO ) AXY FURT9-E Frd ) 2~ R
v E A HE I ENE X extensive metabolizer & poor metabolizer THEEL L TV 5,

RISPERDAL® CONSTA" & D 3K D B i #% 5- TR Z 0 15 5 AAEHICOWT, b R
F G L LI R R E BRI T DL T 20 25, SRR BRI S0 T e
RISPERDAL X O AIDOM H#kBRZ b L ITHET 5, U AU Ruid 2 MO KW AR
AT LAREMED B D, IS, CYP2D6 PLESL Y AU R b 9-& RrF Y AN
U Ro~OEMZRET S (HEYHAEEM] (7.11) 228), Zo X5 2MEEEITF=
TV EOMTR Y, REMICE S 25T T2 B 2B ) poor metabolizer [Z A 72 ) A
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U RCEYERE T n 7 7 A VR T KO D, F=V U EEEZZITTHDLEEIZETD
RISPERDAL" D&% L OFI48 & OFIVEMICBI T % 5FMIE4T I Curigu 73, RISPERDAL”
R OF OPEH %521 F T2/ VD poor metabolizer (n=70) TOBIEFEF S, poor metabolizer
L extensive metabolizer DEIZEHE RN RNWT LD RIRINT WA, F U2, <t
U RO ORERFEH] (21, 7==r1, V77 EVROT =/ 7L E S =)L)
& RISPERDAL“R A ZFHE G5 L, VAN Rk ok Rr¥x v U 2~ Rrofk
FREME T2 (TEEMMRAELER ) (7.12) 228), %72, U AU R8s CYP2D6 (2 &
> TR SN DMOFERN O A HET L REMEL H D, ZOBERIIHTH U AT K
DFEEBAMED ELEZRITINZ D, T O XD RBIGE Z 5 Al RetEI RV 2 & AR X
non (FEWHEEM] (7.11) 228K,

Het

URARY Ry ROEORBIIREZ S LTS, 2 D IEa 0z b 7 nEnsEdfic
Hett S5, s R N BPE 3 412 1 mg D MC-U 2 FU i & L CHERAO#SE Lz
Y ANT VARBRIZ L S TIERES TV D K512, 1% ORBUESEERIIGEIL 84% Th
D, RHIZ70%, FEHIZ 14% D3 ENN S 47z,

RISPERDAL® CONSTA®# 5% M ) 2 R 4+9-bE Fux U 22U R R o
WL 3~6 HTH Y, MR 1 FEPEICH T 5, 200 3~6 H &5 I,
~A T OAT 2T OAKGIHEE ZEDHD Y AU RUORIUZEE L Tnd, U AR K
VERYARY R4+9-BE FeXx v JUAXY R0 7 U7 T AL, CYP2D6 extensive
metabolizer CZ 1241 13.7 L/h 2T} 5.0 L/h, CYP2D6 poor metabolizer C 3.3 L/h & T*3.2 L/h
Td 72,25 F 721450 mg ® RISPERDAL® CONSTA" % 2 J[E CH 5 L 7= B 1T H W T,
EWIfER (K12 H) LTH U ARY RrOBRIERD DR oo, HAHITREE
F# 7~8 BWHRITH T3 %,

BHEEEE

RISPERDAL#E (Al % F\ N 5 165 & 52 1 1= P i ~ TR B R R E T, U ALY Rk
ZOTEMREEF D7 VT T 2 ARE MR R 1T 60%IK T Lz, BiRemE
BH %5 & L7- RISPERDAL® CONSTA®D#BRITHEM STV RS, BHERERERE
|23 T RISPERDAL® CONSTA® 25 mg O 5-Z Bi44 5 #ilC, RISPERDAL™ 0%
WTHBEICHEME T 5 2 LRI D, BHEFREED S 2 EE%E, BIK EOERIC X
D HERE S MLELREAIE. ZREVEHED 125mg ZBHESL LTH LW (THER
OH&E] 2.1) 2M]),

FFiRefEE
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JITP R Z RISPERDALSRR A#I &2 #85. L= & & O MBI eI T i s i & M T
Hole, TAT I UKD al-fetlE 2 37 Bl OREMET Liz/e, Mg ol
BEAL Y 22 R BEEHMITN 35% LR Lz, IFEERERE 2L L LE
RISPERDAL® CONSTA® ® s BR i3 £ ili S 4L TV 7222y, IFHERERE B A IC B\ T
RISPERDAL"® CONSTA® 25 mg O#5- % Bih4 % #iiC, RISPERDAL™E O Tl & (2 &
T 2 ERHEREN D, TFEREREOH 2 BF %, BR EOBERIZ XY HEFEHS 2
ERGAEIE, ZREVIEHED 125mg s HEE LTH Xv (THEEKOHE] (2.1)

F—=T" T OVERBRICBWN T, @R SRS (65 k) [T 12 » AMICHY
RISPERDAL®” CONSTA®Z# 45 L7z & & OEFIRIEICHIT 5 U ALY Ry +9-E Fax v
U ALY R R R SR i R TR DN REHIPIN Th - 7o, M Sl B
LIEEIMBFICB T HEREFEIR L TH L (THIELXOCHE] 2) 2/),

AERUHRDEE

NFE K OMERI D B Z DU TRRET T 2 Rl 72 KB BB L M S AL TUvie s, AR =
L—y a7 7 —~aXxRxT 4 7 AMEITICE T, MR REICET 23R 04 84 b
20N ETIFAHEIZ L - TY AU RUGMICRERENRNZ LRI NI,

13 JEERER SRR

131 NARY, TRFRM, LEEESE

23 A S — & O -

Swiss albino 2~ 7 A KON Wistar 587 » & HWTHA AR ZEE L=, U AXY R
1%0.63, 2.5 XN 10 mghkg PHET, ~UATIX18 » A, 7> hTIX25 » Aficbiz
VIREEHE G L-, ZhbDOMEIE, mgkg N—ATHIERT S &, MAKREICHT LN
BEFO b Mg RHER & (MRHD) (16 mg/day) @ 2.4, 9.4 K T837.5 5124024 L, mg/m?
NR—2THET 5L, ~7ATIEREO#EE MRHD @ 0.2, 0.75 X3 %, 7 v FTEREAQ
MRHD ? 0.4, 1.5 XU 6 fFIZHMS 5, i~ 2 TiE, KM RICE LR 572, mg/m’
NR— 2 TR OG- MRHD @ 0.75 O 3 (508525 ) T lff~ 7 AT FE{RNRIE DI A5
WA EIC ESR Lz, mg/m? _R—Z T OS5 MRHD @ 1.5 kO 6 [50OH 52525 -1 T »
N OIS S IRIE DI AERNFEICEF Li-, £72, B LE2TOME (ng/m> _—
A THEM MRHD @ 0.2, 0.75, 31%) Offi~ 2, Bt L2 TOME (mg/m’ _— A TR
1 MRHD @ 0.4, 1.5, 6 %) OWZ v b, KO mg/m> _— X T OS5 MRHD O 6 {50
Be % Tl T v N CHIRRIER RN AR B L,
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NARME—-HANERS

RISPERDAL"® CONSTA®®D 73 AJE M BRIL, SPF Wistar 7 » k% U /- 5 mg/kg F7-13 40
mg/kg DY AXY UM &4 2 B E R RN G LTz 24 5 B B2 AJRPERER TR S 41
2o THUBOMEIT mg/m® N—Z T MRHD (50 mg) 1 &8 fFITAHY 5, *FMEEC
1£0.9%MHE T MU U AEEREL, WG T 78R~ 7027 =T 25 LTz,
mg/m® ~_X— A THEAPNE S MRHD O 8 50 &, TRAAIE, PN wRE, &OE
BRI 2 0 SZEFMEIEO R AR AAEIC LR L, WHE (mg/m® ~N— A TR AN
5 MRHD @ 1 {5 )8 f5) OlffT » b CHIRE O AELRSAEIC EF Lz, mg/m® ~—
A CHIRNE S MRHD @ 8 5O# 5255 -7 »~ b CBIRMEMEE (ME, g o
RAERPAEICER L, 7 v bomfEggEE (AUC) 1%, HAWNESG MRHD TTHHS
o MRS E (AUC) @03 5RO 2 %5 (EinEh, 5 k140 mgke) Th-oTe,

RV Dy R A T o EIC K 5T 5 &, 18T e 7 7 FUREN AT 5
ZEDBWOLENTRSTND, UANRY RURAFIOBAREMRR T, 7w 77 F
REFHE SN Do 7o, R MEFERER CEONZHEMED G U AT RO #
HiZ&k - T, BAURMRB CHW-HEELEF CHEIZBWT, ~UAKRT v Folig~
0T FUREN S~6 G ERT D Z LRI ST 572, RISPERDAL® CONSTA®% 2 ¥
MR T24 » ARG LTERBRICBWNT T Y NROMET v hoZnEN TG = T 7 F
VIRENZNEI 6 RN 1.5 f5E THEITKAF L C R Lz, thobiismmRit s =&
H U2 o i C MK, PN 0 W M OFLB IS O R AN AT e HfESNTE
O, 7RI 7FUCEHETLIEDOTHDLEEZ LN TND

FoEICBT D7 0T 7 F AREENSWIEGICET 20 e b ~OREMII AR T
b5 (MEEROH EorE) (5.7) 28R).

TERM4

UARY RUOROFNCEET 28w ERBRICIHW T, in vitro Ames 18722982 BB, in
vitro ~ 7 A U U \JERER, in vitro 7 v MFAIE DNA EERER, in vivo ~ 7 AR O H G/
kR, vavya vz E O EESTEESERER, ke U OoSERE L IE T v A
== AN LA —ifllild A AT in vitro YRR RRER 2 S5 L7223, U ANY R U R
e GREFEN) 13O b RhoT,

X 512, RISPERDAL® CONSTA®IZBS % in vitro Ames 18I 22828 B BRIZ 5V C, A H
JFEMITEO bz o 7,
HEREFEE
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3 OOAGERER (ZR - ZRIERER 2 BB KL O GER | 3B 128V T, mg/m’ _—
ZT%D&@MME(Mm@@h@O%ﬁ@@%%(M&%n@@)@UxﬁUFV%ﬁ
NG9 5 &, Wistar 527 > N ORBATENTHHINGEO B2, SREREICITZEITR

bR dole, REATEIOREIL, 7 > O K%@%%ﬁokxi-xﬁ%ﬁﬁf
RO LN TZ EMG, Ty DB L D B2 6N, E— 7L RIZ 03]
~5 mgkg DY ALY R O#E Lzl HRRICB VT, mg/m® R—2 TROKSE
MRHD @ 0.6~10 f5IZAHYS 2 HE T, HrOEBRELAOREMET Lz, £/, FLH
BIZBWTHEICHHAI LZMET A MAT e VBEOK T HRO LN, T A NAT
oY R O T OEEINEDOIK T, BEOKTICE > ThTMMICEIE L7223, KT ILFf
MLTEEETHoT2, 7y FEOA XOWNTIUTE W THERZERITRD b oT,

RISPERDAL® CONSTA® % /- &8 » ks ReakBR 1L F4ME S T U0,

14 BRPREER

HeB R TIETREIZ 3B T RISPERDALY CONSTA® 3 AN THh 5 L\ 9 ARBLO —#h1E, U =
AU RAROFITHEIMERHESL SN TND I EnbIMFETHZ L THELNZLDOTH S,
ZAUTIN AT, HEAIFEIZRIT 2 DSM-IV HEHE 25 72 37 AR & U el A ISl 2R
FaMGE Lz 12877 £ R RABRIC IO T, Hid GRIEIS# I3 1) 5 RISPERDAL®
CONSTA® DA 23 e ST S iz,

AT — % 12 RISPERDAL® CONSTA"® 25, 50, 75 mg £7-137 7 v R %& 2 MR 5
LR T o DEIT ST E RKIE R 400 4007, 1 AR OB AWIRFF,
BE T O USRI OB 5.4 1k L, RISPERDALf A#) 4 mg #% 5 % CTHEHEG L=,
RISPERDAL® CONSTA®# 5-BEDBAITIE, EHIMN DD U ZAY R oo ESHIH A
£5EC, MIFFIEYILIE 2 16 CHERF 95 728, RISPERDAL® CONSTA®¥)[ul#% 5% 3
B2, RISPERDAL®FR A Z# 5 L7z (25 mg HEOBHITIE 2 mg, 50 mg BED H
FlZiT 4mg, 75 mg FEOBFIZIT 6 mg), 7T EARBEGHOEBEIZIL, 7 REEZERE
L7z,

BHEIMEXGYE « BEMERREHm R E (PANSS) Z#HWCRME L7=, ZiudinNy F— Sz
ZIEHRAE —ERT, BIEER, BUER, METREE, & RVEcE/E, R/
MO DNCONWTEHIT S 5 2DOH T A — bR S5,

Z DERRRBR O FEANELEHIIR—ZA T A b RARA > FE TOD PANSS #Z =

TOEAETH- T2, ZORBRICSMLUIZHAERRERE D= T A4 VEERIZEBIT S
PANSS #a A 2 7 HJfEIX 81.5 ThH -T2,
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T TR RGBT B L LT, A (25, 50, 75 mg) @ RISPERDAL® CONSTA®
W5 EZ T IMERIPERE TIE, S—RAT7A4 U POb= 0 RARA U METOEEICHE
RUENRRO BTz, 3 HEHOBEDRISHEHOAEZITRD 6NRNho720%, 75 mg
EHRETRD DN RROKRE S350 mg & 5HETRD BN TR RITH A TEEMIT/NE
o7,

s, NFEE IR Z NT A —& L LTl BRI IC BV T, TREMS RO ENRIE S
NHZ X lenoiz,

16 AE/MRERVREWVEDIE

14 12.5, 25 mg, 37.5mg, 50 mg ¥ RISPERDAL® CONSTA® (U 22V Fu) Ak Sh
TW5, AfiE, VAXRY R~ 2780 RX7 =27 DA>7-/34 7 /)L, RISPERDAL”
CONSTA" IS HHE 2 mL NFEEEI N7 L7 40 R Y o2, SmartSite®=— R/ 7 U
— A TILT 7 AT 31 Z K Needle-Pro® i I PN55- 1 e &1L 581 2 A& (Z A M5
L LTC=— RARH#E D SR—DfP = 21G UTW 1 A FERE R OS5 e L T=—
RIVERFE T S — DN 20G TW 2 A U F1ERED O SN 2ib/3y 7 & LT
N5,

12.5 mg 731 7 /V/F > b (NDC 50458-309-11) : HE~EEAGEOMAK (U AXY Fr& L
T125mg) DASTZEEAD TV v T A7 Xy v 7 &34 7/ (NDC 50458-309-01)

25 mg 3 TL/F > b (NDC 50458-306-11) : A~ AAOHER (JAXY Roe L
T25mg) MAST-E L 70D T Y v T F 7%y v 7 fF&E 34T/ (NDC 50458-306-01)

37.5mg /XA 7 V/F > b (NDC 50458-307-11) : HEA~EHGOHE (U AXY K& L
T37.5mg) WASTFEDOT Y v T H7F v v 7 (&34 7/ (NDC 50458-307-01)

50 mg /31 TV/F v b (NDC 50458-308-11) : A~ A EOMAE (U ARY Kb L
T50mg) MASTEFED TV v T F7x % v 7 fFE/S4 7/ (NDC 50458-308-01)

RERUEY KL
B 53y 7 SR E R (36~46°F ; 2~8°C) IZ AN T, #HXMRFETHZ L,

WIBENFIH TE 2WEE, 77°F (25°C) A RVIEE TR ERT 7 BN THIUZ,
RISPERDAL® CONSTA®Z {175 T % Z &M TX 5, Bk L TWARWELL % 77°F (25°C) %
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2 DIRBEICHREE SERN T Ly

FHEDOFDOENRVEFTICES T 52 L,

17 BE~DERIZMH
[ fifilZ RISPERDAL® CONSTA"Z ML+ AR, BELUTOFHEIZOWTHELE I 2 &
NEFE LV,

17.1 EIHEMNE

NI E RIS 2 U A7 35 Z L 2 BEFITHP L, tj‘rﬂﬂfﬁmrw%ﬁ%ﬂnﬂm‘
B DIEANLOIMERIELIAN O 515 (Bl 20E, #1, Xy Robarh BN DRI, 3R
720Xy OIS, JESTNWDLEEN LD VALH ERS7E) OfF J;E;%ﬁo (F%
HROMER EoEE] (5.8) ),

17.2 BRI R VEEEE

RISPERDAL®™ CONSTA™(Z, HIWr, & £ /- 13 EBRE I8 % KFT RN H 5 D T,
RISPERDAL”® CONSTA®# 5 \C k> TN D DEEBENE T L Z L NRNT L &2+ H
WD ET, HEEOEEAZ SO TR ORI HoERT 5 £ 0 B ICHEER
EWUE T A MNEN S D (MBELOHEA EOEE] (5.9) 2H),

17.3 EiH
159% 1} O RISPERDAL" CONSTA® D Sk 5% 514 i5cA% 12 R O RNTIFIE L 7=, & 53T

IRZFLL TWDL5E, EMICHET S &) BEIH RSS2 (THFREN~O& T
(8.1) ZH).

17.4 B39
159% 1} O RISPERDAL" CONSTA® D ek 5 B4 il 12 I 7= 0, SR L 2w
KOBEIHETR T2 (IFBER~0#KE] (8.2) &),

17.5 BrRAE

WM EAERORREMEDN B D728, A FEIRE 13— BRI AR 72 <, I 50D 3KE
KA L TND, HOWVIERT 2 FERDDHHE, EMICHET 5 X5 BEICHRT
5z & (ISRWMEIER) (1) 28),

17.6 7J)La—JL
RISPERDAL® CONSTA®% Hl\W\\ 558 H, 7 a— L oERARHT 5 L 5 BE I R~T 5
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& (TEMHEEER (7.1) &8,

T BLRK 534 7 RLa]

AT H : 2008 4510 A
©O0rtho-McNeil-Janssen Pharmaceuticals, Inc. 2007

g (Y ARY FY)
Janssen Pharmaceutical Ltd.

Wallingstown, Little Island, County Cork, Ireland

g (vA7m A7)
Alkermes, Inc.

Wilmington, Ohio

% (R )
Vetter Pharma Fertigung GmbH & Co. KG

Ravensburg or Langenargen, Germany

7213,

Cilag AG

Schaffhausen, Switzerland
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SUMMARY PRODUCT CHARACTERISTICS

1.

4.1.

4.2.

NAME OF THE MEDICINAL PRODUCT

Risperdal Consta ¥ 25 mg, 37.5 mg, 50 mg.

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 25 mg, 37.5 mg or 50 mg risperidone.

For excipients see 6.1.

PHARMACEUTICAL FORM

Prolonged-release powder and solvent for suspension for injection, for
intramuscular use.

Consisting of

- Vial with powder: White to off-white free-flowing powder
- Pre-filled syringe of solvent: Clear, colourless aqueous solution

CLINICAL PARTICULARS
Therapeutic indications

Risperdal Consta is indicated for the treatment of schizophrenic psychoses and
other psychotic conditions, in which positive symptoms (such as hallucinations,
delusions, thought disturbances, hostility, suspiciousness), and/or negative
symptoms (such as blunted affect, emotional and social withdrawal, poverty of
speech) are prominent. Risperdal Consta also alleviates affective symptoms
(such as depression, guilt feelings, anxiety) associated with schizophrenia.

Risperdal Consta is also effective in maintaining the clinical improvement
during continuation therapy in patients who have shown an initial treatment
response to oral risperidone or another antipsychotic drug.

Risperdal Consta is not licensed for the treatment of behavioural symptoms of
dementia (see section 4.4).

Posology and method of administration
Risperdal Consta should be administered every two weeks by deep
intramuscular gluteal injection using the enclosed safety needle. Injections

should alternate between the buttocks. Do not administer intravenously.
For instructions for use see 6.6.
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Adults

As with all anti-psychotic medications it is good clinical practice to maintain
patients on the lowest effective dose which in the case of Risperdal Consta is
25 mg (intra-muscular injection) every two weeks. The maximum dose should
not exceed 50 mg every two weeks.

Where patients are not stabilised on oral risperidone the recommended dose is
25 mg Risperdal Consta every two weeks. Should a dosage adjustment be
required, see paragraph 4 for guidance on dose increments. Patients with no
previous history of risperidone use should be pre-treated with oral Risperdal for
several days as clinically feasible, to assess tolerability before the first injection.

For those patients stabilised 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, patients treated with higher oral doses should be considered for the
higher Risperdal Consta dose of 37.5 mg.

Dose increments from 25 mg to 37.5 mg or from 37.5 mg to 50 mg should be
considered after a minimum of four weeks after the previous dose adjustment.
The effect of this dosage adjustment on the patient’s clinical status should not
be anticipated earlier than three weeks after the first injection with the higher
dose.

Supplementation with oral risperidone, where appropriate, with the previously
used dose, should be provided during the first three weeks after the first
injection with Risperdal Consta to ensure coverage until the main release phase
of risperidone from the injection site has begun.

After the first three weeks of Risperdal Consta treatment, oral risperidone
should be discontinued. However, if clinically appropriate, oral risperidone up
to 4 mg/day can be temporarily added to the treatment with Risperdal Consta
while establishing an individual patient’s optimal dose. The clinical value of
adding oral risperidone should be routinely reassessed and, if there is
continuing need for oral supplementation, consideration should be given to
increasing the dose of Risperdal Consta.

Elderly (>65 years)
The only recommended dose for this age group is 25 mg intramuscularly every
two weeks. Sufficient oral risperidone cover should be ensured for at least three

weeks during the lag period following the first Risperdal Consta injection (see
also 5.2. for pharmacokinetic properties).
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4.3.

4.4.

Children and adolescents

Risperdal Consta has not been studied in children and adolescents younger than
18 years.

Hepatic and renal impairment

Risperdal Consta has not been studied in hepatically and renally impaired
patients, and should therefore be used with caution. If hepatically or renally
impaired patients require treatment with Risperdal Consta, a starting dose of
0.5 mg b.i.d. oral risperidone is recommended during the first week. In the
second week 1 mg b.i.d. or 2 mg o.d. can be given. If an oral dose of at least
2 mg daily is well tolerated, an injection of 25 mg Risperdal Consta can be
administered every two weeks.

Contraindications

Risperdal Consta is contraindicated in patients with a known hypersensitivity to
the product or the diluent (see 6.1 List of excipients).

Special warnings and special precautions for use
Elderly patients with dementia

Elderly patients with dementia treated with atypical antipsychotic drugs had an
increased mortality compared to placebo in a meta-analysis of 17 controlled
trials of atypical antipsychotic drugs, including Risperdal. In placebo-controlled
trials with Risperdal in this population, the incidence of mortality was 4.0% for
Risperdal —treated patients compared to 3.1% for placebo-treated patients. The
mean age (range) of patients who died was 86 years (67-100).

In these trials treatment with furosemide plus risperidone was associated with a
higher incidence of mortality compared to treatment with risperidone or
furosemide alone, however, the mechanism for an interaction is unclear.
Concomitant use of risperidone with other diuretics (mainly thiazide diuretics
used in low dose) was not associated with similar findings.

No consistent pattern for cause of death observed. Nevertheless caution should
be exercised and the risks and benefits of the combination of risperidone and
furosemide or co-medication with other potent diuretics considered prior to the
decision to use. Irrespective of treatment, dehydration was an overall risk factor
for mortality and should therefore be carefully avoided in elderly patients with
dementia.
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Cerebrovascular Adverse Events (CAE)

Risperdal Consta is not recommended for the treatment of behavioural
symptoms of dementia because of an increased risk of cerebrovascular adverse
events (including cerebrovascular accidents and transient ischaemic attacks).

Data from randomised clinical trials conducted in elderly (>65 years) patients
with dementia indicate that there is an approximately 3-fold increased risk of
cerebrovascular adverse events (including cerebrovascular accidents and
transient ischaemic attacks) with oral risperidone, compared with placebo.
Cerebrovascular adverse events occurred in 3.3% (33/989) of patients treated
with risperidone and 1.2% (8/693) of patients treated with placebo. The Odds
Ratio (95% exact confidence interval) was 2.96 (1.33, 7.45).

Physicians should consider carefully the risk of cerebrovascular adverse events
with Risperdal (given the observations in elderly patients with dementia
detailed above) before treating any patient with a previous history of CVA/TIA.
Consideration should also be given to other risk factors for cerebrovascular
disease including hypertension, diabetes, current smoking, atrial fibrillation, etc.

In all patients, the tolerability to oral Risperdal should have been established
prior to initiation of treatment with Risperdal Consta.

Alpha-blocking activity

Due to the alpha-blocking activity of risperidone, orthostatic hypotension can
occur, especially during initiation of treatment. The risk benefit of further
treatment with Risperdal Consta should be assessed if clinically relevant
hypotension persists.

Risperidone should be used with caution in patients with known cardiovascular
disease including those associated with prolongation of the QT interval. In
clinical trials, risperidone was not associated with an increase in QTc intervals.
As with other antipsychotics, caution is advised when prescribing with
medications known to prolong the QT interval.

If further sedation is required, an additional drug (such as a benzodiazepine)
should be administered rather than increasing the dose of Risperdal Consta.

Tardive Dyskinesia/Extrapyramidal Symptoms (TD/EPS)

Drugs with dopamine receptor antagonistic properties have been associated
with the induction of tardive dyskinesia, characterised by rhythmical
involuntary movements, predominantly of the tongue and/or face. It has been
reported that the occurrence of extrapyramidal symptoms is a risk factor for the
development of tardive dyskinesia. However, in patients treated with oral
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Risperdal for a minimum of 1 year, the overall severity of extrapyramidal
symptoms, as well as the occurrence of new onset tardive dyskinesia was
reduced compared with patients treated with classic neuroleptics. If signs and
symptoms of tardive dyskinesia appear, the discontinuation of all antipsychotic
drugs should be considered.

Neuroleptic Malignant Syndrome (NMS)

Neuroleptic malignant syndrome, characterised by hyperthermia, muscle
rigidity, autonomic instability, altered consciousness and elevated CPK levels,
has been reported to occur with neuroleptics. In this event all antipsychotic
drugs including risperidone should be discontinued.

Caution should also be exercised when prescribing risperidone to patients with
Parkinson's disease since, theoretically, it may cause a deterioration of the

disease.

Hyperglycemia

Hyperglycaemia or exacerbation of pre-existing diabetes has been reported in
very rare cases during treatment with Risperdal. Appropriate clinical
monitoring is advisable in diabetic patients and in patients with risk factors for
the development of diabetes mellitus (see also section 4.8 Undesirable effects).

Other

Classical neuroleptics are known to lower the seizure threshold. Caution is
recommended when treating patients with epilepsy.

As with other antipsychotics, patients should be advised of the potential for
weight gain.

Acute withdrawal symptoms, including nausea, vomiting, sweating, and
insomnia have very rarely been described after abrupt cessation of high doses of
antipsychotic drugs. Recurrence of psychotic symptoms may also occur, and
the emergence of involuntary movement disorders (such as akathisia, dystonia
and dyskinesia) has been reported. Therefore gradual withdrawal is advisable.

Risperdal Consta has not been studied in children and adolescents younger than
18 years of age.
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4.5.

Interaction with other medicinal products and other forms of interaction

Possible interactions of risperidone with other drugs have not been
systematically evaluated. Given the primary CNS effects of risperidone it
should be used with caution in combination with other centrally acting drugs,
including alcohol.

Risperidone may antagonise the effect of levodopa and other dopamine agonists.

Carbamazepine has been shown to decrease the plasma levels of the
antipsychotic fraction of risperidone. A similar effect might be anticipated with
other drugs which stimulate metabolising enzymes in the liver. On initiation of
carbamazepine or other hepatic enzyme-inducing drugs, the dosage of
risperidone should be re-evaluated and increased if necessary. Conversely, on
discontinuation of such drugs, the dosage of risperidone should be re-evaluated
and decreased if necessary.

Phenothiazines, tricyclic antidepressants and some beta-blockers may increase
the plasma concentrations of risperidone but not those of the active
antipsychotic fraction. Fluoxetine and paroxetine, CYP2D6 inhibitors, may
increase the plasma concentration of risperidone but less so of the active
antipsychotic fraction. When concomitant fluoxetine or paroxetine is initiated
or discontinued, the physician should re-evaluate the dosing of Risperdal. Based
on in vitro studies, the same interaction may occur with haloperidol.
Amitriptyline does not affect the pharmacokinetics of risperidone or the active
antipsychotic fraction. Cimetidine and ranitidine increase the bioavailability of
risperidone, but only marginally that of the active antipsychotic fraction.
Erythromycin, a CYP 3A4 inhibitor, does not change the pharmacokinetics of
risperidone and the active antipsychotic fraction. The cholinesterase inhibitor
galantamine does not show a clinically relevant effect on the pharmacokinetics
of risperidone and the active antipsychotic fraction. A study of donepezil in
non-elderly healthy volunteers also showed no clinically relevant effect on the
pharmacokinetics of risperidone and the antipsychotic fraction.

When risperidone is taken together with other highly protein-bound drugs, there
is no clinically relevant displacement of either drug from the plasma proteins.

Risperdal does not show a clinically relevant effect on the pharmacokinetics of
valproate. In patients on long-term lithium and older/typical neuroleptic therapy,
no significant change occurred in the pharmacokinetics of lithium after
substitution of the concomitant neuroleptic with risperidone.

Risperidone does not affect the pharmacokinetic parameters of lithium and
valproate.
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4.6.

4.7.

4.8.

See section 4.4 (Special warnings and special precautions for use) regarding
increased mortality in elderly patients with dementia concomitantly receiving
furosemide.

Pregnancy and Lactation

Pregnancy

Although, in experimental animals, risperidone did not show direct reproductive
toxicity, some indirect, prolactin- and CNS-mediated effects were observed,
typically delayed oestrus and changes in mating and nursing behaviour in rats.
No teratogenic effect of risperidone was noted in any study. The safety of
risperidone for use during human pregnancy has not been established.
Therefore, risperidone should only be used during pregnancy if the benefits
outweigh the risks.

Lactation

In animal studies, risperidone and 9-hydroxyrisperidone are excreted in the milk.
It has been demonstrated that risperidone and 9-hydroxyrisperidone are also
excreted in human breast milk. Therefore, women receiving risperidone should
not breast feed.

Effects on ability to drive and use machines

Risperidone may interfere with activities requiring mental alertness. Therefore,
patients should be advised not to drive or operate machinery until their
individual susceptibility is known.

Undesirable effects

In the clinical trials the following undesirable effects associated with Risperdal
Consta at doses within the therapeutic range have been reported:

Common (>1/100):

Weight gain, depression, fatigue and extrapyramidal symptoms. In a 1-year trial,
patients who most frequently received 50 mg of Risperdal Consta once every
two weeks had the largest average weight gain of 2.7 kg. The incidence of
extrapyramidal symptoms in patients administered Risperdal Consta at doses up
to 50 mg was comparable to that in the placebo group from a pooled analysis
including non-randomised studies. Only the following EPS-related symptoms:
extrapyramidal disorder, hyperkinesia, hypokinesia, bradykinesia, hyporeflexia,
and tremor were reported at a higher incidence in the 50 mg dose group
compared with the placebo group.

Uncommon (>0.1/100):

Weight decrease, nervousness, sleep disorder, apathy, impaired concentration,
abnormal vision, hypotension, syncope, rash, pruritus, peripheral oedema,
injection site reaction. Symptoms of hyperprolactinaemia such as nonpuerperal
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4.9.

lactation, amenorrhoea, abnormal sexual function, ejaculation failure, decreased
libido and impotence.

The following have occasionally been reported: tardive dyskinesia and seizures.

Hematological variations such as increased or decreased white blood cell count
have been found, likewise in some patients, increases in hepatic enzymes have
been reported.

In addition, the following undesirable effects have been reported with oral
risperidone; constipation, abdominal pain, rhinitis, urinary incontinence,
priapism, somnolence, dizziness, insomnia, agitation, anxiety, headache,
dyspepsia, nausea/vomiting, body temperature dysregulation, hyponatraemia
with normal or excess body water due to either polydipsia or the syndrome of
inappropriate secretion of antidiuretic hormone (SIADH). Cerebrovascular
accidents have been observed during treatment with risperidone. (see Section
4.4 Special warnings and precautions for use).

Hyperglycemia and exacerbation of pre-existing diabetes have been reported in
very rare cases during risperidone treatment.

Withdrawal reactions have been reported in association with antipsychotic
drugs (see 4.4 Special warnings and special precautions for use).

Overdose

While overdosage is less likely to occur with parenteral than with oral
medication, information pertaining to oral is presented.

Symptoms:

In general, reported signs and symptoms have been those resulting from an
exaggeration of the drug's known pharmacological effects. These include
drowsiness and sedation, tachycardia and hypotension, and extrapyramidal
symptoms. In overdose, rare cases of QT-prolongation have been reported. In
case of acute overdosage, the possibility of multiple drug involvement should
be considered.

Treatment:

Establish and maintain a clear airway, and ensure adequate oxygenation and
ventilation. Cardiovascular monitoring should commence immediately and
should include continuous electrocardiographic monitoring to detect possible

arrhythmias.

There is no specific antidote to Risperdal. Therefore appropriate supportive
measures should be instituted. Hypotension and circulatory collapse should be
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5.1.

treated with appropriate measures such as intravenous fluids and/or
sympathomimetic agents. In case of severe extrapyramidal symptoms,
anticholinergic medication should be administered. Close medical supervision
and monitoring should continue until the patient recovers.

Pharmacological Properties
Pharmacodynamic Properties
Pharmacotherapeutic group:

Risperdal Consta: antipsychotic drugs: ATC code: NO5SAXO08.
Solvent for Risperdal Consta: solvents and diluting agents: ATC code: VO7AB

Risperidone is a potent D, antagonist which is considered a selective
monoaminergic antagonist with unique properties. It has a high affinity for
serotoninergic 5-HT, and dopaminergic D, receptors. Risperidone binds also to
a-adrenergic receptors, and, with lower affinity, to H;-histaminergic and a,-
adrenergic receptors. Risperidone has no affinity for cholinergic receptors.
Although risperidone is a potent D, antagonist, that is considered to improve the
positive symptoms of schizophrenia, it causes less depression of motor activity
and induction of catalepsy than classical neuroleptics. Balanced central
serotonin and dopamine antagonism may reduce extrapyramidal side effect
liability and extend the therapeutic activity to the negative and affective
symptoms of schizophrenia.

Further information on clinical trials

The effectiveness of Risperdal Consta (25 mg and 50 mg) in the management of
the manifestations of psychotic disorders (schizophrenia/schizoaffective) was
established in one 12-week, placebo-controlled trial in adult psychotic
inpatients and outpatients who met the DSM-IV criteria for schizophrenia.

In a 12-week comparative trial in stable patients with schizophrenia, Risperdal
Consta was shown to be as effective as the oral tablet formulation (Figure 1).
The long-term (50 weeks) safety and efficacy of Risperdal Consta was also
evaluated in an open-label trial of stable psychotic inpatients and outpatients
who met the DSM-IV criteria for schizophrenia or schizoaffective disorder.
Over time efficacy was maintained with Risperdal Consta. The safety
information is available in the safety section (Figure 2).
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Figure 1. Mean total PANSS (Positive and Negative Syndrome Scale) score
over time (12 weeks) (LOCF- Last Observation Carried Forward) in

patients with schizophrenia (n= 283)
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Figure 2. Mean change from baseline in total PANSS score for pooled data
from patients treated with 25, 50, or 75 mg in the 50-week open-label trial
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5.2.  Pharmacokinetic properties

Risperidone is metabolised by cytochrome CYP2D6 to 9-hydroxyrisperidone
which has a similar pharmacological activity as risperidone. Risperidone plus
9-hydroxyrisperidone form the active antipsychotic fraction. Another metabolic
pathway of risperidone is N-dealkylation.

General characteristics of risperidone after administration of Risperdal
Consta in patients

After a single i.m. injection with Risperdal Consta the release profile consists of
a small initial release of drug (<1% of the dose), followed by a lag time of

three weeks. Following i.m. injection the main release of drug starts from three
weeks onwards, is maintained from four to six weeks and subsides by week
seven. Antipsychotic supplementation should therefore be given during the first
three weeks of Risperdal Consta treatment (see section 4.2).

The combination of the release profile and the dosage regimen (i.m. injection
every two weeks) result in sustained therapeutic plasma concentrations.
Therapeutic plasma concentrations remain until four to six weeks after the last
Risperdal Consta injection. The elimination phase is complete approximately
seven to eight weeks after the last injection.

The absorption of risperidone from Risperdal Consta is complete.

Risperidone is rapidly distributed. The volume of distribution is 1-2 I’kg. In
plasma, risperidone is bound to albumin and a;-acid glycoprotein. The plasma
protein binding of risperidone is 90 %, that of 9-hydroxyrisperdione is 77%.

Active moiety and risperidone clearances were 5.0 and 13.7 L/h in extensive
metabolisers, and 3.2 and 3.3 L/h in poor metabolisers according to the
CYP2D6 metabolic phenotype, respectively.

After repeated i.m. injections with 25 or 50 mg Risperdal Consta every two
weeks, median trough and peak plasma concentrations of active moiety
fluctuated between 9.9-19.2 ng/ml and 17.9-45.5 ng/ml respectively. The
pharmacokinetics of risperidone are linear in the dose range of 25-50 mg
injected every two weeks. No accumulation of risperidone was observed during
long-term use (12 months) in patients who were injected with 25-50 mg every
two weeks.

Special populations
Elderly:
In an open-label trial with Risperdal Consta, steady-state concentrations of

risperidone plus 9-hydroxyrisperidone in elderly patients treated up to
12 months fell within the range of values observed in non-elderly patients.
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5.3.

Renal Impairment:

In patients with moderate to severe renal disease treated with oral Risperdal,
clearance of risperidone plus 9-hydroxyrisperidone was decreased by 60%,
compared with young healthy subjects. Although patients with renal
impairment were not studied with Risperdal Consta, it is recommended that
patients with renal impairment be carefully titrated on oral Risperdal before
treatment with Risperdal Consta is initiated (See Posology and method of
administration).

Hepatic Impairment:

Whereas the pharmacokinetics of oral Risperdal in subjects with liver disease
were comparable to those in young healthy subjects, the mean free fraction of
risperidone in plasma was increased by about 35% because of the diminished
concentration of both albumin and a;-acid glycoprotein. Although patients with
hepatic impairment were not studied with Risperdal Consta, it is recommended
that patients with hepatic impairment be carefully titrated on oral Risperdal
before treatment with Risperdal Consta is initiated (See Posology and Method
of Administration).

Pharmacokinetic/ pharmacodynamic relationship

There was no relationship between the plasma concentrations of the active
moiety and the change in total PANSS (Positive and Negative Syndrome Scale)
and total ESRS (Extrapyramidal Symptom Rating Scale) scores across the
assessment visits in any of the phase-III trials where efficacy and safety was
examined.

Preclinical safety data

Similar to the results of the (sub)chronic toxicity studies with oral risperidone
in rats and dogs, the major effects of treatment with Risperdal Consta (up to 12
months of intramuscular administration) were prolactin-mediated mammary
gland stimulation, male and female genital tract changes, and central nervous
system (CNS) effects, related to the pharmacodynamic activity of risperidone.

Risperdal Consta administration to male and female rats for 12 and 24 months
produced osteodystrophy at a dose of 40 mg/kg/2 two weeks. The effect dose
for osteodystrophy in rats was on an mg/m” basis eight times the maximum
recommended human dose and is associated with a plasma exposure two times
the maximum anticipated exposure in humans at the maximum recommended
dose. No osteodystrophy was observed in dogs treated for 12 months with
Risperdal Consta up to 20 mg/kg every two weeks. This dose yielded plasma
exposures up to 14 times the maximum recommended human dose.
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6.1.

6.2.

6.3.

There was no evidence of mutagenic potential.

As expected for a potent dopamine D;-antagonist, in an intramuscular
carcinogenicity study in Wistar Han rats (doses of 5 and 40 mg/kg every two
weeks), prolactin-mediated increased incidences of endocrine pancreas,
pituitary gland and adrenal medullary tumours were observed at 40 mg/kg,
while mammary gland tumours were present at 5 and 40 mg/kg.

Hypercalcaemia postulated to contribute to an increased incidence of adrenal
medullary tumours was observed in both dose groups. There is no evidence to
suggest that hypercalcaemia might cause phacochromocytomas in humans.

Renal tubular adenomas occurred in male rats at 40 mg/kg/2 weeks but did not
occur in oral carcinogenicity studies with Wistar rats or in Swiss mice; their
relevance to humans is unknown. No renal tumours occurred in the low dose,
the NaCl 0.9%, or the microspheres vehicle control group.

The relevance of the osteodystrophy, the prolactin-mediated tumours and of the
presumed rat substrain-specific renal tumours in terms of human risk is
unknown

Local irritation at the injection site in dogs and rats was observed after
administration of high doses of Risperdal Consta. In a 24-month IM
carcinogenicity study in rats, no increased incidence of injection site tumours
was seen in either the vehicle or active drug groups.

PHARMACEUTICAL PARTICULARS

List of excipient(s)

Risperdal Consta
7525 DL JN1 poly-(d,l-Lactide-co-glycolide)polymer

Solvent for Risperdal Consta
citric acid anhydrous, disodium hydrogen phosphate dihydrate, polysorbate 20,
carmellose sodium, sodium chloride, sodium hydroxide, water for injections.

Incompatibilities

Risperdal Consta should not be mixed or diluted with drugs or fluids other than
the supplied Solvent for Risperdal Consta.

Shelf life

Risperdal Consta: 36 months.
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Solvent for Risperdal Consta: 36 months.

After reconstitution: Chemical and physical in-use stability has been
demonstrated for 24 hours at 25°C. From a microbiological point of view, the
product should be used immediately. If not used immediately, in-use storage
times and conditions prior to use are the responsibility of the user and would
normally not be longer than 6 hours at 25°C, unless reconstitution has taken
place in controlled and validated aseptic conditions.

Special precautions for storage

The entire pack should be stored in a refrigerator. Store at 2°C to 8°C. Keep
containers in the outer carton. It should not be exposed to temperatures above
25°C.

If refrigeration is unavailable, Risperdal Consta can be stored at temperatures
not exceeding 25°C for no more than 7 days prior to administration.

Nature and contents of container
Risperdal Consta is packaged in the following container/closure configuration:

— One vial containing Risperdal Consta prolonged-release powder for
suspension for injection.

— One prefilled syringe containing the Solvent for Risperdal Consta.
— One Alaris SmartSite Needle-Free Vial Access Device for reconstitution

— One Needle-Pro needle for intramuscular injection (safety 20G 2" TW needle
with needle protection device). (To be used with Risperdal Consta only).

Instructions for use and handling

Instructions for Alaris SmartSte Needle-Free Vial Access Device

Risperdal Consta powder may only be suspended in the Solvent for Risperdal Consta
supplied in the dose pack and must be administered with the components supplied in
the dose pack.
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1. Remove the dose pack of Risperdal Consta from the refrigerator and allow it to

come to room temperature prior to reconstitution.

2. Flip off the plastic coloured cap from the vial of Risperdal Consta.

3. Peel back the blister pouch and remove the SmartSite Needle-Free Vial Access
Device by holding the white luer cap. Do net touch the spike tip of the access device
at any time.

4. Press the spike tip of the SmartSite Access Device through the vial’s rubber stopper
until the device clicks into place.
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5. Swab the connection point (blue circle) of the SmartSite Access Device with
preferred antiseptic prior to attaching the syringe to the SmartSite.

Open the syringe by breaking the seal of the white cap and remove the white
cap together with the rubber tip cap inside.

syringe white cap
——

A

—

7. Press the syringe tip into the blue circle of the SmartSite Access Device (as shown in
the picture below) and twist in a clockwise motion to ensure that the syringe is
securely attached to the white luer cap of the access device. Keep the syringe and

SmartSite Access Device aligned, and hold the skirt of the access device during
attachment to prevent spinning.
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9. Shake the vial vigorously for at least 10 seconds (holding the plunger rod down with
the thumb). Mixing is complete when the suspension appears uniform, thick, and
milky in colour and all the powder is fully dispersed.

10. Do not store the vial after reconstitution or the suspension may settle.

11. Invert the vial completely and slowly withdraw the suspension from the vial. For
identification purposes, tear section of the vial label at the perforation and apply
detached section to the syringe.

12. Unscrew the syringe from the Smartsite Access device. Discard the vial and access
device appropriately.

Page 17 of 20



13.

14.

15.
16.

17.

18.

19.

20.

Peel the blister pouch of the Needle-Pro device open half way. Grasp sheath
using the plastic peel pouch.

Attach the luer connection of the Needle- Pro device with an easy clockwise
twisting motion, to the syringe. Seat the needle firmly on the Needle-Pro device
with a push and clockwise twist.

Prepare the patient for injection.
Resuspension of Risperdal Consta will be necessary prior to administration as
settling will occur over time once product is reconstituted. Shake vigorously

for as long as it takes to resuspend the microspheres.

Pull sheath away from the needle. Do not twist sheath as needle may be
loosened from Needle-Pro device.

Tap the syringe gently to make any air bubbles rise to the top.

Remove air bubbles from the syringe barrel by moving the plunger rod forward
with the needle in an upright position. Inject the entire content of the syringe
intramuscularly into the buttock of the patient.

WARNING: To avoid a needle stick injury with a contaminated needle, do not:

— intentionally disengage the Needle- Pro device

— attempt to straighten the needle or engage Needle- Pro device if the needle
is bent or damaged

— mishandle the needle protection device that could lead to protrusion of the
needle from the needle protector sheath
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21.

22.

23.

After procedure is completed, press the needle into the sheath using a one-
handed technique. Perform a one-handed technique by GENTLY pressing the
sheath against a flat surface. As the sheath is pressed, the needle is firmly
engaged into the sheath.

~

e

flat surface

Visually confirm that the needle is fully engaged into the needle protection
sheath.

Immediately discard appropriately.
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Risperdal®Consta®

risperidone

Prolonged-release Powder and Solvent for Suspension for Injection
Information for people who are given Risperdal Consta

REMEMBER - This medicine has been prescribed for you only.

This leaflet contains important information that applies only to Risperdal Consta.
Please read it carefully all the way through and please do not throw it away as you
may need to refer to it again.

If there is anything that you do not understand or if you need more information or
advice, you should ask your pharmacist, nurse or doctor.

What is your medicine and what is it for?

The name of your medicine is Risperdal Consta, one of a group of medicines called
antipsychotics. The ingredient that makes Risperdal Consta work is called
risperidone. The other ingredients (excipients) are: 7525 DL JN1 poly-(d,l-lactide-co-
glycolide) polymer, polysorbate 20, carmellose sodium, disodium hydrogen
phosphate dihydrate, citric acid anhydrous, sodium chloride, sodium hydroxide and
water.

Risperdal Consta is used to treat conditions in adults, which affect the way you think,
feel and/or act. These conditions may cause symptoms such as confusion,
hallucinations (e.g. hearing, seeing or sensing things which are not there), delusions,
unusual suspiciousness, emotional and social withdrawal. With these conditions you
may also feel depressed, guilty, anxious or tense.

Risperdal Consta is available in three different doses (25 mg, 37.5 mg or 50 mg) for
injection into the muscle in your buttock every two weeks.

It is supplied as a pack that contains everything needed to mix and administer it:

- A small bottle containing white powder (within this powder risperidone is attached
to other particles which help to release the risperidone once it is injected into the
body)

- A syringe prefilled with liquid to be added to the powder

- Needle-free access device for reconstitution

- One needle for reconstitution and administration

Who has made your medicine?

The manufacturers are Janssen Pharmaceutica NV, Beerse, Belgium and McGregor
Cory Ltd, Banbury, UK. The licence holder is Janssen-Cilag Ltd, Saunderton, High
Wycombe, Buckinghamshire HP14 4HJ, UK.

When should Risperdal Consta not be used?

You will not be given Risperdal Consta if you have ever had an allergic reaction to
risperidone or any of the other ingredients listed in the 'What is your medicine and
what is it for?' section above. An allergic reaction may be recognised as a rash,
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itching, swollen face or lips, or shortness of breath. You should tell your doctor if this
has happened to you.

Before you receive Risperdal Consta

You should tell your doctor if:

- You are pregnant, trying to become pregnant, or breast feeding. You should not
breast feed if you are using Risperdal Consta.

Ask your doctor for advice if:
- You suffer from heart or blood vessel disease, liver or kidney disease, epilepsy or
dementia.

- You suffer from and/or are taking medicines for Parkinson’s Disease (levodopa or
other dopamine agonists). Your doctor will decide if you can use Risperdal Consta
and if the dose will need to be altered.

- You have had a stroke or transient ischaemic attack (temporary reduction in blood
flow to the brain)

You should also tell your doctor if you have other risk factors for blood vessel
disease, for example you have high blood pressure, diabetes, or you smoke or have
a heart disorder called atrial fibrillation.

Tell your doctor if you are taking furosemide. Furosemide is a drug which is
sometimes used to treat high blood pressure, or to treat swelling of parts of the body
caused by the build-up of too much fluid. Studies in elderly patients have shown that
taking Risperdal in combination with furosemide may be harmful.

Always tell your doctor, nurse or pharmacist if you are taking any other medicines,
even those you have bought yourself, because taking some medicines together can
be harmful.

If you are taking any of the following, using Risperdal Consta as well may make you
feel more drowsy:

- Medicines taken for anxiety or to help you to sleep (tranquillisers)

- Certain painkillers

- Some antihistamines (such as chlorpheniramine)

- Certain antidepressants.

Only take these medicines while you are on Risperdal Consta if your doctor says that
you can.

If you are starting or stopping taking the following drugs you should speak with your
doctor:

- Carbamazepine, commonly used to treat epilepsy or facial neuralgia

- Fluoxetine or paroxetine (medicines for treating depression)

- Haloperidol (a medicine with similar uses to risperidone)

- These may change the effect of Risperdal Consta, and so you may need a different
dose.

Tell your doctor if you are taking:
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- Phenothiazines (medicines taken for anxiety or to help you sleep)
- Tricyclic anti-depressants
- Beta-blockers (medicines for raised blood pressure)

Risperidone does not interact with lithium or valproate.

Treatment with Risperdal Consta will not be started until it is known that you can
tolerate Risperdal treatment by mouth (tablets or oral solution).

While using Risperdal Consta

- You should be careful how much alcohol you drink. The combined effect of
Risperdal Consta and alcohol might make you feel drowsy.

- Risperdal Consta might change your alertness so you should not drive or operate
machinery until the doctor sees how the injection affects you.

- If you have diabetes or you have a risk of getting diabetes, your doctor may check
your blood sugar levels while you are receiving Risperdal Consta. (See also “If you
think your medicine makes you feel ill”).

How to use Risperdal Consta

Risperdal Consta should be given only after the powder has been mixed with the
liquid in the syringe. (The last section of this leaflet contains instructions for your
doctor or nurse on how they should do this.)

Risperdal Consta should then be injected into one buttock. Next time the injection will
be given into the other buttock, and so on.

The usual dose of Risperdal Consta is 25 mg, once every 2 weeks. In some cases,
your doctor might decide to administer a higher dose. You will only have an injection
every two weeks.

The injection will not start to take effect for three weeks (because the active
ingredient takes time to be released from the injection site) and so you will need
extra medication during this time. You should discuss with your doctor how best to do
this.

Depending on how well the treatment is working, your doctor may decide to adjust
the dose of Risperdal Consta or to add oral Risperdal (tablets or solution) for a short
time.

You should not be given more than 50 mg Risperdal Consta every two weeks. If you
need extra oral Risperdal, you should not take more than 4 mg per day.

If you are aged over 65 years, you should be treated with 25 mg of Risperdal Consta.
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Do not stop your treatment just because you feel better. It is important that you
carry on using Risperdal Constafor as long as your doctor has told you to.

If you stop taking Risperdal Consta, you should do so gradually, especially if you
have been taking a high dose, unless your doctor has told you otherwise. Stopping
treatment suddenly may cause effects such as feeling sick, vomiting, sweating,
sleeplessness, muscle stiffness or jerky movements, or your original medical
problem may come back. Always follow your doctor's instructions carefully.

If you miss an injection you should tell your doctor or nurse because it should be
given as soon as possible.

If you think that you have been given more than you should have, or if you think that
you have been given more than one injection every two weeks, contact a doctor or
hospital straight away.

If you think your medicine makes you feel ill

There are usually few side effects when Risperdal Consta is used in the way your
doctor, nurse or pharmacist has described. Do not be alarmed by this list of possible
side effects. You may not have any of them.

Side effects which may occur are:
Depression, fatigue and weight gain. Also trembling, hyperactivity, pronounced
muscle stiffness, excess saliva or slowness of movement.

Uncommon side effects which may occur are:

Weight loss, nervousness, sleep disorders (feeling sleepy, or not being able to sleep),
apathy, concentration difficulties, blurred vision, lowered blood pressure, fainting,
skin rash, itching, swelling of the ankles, inappropriate milk secretion, menstruation
disorders, ejaculation failure, decreased libido, sexual potency problems, redness
and itching at the site of the injection.

Occasionally tardive dyskinesia (uncontrollable jerky movements), seizures
(convulsions) and an illness consisting of fever, faster breathing, sweating, muscle
stiffness and reduced consciousness have been reported. If any of these occur,
contact a doctor at once and tell him or her that you were given Risperdal Consta.

Rarely, changes in blood cell count, and increases in liver enzymes have been
reported.

The following extra undesired effects have been reported with Risperdal tablets and
liquid: constipation, stomach ache, blocked or itchy nose, leakage of urine,
continuous erection of the penis, agitation, anxiety, headache, indigestion, feeling or
being sick (nausea or vomiting), dizziness or a desire to drink large amounts of water
(leading to water intoxication).

You may experience a slight fall in blood pressure in the early stages of the
treatment, resulting in dizziness. This will usually pass off by itself.
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You may also experience changes in your heart rhythm or marked changes in your
body temperature or uncontrollable movements, mainly of the face or tongue. If any
of these occurs, contact your doctor as soon as possible.

Occasionally strokes or transient ischaemic attacks may occur in people taking
Risperdal. If you experience sudden weakness or numbness of the face, arms or
legs, especially on one side, or instances of slurred speech, seek medical attention.

Very rarely, cases of raised blood sugar and worsening of diabetic symptoms have
been reported. See your doctor if you experience symptoms, such as excessive thirst
or urination.

Tell your doctor or pharmacist if you notice these or any other side effects.
Please also refer to the “While using Risperdal Consta” section above.

How to store Risperdal

As with all medicines, Risperdal Consta should be kept in a safe place where
children cannot see or reach it. Keep the entire pack of Risperdal Consta in a
refrigerator (between 2 and 8°C). Do not store the contents out of the carton.

Do not use the injection after the expiry date printed on the packaging.

Always return any left-over medicines to your pharmacist. Only keep them if your
doctor tells you to.

This leaflet was revised in February 2006.

® registered trademark

JANSSEN-CILAG Ltd
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Information for the person administering RISPERDAL CONSTA

Instructions for use and handling

Risperdal Consta powder may only be suspended in the Solvent for
Risperdal Consta supplied in the dose pack and must be administered with
the components supplied in the dose pack.

Plunger
Rod

White Luer
Colored C Connection
oRrea A + Point
— Spike Tip O gﬁggiﬁ 2 Needle Protection
N White [ Device
L Skirt =606 Cap O
1. Remove the dose pack of Risperdal Consta from the refrigerator and allow it

to come to room temperature prior to Risperdal Consta constitution.

2. Flip off the plastic coloured cap from the vial of Risperdal Consta.

3. Peel back the blister pouch and remove the SmartSite® Needle-Free Vial Access
Device by holding the white luer cap. Do not touch the spike tip of the access device
at any time.
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4. Press the spike tip of the SmartSite Access Device through the vial's rubber
stopper until the device clicks into place.

5. Swab the connection point (blue circle) of the SmartSite Access Device with
preferred antiseptic prior to attaching the syringe to the SmartSite.

6. Open the syringe by breaking the seal of the white cap and remove the white
cap together with the rubber tip cap inside.

syringe fé@
\._\
7. Press the syringe tip into the blue circle of the SmartSite Access Device (as shown
in the picture below) and twist in a clockwise motion to ensure that the syringe is
securely attached to the white luer cap of the access device. Keep the syringe

and SmartSite Access Device aligned, and hold the skirt of the access device
during attachment to prevent spinning.
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8. Inject the entire contents (diluent) of the syringe into the vial.
— 4

o %
\@;jﬁ

9. Shake the vial vigorously for at least 10 seconds (holding the plunger rod down
with the thumb). Mixing is complete when the suspension appears uniform, thick,
and milky in color and all the powder is fully dispersed.

10. Do not store the vial after reconstitution or the suspension may settle.

11. Invert the vial completely and slowly withdraw the suspension from the vial. For
identification purposes, tear section of the vial label at the perforation and apply
detached section to the syringe.

=

=
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12.

13.

14.

15.
16.

17.

18.

19.

20.

Unscrew the syringe from the Smartsite Access device. Discard the vial and
access device appropriately.

Peel the blister pouch of the Needle-Pro® device open half way. Grasp sheath
using the plastic peel pouch.

Attach the luer connection of the Needle- Pro device with an easy clockwise
twisting motion, to the syringe. Seat the needle firmly on the Needle-Pro
device with a push and clockwise twist.

Prepare the patient for injection.

Resuspension of Risperdal Consta will be necessary prior to administration as
settling will occur over time once product is reconstituted. Shake vigorously
for as long as it takes to resuspend the microspheres.

Pull sheath away from the needle. Do not twist sheath as needle may be
loosened from Needle-Pro device.

Tap the syringe gently to make any air bubbles rise to the top.

Remove air bubbles from the syringe barrel by moving the plunger rod forward
with the needle in an upright position. Inject the entire content of the syringe
intramuscularly into the buttock of the patient.

WARNING: To avoid a needle stick injury with a contaminated needle, do not:
¢ Intentionally disengage the Needle- Pro device
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21.

22.

23.

o Attempt to straighten the needle or engage Needle- Pro device if the
needle is bent or damaged

e Mishandle the needle protection device that could lead to protrusion of the
needle from the needle protector sheath

After procedure is completed, press the needle into the sheath using a one-
handed technique. Perform a one-handed technique by GENTLY pressing
the sheath against a flat surface. As the sheath is pressed, the needle is
firmly engaged into the sheath.

~

e

flat surface

B

e

Visually confirm that the needle is fully engaged into the needle protection
sheath.

Immediately discard appropriately.

JANSSEN-CILAG Ltd
Saunderton, High Wycombe, Buckinghamshire
HP14 4HJ, UK
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Janssen-Cilag Ltd
Saunderton

High Wycombe
Buckinghamshire
HP14 4HJ

UK

Risperdal Consta 25 mg PL 00242/0375
Risperdal Consta 37.5mg  PL 00242/0376
Risperdal Consta 50 mg PL 00242/0377

10.

Risperdal Consta PL 00242/0382
/

2002 8 8

2006 2 28
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Johnson & Johnson Pharmaceutical Research & Development, L.L.C.
COMPANY CORE DATA SHEET
RISPERDAL® CONSTA®

RISPERIDONE
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Confidentiality Statement

The information in this document contains trade secrets and commercial information that are privileged or confidential and may
not be disclosed unless such disclosure is required by applicable law or regulations. In any event, persons to whom the
information is disclosed must be informed that the information is privileged or confidential and may not be further disclosed by
them. These restrictions on disclosure will apply equally to all future information supplied to you which is indicated as
privileged or confidential.

on disclosure will apply equally to all future information supplied to you which is indicated as privileged or confidential.

Company Core Data Sheet - RISPERDAL® CONSTA®, || 2000 version i}
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AloEE) , TRWERM) , NEREEL) omEs
i’

2) BHEITY AXY U TORBRBRB RV S
I, EF, OROU AR RUOmBIZ RS L, BE
HRHEZ L EMB L%, ARERGTHZ
L,

3) HEELE L XBREOH 2 BE~RGT 256
i, AFIE ST S0, 2R< &b 18 2mg
FTOJENY Y FUMAIZ LY BEMRH D
TEEMERBL-ET, ARERGTHZ L,

4) RAIEGH O M AP REEIEREZESN K E <, ]
RIDVERE SN TWARWAKIOKH 7 1 7 7 A Vi
5T & 2R i PR EEHERS AR RER 2SR B
NI DRERD D120, FHAF OEGYIN &
ORI, BEOERE HO8ET 2 L,

[ [Sypmhng) DIESHE]

5) U AR KT a A RGEIE IC S <
SEMARILE S & 5 h 2 E BB TN DD
T, AFNE G TRMER & &b - 854 1 ik
U7 ML@ 2175 Z k.

6) RR, EESH - B - KAEEBREAFSOETHN
BZDZERHDHOT, KRG HOBREITIZA
BhEOEREARE M D BIROBRECHEE ST

2| WEOIEETLHZ L,

(|7 BB, BRYE, BERZEOBMEERTES TS
REMED B 2 O THZ A H0ATV, BB A B
TS AT O IRFIEICY) 0 B 2 5 7 EiE ) 240
BEATHZ &,

8) I MBECHEIRI D BEALA B 5 od, FERFMES b
TV RV A, BERFESEICED ZERDH LD
T, REIE I, 08, 2K, 2R, BRSO
JEROFEBUCIEE T 5 & & bIg, FHORRIG XL
Z DAEED 5\ EE DfE EAT HBEI
DNTIE, MO IESEOBIEE A 4312475 2
Lo [ MEEES) , [ERARIER OHESHE]

9) AHIOEHIEEL, HHr U Ei8) OFRIEM

NEBTLHENH D Z %, BEROEDOFIE

ICEIL, 1B, 2K, 2R, BRSOR

L, ZOXIRIERBDLDbREAIC

1%, ERiOBEEZ DL EETHZ L,
[ ML), TERRRER] OmESE]
3AREMEA
AANTE L LTI GHEER CYP2D6 TR & 2,
DHFRZS (BrALBRVC E)
FREREER W .
FARE | pma fBREF
TRVvF | 7RLFUY [T RLFY T
vy OIEMZWE | KLY AEEME
AAL | S, WERE o, B REEOHIE
v TEREZTZ [ATHY, KHODa
LD, B2 A AR S 18T 1 R

L0, B ARG
1B 25 fr & 72
AN (B2 R |
DR EN D,

HEFAER BHRICEETZ T L)
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il HERT 5 2 & | FRFAI O PR AR
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%

U ZH — VEE
Img, 2mg, 3mg

4) HECROBEROHRSELHT 5 8%
] FELIEDLIBELR DD, ]

D D BE IR
Thndd, ]

6) BEEDDDHBE [AFOEREMOMLR K
WAUC BERT D &b D, ]

7)  BERIE U OBERED B D BE, HHWV
VEBERIR O FIEE, i, IR O BER
WO T %A 5 BH DiBHE L5
THIENDH( TEERIEARNER ,
TEARZREIEM] OHESBMR), ]

8) e [ [mi#E ~0fh) OEBR]

9) /MR [ UNRE~DES ] omBH#]

10)  HEYREUEC

1) JBiK - 5581 FA AL D B RIS D
BB HRE EMEEWERE (Syndrome malin) 2%
[l A

5) A LS5

QLEERERANER

DISEFINC o ZIEABRRAET (I LS < ik
BRERH HNDZERNHLHDOT, LMD
e lciE L, KMESH S b 5a 3R
%, WYRREEITO 2k,

VR%, EES -4 - RAEHENEOKT
NEZDZERHDHDOT, AFEEFOHBEEIC
1T BB EOEESERE M D BROBMECRE
ERBRWEIEETHZ L,

FE, BRI, BESOBIEEREBLIED
AREMEAS 8 2 O TRIZE & 43TV, B LS A
HATHE I OIBFIEIC T B2 5 7 £
IpA Ui S BN

HRFIOBRGIZ LY, FIBECRERE O AL &
L, BERBEMES N7V K= X, BERIETE
BIECED 2 ERHDHOT, AfIREFIE, A
B, 2K, 2R, BREOMEIROFEBUIERT
%L &b, FROERIE X IEZ OBEERES 20
1XZ OFERIR T2 4 2 BECOWTIE, b
EOMEFOBEE+mATH> 2L, [ MHE
el TERZREIER) oEBR]

SAFN DO GIZEEL, & 52U i HOREIER
NREBTLIHERH D%, BEROETOFK

3 AL, N, 2K, 2R, BRS

L, ZOX5RERRS b

1, EbHICRSETEL, EMOBEE

ZLES, wETL L, [ MEERE)

TERREIER ] OHEBHE]

3ARESEM
AFZE & UCTHFAEBEE CYP2D6 TR S

D fEAEE ERLRVNZ &)

TR - o

FARE | prmin SRETF
7T RvF | TRLFU | T RLFY ET
yr OIYER Z#ils | KL J U EEME
ARAI | &8, MERE o, B ZEEOF
v TaEZFTZ |HTHY, KHO
Lab s, |a B HAER
[ Y = N
VR DSMEENL & 72
Y, I R fEA

NEERE NS,
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e Y ARE =) 2 A AR
4 25mg, 37 5Smg, 50mg
BEAER - B .
RALE | wmw fRRT
FARI AR [ HIEICERZ | AFIE 8w
[P W e & | MERTER 2L
B, TWHZ e
5, RRIUAE
BRI B
THEMAMEHTT
% ATHEMER &
%
MeHESE BeIEAERI A | AR O 2D
R HZ LS| OBEHIORETAE
b5, A2k 5,
Ta—n | MECERZ |7 ra—udd
HERT D Z & [ ARSI
Bnb. Y5,
CYP2D6 % | AFIRONEME | 24 b DFEA D
PRET B |t omh | SRR
A (SeF | RES AT | FEAICLS,
vFVE) |DZL0H
%
FERBBESR | ASI R OTEME | Zh 6 03It
BEAEAE | (SOt | BEERHEIC K
AT HEA [WEMETT |0, AFIONRH
(A= |52 n3dh MefEEnD =
¥rr, 7|5, Lizk s,
==k
v, V77
ey,
VEVY N2
B & —))
HEH
Lo
(ft
)
4.BIER

HRERIRE E TICE N THEM L - AAI O BK R (RA
25~50mg % 2 WFFRCHRIERYS) ToOREMEIl
KB 175 BlicBWC, BWER (BT &
Eie) X 142 B (81 1%) IO BTz, ZDOER
Lo, mMF 7w F 7 Fo8m 331%) , RIE
(229%) , RIEHM (131%) , K IBALERE
(109%) , FE#ER (97%) , ALT (GPT) Hjn
(80%) , R (74%) , RUZ V&Y KM
(74%) KO y-GTP #41 (57%) , Thv Y7
(51%) KUOYCK (CPK) N (51%) Thotz,

1) EXEIEA

(1) EYEESS (Syndrome malin)  (BEEARH) *
DD MEEGRER, SR OO SR, e T R
W, BR, MEOZB), FITENFEHL, Z
NICH & RERARHROLNDHEL, #5%
PUE L, EmH, KowisEo 2T ERLE &
HICTH Y R ALE EAT D 2 &, AIERIEREIC
13, AMEROEIMCME CK (CPK) O _EA-2
oD NS, £, IATrEVIR

ZfED EDETRALND Z LD D,
ks, MBS o TR IR,

718 B R JBE, BMEB AR RN & BT
L, LT DI LNDHD,

(2) BREZAREXTT (5%KH) : BHHERGIC
KV, AJEESORMEER S H b b, #%
Gkt bR T 2 2 L 03D D,
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o Y 2 — L
4 Img, 2mg, 3mg
2) FAREE BHEEETSZ L)
FRARAER - B -
FAEE | pmpi BRET
AR (M EICERE [ ARIRO RS
il WERT D2 L | OFEF O AR
(AEY | Bb5HOT, FEImEIE RS X
—LVEHE | HET L | D,
H%) HEICEET
5Tk,
RARIUE | HEICEREZ | AL RS
B3 BT HZ & | ERERAA L
N5, TnpZ e
5, K
e
<
% [ H
%,
e FESE REMERS [ AAROZRG
FRT DL | OAIOREEAE
b5, fick s,
Tha—n |HEICEREZ |7 va—nEh
HIRT 52 & | AR E
Bbb, EHT %,
IR | KB OEE [ R~v B
v ROy | OGBS
WEMITY |k, K
HTEND SIAYAN it
5, nszkick
4
Eo
(e
) | aEHEA

HIER] 4,038 B, EIVER (REPRA AL SR &5
Fe) 1E 1,170 H 2,917 1 (28 97%) (iR B
o TOERLDIIT VT 2011 (498%)
RHRGE) 166 1 (411%) , fEFL 1104 (272%)
% 107 74 (265%) , WEHE 103 14 (255%) , R
K9ME (245%) , R 96HF (238%) , fififl
921 (228%) , MEUES7TH: (215%) , HBE
()84 1F (208%) Th-otz, (HHFEAK )

1) EXAREVEA

(1) BEEEEMEEE(Syndrome malin) (0.1%R%) : 4&
EhER, SREEOFIREI, WETHREE, R fE
D, BIFENREBL, ZhUCH] & 5
NHLNDLEEL, 5 E2RIEL, REE), K
DRSO ER L L IS R0 E 21T 5
Tk, AEREMECIE, MERORIINRC ML
CK (CPK) O EFARHZHNDZ ENEL, &
7o, SATUCUREMNED BHREOE T AL
NLHZER®D, ok, BENRRL, EilkkE
= OMRIREE, IREREM, BiAER, SRR
BNERBITL, ETDHZE0H D,

(2) BIREMEDRAFXTT (0.1~5%KH) K0

2RV, REESEORMEEEN H 5 bh,
Bt bR 2 2 &N dH D,

(3) BREMEA LU R (FEARB) - fhoHuRwhmSE
T, FERRE (RACRIR, Bl - e, FH L
{5, MEHE O B D IdsthiE & OGNS O
) SWFEDORER) ZHK L, WML LY R
TT52LnHH0T, KL OPHRIZLD B
BRI & b b AaIcE, 5 ETIET 5
Tp CEUIRAUEEAT O 2 L, B, AANTENN
FBR (%) THIMERZET L2 emb, &
L - WEEZ2 R LT 2 WTREME S & 5 O THE
ToHI L,
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e Y ARYE =) 3 2B
% 25mg, 37 5mg, 50mg

(3) BREYES L X (EBERE) =2 : thobikiph
JEHT, AR (RACRER, Bl - a3
LVMERE,  REEB O & 5 O otk & ORENZS
W5 SWEEORER) ZK L, HEMEA LT 2
WICBATT D Z BB DHDOT, AHEOHHICK
0 BB & & b a 1L, Eh5 &2 Hik
T B 7R EWO RS AT T L, Teds, AANE
B ERR (X)) THIMAERZAT 22 &

B - M@ 2 REEALT D WTREMEA & 5 D
CHETHZ L,

(4) FFRIRFNLEREESUW (SIADH) (BB
AB) B2 RS R Y U AE, (KRS
JE, RN U o APRit RO, SRR, K&

(A 2 O S PIRIR S V| A 5y
WD HLDLNDZLEND D,

(5) JFrBR", BE GHERE) “V 2 :AST

(GOT) , ALT (GPT) , v-GTP ® EH%&%

I IFHSRERLE, BEAH LD ZERH DD

T, BEE ST, BRESRDONHE

12, &5 EPIEL, WURLEEZITS Z L,

BRSUBRAR (EBEARB) Y - R, B

&, CK (CPK) E&, Mok ORPIAZ oL

v R AR T DR 7

LRHBHDOT, B

kL, U AT D

R & 2 A EE AR RO RIEIC

B

E7-, B
FE RSN

(7) REAR (5%KM) - LHEME), DEMAEISM
MERHLDONDLZENHDLDT, ZDLH7k
BAITREERIET 572 L, HEY R 0LEETT
Sz,

(8) BMEREE EERE) : MbEEERH 5D
NHZENRHHOT, RENBDOLNZHEIC
TG E2RIET 57 L, EERLEAETTH 2
l*\:

(9) WULEE, BERBHEES TV F—V X, BREHE
Bk (EBEREA) 7 @ ifEoRE R O B L
N Lo, BEREES FT Y R—v R, BER
FESIEICED Z 03 h D, N, £, %
R, ROFBUCEE T D & &b,
B OWE 21T 5 72 & oy e Bz 21T, R

2 LN AICE, EEEHIEL, A v

Ca| 2 ) CRIF| O GO Y LB AT 2 L,

Lo [ TEiERG) , TEEREANER) OES

FEES ]

(e | 7 D) AEOBHFERBRTHEN D 5,

x) | 2 ENOROY ALY RURHITHERD 5,

2) EOMORIER
WD & D IeRERRRD S Gaiciy, LEICE
U, URNEZITSH Z L,

5%k kil
BRYE B, 5
BIU NEEE
FEH
$iE
%
FARE R,
*®, Wik, sk,
Bl mirede, FCTFAR
Jiiki &5 i
rwy i, 4 ek
bgars JE, MR E
R
SR TFT4TF—
s U, @UE
RS wmrez s
[5%=-3 7 MSE
Rt ERERIL [ AR, K
Uk iE, BHOT |, SHOEIR
BEE ik, ZE
FERRE | NIE, (A%, = [, 5o, Y
F AR B, | e R—GR, B
f H, MRGEE,
MEARREE | Rk, BROR,
50, PERREE
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W
%

U AR —LEE
Img, 2mg, 3mg

(4

(s

(6

(7

(8

O

) PIRIRFVE L REAHUWERR (SIADH) (B
EARE) K hY U AMGE, KRS
i b U T AHEIEER ORI, AR, R,
WSS 2 £ 5 HURIIR AS L o 3 M\«zmxﬂ
(SIADH) b bbb Endbb,
FFESRERE, B (BEEEARH)) : AST (GOT)
ALT (GPT) , y-GTP O 55 % ff 5 fTHgAERE
}',, WEAHHDONDHZ ENHDHDOT, BEE |
JJL\, BHEPRD HLNTGEITE, #545F
JJ:L R AEETTH Z L,
BRSUBRAREE (0.1%RW5) - Widdsm, B,
CK (CPK) L&, mHRORPIAZ7 e b
H AR L T DR MARIE N & H oD Z L
3%;’ V)'C, B NGRD LTSI S & Pk
YRR EAT D &, ETz, BEEUTRAEIE
ié‘_"w"*T/\,0>%éJiili 52 &,
7F¥BJT? (0.1%KH5) - LEME), OEMEISME
NS HDNDZERHLHDT, DL RGHE
WG 2P IkT 57 8, URAEZTTH 2
&,
) BERRE (0.1%KH) - MOEEE D LD
NHZENHDHOT, BENRD LNTHEITIT
BhHAERIET 5L, MERREET) Z &,
EmE, FERBEEY FTY PV X, BRELE
IE (EEFRH) SRR OB L & 5 b
A, BERIVES 8T Y K=y R, BERIR IR
FEHZENDDH, N8, ZK, LR, BIRSOIE
ROFBUEZ T D & & big, MBHEORE %17
D7 BT, BRENRO SN gE
i, EEETIEL, AR ) RO S
R LE AT Z &, [ MEEky) , [HE
TRIEARIETE ) O

S

=

pe3

A

]

2) ToMoRIER
5%k 5% A BEARH
BERE" " B
EE T BER, A
F, T PER

JE, DA
g,
MJE, IR,
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SERRINBE| S — | T I VT (i

AR | IR TR, VA
#if 7 (i
W, W |BEE, WETRE
W, RSR[E, CEE -
W, 2| REEEE
&, BT B, /A}
[, K % )
A3

m:w £1)
R
WHiLE B, AL - TR
i, ﬁ’a%:ﬂ)ﬁ',
IR 72T “’T
PR, BRI
[abie’s SRS, S| AL
Gy, HHRERE :
&, mrn T4,
F U IE
WRE PEIRMEE, IR
B, BUN KO*

ILTF=r0
L5, RAER

R R - B RIR, IRK, 5
E b, HHE -
HHEE, BUE,
20, B, ©
FU, EREISE
[ RS VA Y
< b, AR
FEARY,
FEAE, PERR
W, BEE, L
&

(BEx)
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e Y RANE— )L 3 AR
% 25mg, 37 5mg, 50mg
%L L SlAH B

FRRR| T VT D & L), 1
e W, IRALPESD | TSR SR,

W, YRAX |BEOEE, L2
* , HEREREE,

h=—, MR |HEEEE, 9
SMBgREE, THO|E, JEIVE, 18
I, K WK T, WER,

JBR, RMME= |[(RIERREESL, %
2— 1 RF SR,

—, N=F v |R, $EF, Kb
A N

P A,
BR, Rk
ez MR
fRER EinRgs 1,
HENEB IR JE,
T, BT
BB &K HY, [HHRED
UK £
R
LR Fil7 REENR, R
& 7, A |FET ey s

e O e
PO AR
PERISMHE  [PERRIR, SR

MR EIE, EESL |RME, RS
3 AR BRR 4

213 WK, R A

= i, SPH,

- FRY W, FIFEDS >

UHHERR i, BEAR R e
EE UG REAERE, IR

LB

B | 5 Mg, e | R, 18
& Flids, ® |, B, nw

R, WL, W (WCHR, LR

sz, B (R, W%, B
P, M R, i
. JFFARE ik
Iiu BB M Efrm”r”
(,ij LU JiE, I A
%) TREA
< fEE
| AFHIE, | B, i
RBL fE, FEPTE, (MREE - SO
THER V0 i #i, WK,
AR Wi, B
&
B X PEIRIEE, R
TR N
[
AEFER SEH AR, HPRE | ARRIEIE, R
BLWY g, FLtE (B, AR A
LA/ HUE, Zetifl [#8, Frseahiid
£ L, AR PE, M R

= &, SUBERHR
B, PEFA
I, N

LY VA IR, T

HFB | TBAIALEE, Y
625 SR AT
SRR

®

IR Se A
i, WAk
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W
%

U 2K — )LEE
Img, 2mg, 3mg

5%LA E 5% A BHIE B

ik Zifn, AifEkE
%, AL,
i/ NI

Z DAt AR, M98,
CK(CPK)D E5-,
iR, 9T,
MV ZVETA K
O L5, (KEH
o, sRPH, FET,

FERN, TRIE

1) R B BTz f/‘f’u‘ll(l, i o Ll o )
7p R AT D Z &,
2) f“?a(lf)‘flmflﬁﬂl* THICEE T2,

3 LDEMICERENRD D DONHEIITkE %2 h

BT 2% 7 CHE R AT D Z &,
3 NI AT BT ER U Ci
X’ibv\*ft vV VOB, WY E A
152 &,
ES5) BENRRD SN 2R LE 217 D
.
(e )
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W
%

U R RE )b 3 A
25mg, 37 Smg, 50mg

B
Lo
(fe

)

S

5%LALE S%ARH AR

BepRR#  [ALTGPT) [ASTGOD By [ /TR T,
#a, Jm, 2 v [BUN @ 5,
CK(CPK) |7 F =81 | LB,
sn, [, e R | R R,
h a7 | R, REREL, @
27 F 4 |LDH 890, i | mERED,
o, o s b U oA SR B
rY 7Y B, R
T U RRT| RN, O
o y- |[HQTER,
GTP#Y | BRI T
m, RE iz, 7Y 3
H#n L A=0ag. |
o, pR e g
P, VR
WY, ek
ey, SR
H A,
AL-P B4
&E, TE R - RVE, | LB X BIK
BRULE Blom&ls |

A OHE

S.HEEmE~ORE

AN % B G L & & oM R3S f
AN TH -T2y, — RIS FlEE T AR T
LTWaZ ENEL, BERARS DAL T NI &
5, BEOIERE FOBE LHECRET 2L,

6. 4I8%, ER, RILRE~ORSL

1) I SUIAENR LT 2 ATREMED & 2 i NI, 159
LofFREDRERMEE EE S LTS D 5AICD
G5, DR ORGICET 5%
TS L CUVR W, AEIREI O ) A=Y R AR G

&Y, BAERICHERABIERNAOND Z LD

|

2) BELPOMAEET 250, RLEPILS
HHZ L, EAOVARY RUBANZBWTE b
THHBITRRD BN TN D, ]

TNRE~DE G
IRHERER, FrER, SR, IR 5
LRMETHESL LTV 7RV (BEARRBR DY 220 o

SBE#HRE
f, EIR -

IR ST D ol Jﬂ)\{l AHN O 1A it
FHBLZHDOTHY, rﬁ’, HR, A%
MJE, HERSRIE g Z QT iR
NhHOLDLNDZ LD,

AN

@’@M‘HRL

vl
=

f DA (A
U /’/%r &)ﬁ WCBHEE TS 2 &L AR M FEANL R
DT, LIS U THEURAEEZITH 2 L,

9. HA EOBRE

1) FRT 5

(1) TR A I8 o iy i R i e
7 %) RV, FEAIKROEH
TBATH T &, AFIZEREN S tHL

25°C AT THRE L, 7 BLAWNICIRRAAT S

IR 1% 25 °C LR T vy, 6 RERILANIC RS-

&, ek, BREEANIMLUIERL, MRS

L (R

() SRR T R O ER EHEM RO b D Z2 W5 Z
L,

QBANEFHCH 72> TE, ROSICHERTHZ
OUESENLIE, AR OIMULE L L, mwﬁ’m:

THEE LRnz &,

QST EEEAZE E L, [A— 8~

FHxfrbinz &,

O EBZOEANL 1 B TY) Y INOERE
BhTaz e

OEEFHBA %2 b E RN L S ITBFITHRT H 2 &,

OUEFHBALI IR, WkZ 2D 2 End D,

()
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W

4

U 2K — )LEE
Img, 2mg, 3mg

)
to
TR
(e
)

5. ERE~DORE

i TSR IR E ORI 2 & & bhed
<, Ez, BHERERIE 2 AT 5 B TIdhE mE
BN LR L, EHNSERT 22 EBHHOT,
DAt (1H05mg) 7»H&5T 57 E, BHEDREL
BRLenoEHEICRETH L,

648w, ER, BRIME~OBRE

DI SUTEER LT 5 ATREE O & D Is NI, 1R
W EOF RN ERIEE LD &Rl S D5
oS B, UERFOHRGICET L
APETRENL LTV R0, ]

DL DI NG T 2 5E101E, #AEPIES
5L, [E FTHIBITARD BTN
%o ]

TNRE~DOEE
AN B LAV L TRy (TR BR S
ARV

SBE#HRE

f, EAR

MG STV DM, JERIE, AFIOE-RR
WENCHEH L= HOTH Y, EIRINE

Bk, ARILIE, SEARAEIERS T
QTIEENR b HbIDH Z Lnbh 5,
AL -
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3) PrRLFYU ERSHDESE [MMBEERI OESE]
4) FFNORS K LBBECREEDHSEE

(f8 A - 1% K]
FALEREBAATABEE L TALAIMATHY . ThENTROM
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DR BERFEEEEICELCLAHDHOT KEIREPIE.
R&. 2. %K. SRFDERDRRICEIESTHL LD
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HL-tOTHY. FBIRIREE, $55%. SEAR. EME. K5
BERETH D, £, TNICTATEENHOHONB I EM
Hb.

WNE

[EEHERL. BROBERUBRETRITITSI &, T
R D= HOMFHLD - IERDE=S ) VT ZEDOH
IZFRY 5 &, HRLHBBRILTOOT, BEICSLTHE

AT CE () Ver.3.1
ULGREEITS Z L,
9. HALDIEE
1) SAMAE
(1) AEFFBOBHERARRZE (FHT42—) #AL. EH
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AE|EE% 58 OEARMERIZEER DD C,. KU AUC T 24~48% (EB)RE) TH-
tzo £tz FHOBETO T 7 A UASFRATELVMFRENRS (ST 24 LIZEITD
—BUEOBERIEAA Y - E-VRDLR) ERTEGNRDOONT,



FALTAEBEICEEABARNRE L EDFEERS (YRR Fo+9-E
FOxL YRR FY) OEMERE/IRSA—4

(Ei9fE+SD.)
EMERE/ S A —4 25mg (n=14) 50mg (n=26)
[ (ng/mL) 16.1 £ 7.12 398 + 157
tra (day) 347 + 4.0 328 + 7.1
AUC,_,  (ng-hr/mL) 5644 + 2513 11978 + 4469
AUC (ng*hr/mL) 5766 =+ 2485 11654 =+ 4129°
t, (hr) 130.81 + 11857 9512 + 7574°
a:n=25

<R#EHS : BRATORE>?
MERPEBREICAHEZREGARRE LIz & 2D MTHEY
REF. ERSH®6E (x5 4EE) [CERREISELE,
EEREIZE T HMBREYIREL 25~50mg OFEFETHEMN
EfENRO b,

—0— 25 mg (n=7~-8)
—A—37.5 mg (n=9)
—m— 50 mg (n=8~9)

i PRI * (ng/mL)
"
3

0 14 28 42 56 70 84 98 112 126

A 1 il 1 1 1 1
O

PEES% (H)

S ATESEICROMRNES QEMMT6E) L& EOMmghRmmELs
(F5{E+S.D.)

¥ EHES (URRY FUH9-E FOFSYRRY FY)

KA SARUAE R 54 o BRIOTHMERERNREL A0 RRY FUBHR

Y ZRY KL OMOR O FHEHEE & 5 RRE SN EpE Hhe THH

HEALFESHICREFGANRS 2EERT6E) L& EnEHIREIS
BITHEHERS (VARY FU+9-E FAFDYRRY KY) @
EMBRENSA—4 (FHEESD)

EYBEE/NS A —4 25mg (n=8) 37.5mg (n=9) 50mg (n=9)

Conr (ng/mL) 2047 + 147 3415 + 1168 4358 + 1537
tonax (day) 945 =+ 476 6.59 =+ 431 941 £ 446
AUC . (ng-hr/mL): 589819 =+ 2010.51: 9104.88 =+ 3169.44: 10673.61 =+ 3698.31
C,, (ng/mL) 1760 =+ 596 2721 = 940 31.87 £ 11.11
t/, (hr) 9434 =+ 2597 99.33 + 40.37 95.85 + 36.87

toa 13 BEIEZ ORI E L THE
AUC. (¥, R#&i%k5#% 2 B O MITHRE-FR R TEHE
C, ¥, &%k E#% 2 BMOFHMmFHRE

<BHEEZEBREIZBT80URRY FURAOEYELE
SNEANTORE>"

FOYRRY FURK 1mg ZBRERORE L&, FHERS
(WRARY RFo+9-E RFAFIYRRY FY) OEYENEL,
BERALLELT, DEEBHERETEREE ULT7F=29Y
F 5 R : 30~60mL/min/1.73m2) T t,, 2 35%DIER KU AUC
2 27 fEDEKR. EEBTHREEERE ULT7F=VIUTS
VR 10~29mL/min/1.73m?) TEMERD D t,, 2 55%DER.

AUC IZ 26 EDERMEH 5N T,

2. 9

1) FHlB~DAH (B3F . A XTOT—4)
A RNAFZEZREFARNRS LI-LZ. BRIFSHOMBEBA
FEUERSBEER. RESHEOFAZRVTREEN 2 =DIE
i C.RWTHE. BiE. ) VNG RUBDIETCEMN 1= 2,

2) In%-fxREErSER M
BEBAIZYRRY FY 1mg RZEERORSE L. RIS
BFBRNRID,EUVEO MDY 5-HT, ZHMKREIME(ZD
WTHREH LEER. E2BRICEEENEEE T 5L
BEIntf, LEA-T, YRR Fuldimik-kEEM %= @8
FTHIENTE SN,

3) mMFEAFHEE"
JARI) K2 $590.0% (in vitro, &35 #i%. 10ng/mL)
-ERFBEXIYRRY R #77.4% (n vitro, FEBEE.
50ng/mL)

3.

JARIY FUECYP2D6 2k Y., FERKBEM-EFOFS YR

RYFVIZREI SN D,

KREDOTFHOEE : THRBW-EFOXFSYRRY FUDFE

& in vitro R in vivo DEEIBRERIZEWLNT Y AR FUXRZTLE

EEFZRABENCOLTFNI EATIATNNG 12- 19,

BT CE (F) Ver3.d

4. HE
BARABEBRAIZUARY Ky imgiRR U 2mgfZEEOKBSL
=5E. 5% 72 BEE TICHM Sh=RPREKTE 2%
ThY. ERHWO o-EFAFI YRR FUFH 20%5TH -
=", NEIABERANIZ"C- AR Ky img ZEEROKRE
Li=54. 5% 7 BEE TITHRIEEMED 145D FE R, 69%A8
RepIZHE SNtz 1,

5. ME/ER GFEAICEFE0) XX FUHEAITORE)
BERA. BESHREXILESE MEXTAE. BEEE. &
%) ERREL-EMHEERAORFERZUTIIRT,

1) YRR FUOEYSBICHT HMFDOLE
<ANNTEEL>D
HAKFEESE 11 I CYPIAL FEMEREET 5HIL/1AT
FEY (400~1000mg/BREHZE) £V ARARIY FY (6mg/
BREERS) # 21 BREFALI L E0EERS (VAR
Fo+9-EFAFSYRRY KFY) @ C,. RU AUC, [F£9
50%@ 4 L 1=,

KUAFPURUVSZF OIS

2B A 12 {51 CYP3A4 R U* CYP2D6 FAREERZEZET 5
AF T (800mg/BRERE) LY ARY FY (Img BE1%
5) AL LEDFEERSD C,. KU AUC [EZTHhEN
25% R 8wtEM LTz, £f-. S=F P (300mg/ HREH’RES)
CHALEZEE, ThTh 36%KR U 20%EM L 1=,
<%0)1ﬂ_1,>”) ~20)

HELTAESRE 1251l CYP2D6 DEETHELT7 I M) TF
1) > (50~100mg/ B REHRE) LJARRIY FY (6mg/BR
Bi%5) # 7 BREfFALIzEE. BERA 18 flI CYP3A4
[AEEREHT ST RAATA LY (2000mg/ B REERSE)
EURRY Ry (Img BERE) #HALI-E& &, PUBHE
EHEE 19 fHlIC CYP3A4L DEBETHS FESY— L+ (100~
400mg/ BR1EHRE) £V AR KLY (1~6mg/BRE®RE)
% 39 BRBFA L& &, BEBA 24 ffllC CYP2D6 BT
CYPAMA DEETH D KRRV Gmg/BREERE) £UR
RYFRy (Imy/BREKRE) Z14BE#ALIZEE. Fh
TNEERSOENBEICHAZOZZERDONGEL, >
1=

<INAFEFL (BERKXHET) >

HREKFESRE 10 5l CYP2D6 FREERZET 5 J)LA4 X
tFr (20mg/BREERE) EVARY Ky (4~6mg/BR
BiRE) #25 BRFALI L E . FERS D C,. R U AUC,
. ThEh 48%K% U 39%tEM L 1=,

2) FIOENBEICHTE) AR FOOREE ™D © ~20. 2~
EESEE 18 fllc>dxT Y (0125mg/H) EVARRY K
Y (05mg/B) % 10 BREGFALIzEE, IE 1 BEEERSE
10 IZ/N)LFOEE (1000mg/B) &V AR Ky (2~4mg/
B) # 14 BREfFALELE. ThThOESI OEMEREIC
HRAOEEFIOONEN>T=-, BEHFEEE 13HIIZUFY
L ((REEY Fr9L& LT 443~1330mg/H) ZREHBESLT-
EEDYFILOENEEIZ, YRR FUUNDOHE
HEEGFANL VAR FY (bmg/ BRERS) HiA~NE
BLTHEEZAHAONEGA ST, -, 1) TOREKIRI T,
JARY RuFhILNAIEEY, TYRAYSA PV, FES
I—rRUFRRRI)ILOMFEHRREICHEERIFSHE, D
T=o

(B& K Rk #&)
HAKRAESRSE 198 FIZHRICERNTERLE Y AR KU
NI BFEERFLURBICENT, FFIKY AR FUiEE 24
EREERE L& EORBRIHERFIZHS TS PANSS BXROAT7DAR—X
SAUNLDERERF. RISRTESYRBRESHELRABOREL %
~Lfz, £f-. CGIREETM-E T2 BERE] LLOKER
{LRIZSRTEBYTH-1=,

AFIE AR KU
PANSS AR 3 7 ZILE® -6.7+1.31 -6.4+222
(FRHT SRR B (147) (51)

BEBMER U OSHSERA ~03

[-5.35; 4.82]
CGI & E T
(MEE®El U
a) RIINZRFHEITHERE

53.7% (79/147)| 45.1% (23/51)

<BE  HNEIZHEITHZEEREEHBE >

MAKRFESRSE 370 FlZRRICAFIRIE TS ERFHFIREIZ &
3 12 AEO_EEREBHARICENT., BREF@KIZESTS
PANSS #8237 DR—RAS A UHhHLDELE (BR/IN_FF1Y(E)

_4-
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&, TS5EAREHHIEE 26 (n=92) IZxt L. &K 25mg B : -6.2
(n=93). 50mg B : -85 (n=98) KU 75mg B® : -74 (n=87)
ThY. FXEBRTHELEELEHONT- (p<0.01, Dunnett D%
BHE), 4. #ANBRERBEOEETEROREEE, 5+
TS EIZE T 18.4%, 25mg BT 14.1%, 50mg B T 26.2%, 75mg #F%

T3.0%THoT=,
F) REIORADEBARL, 1 B 25~50mg THbH, [ [H% - AE)
DIESHE]

[ % % =]
1. XE(EMA

1) MRS ERY
FNNZY D, 2BEAREREARZAL. SYPTT7UIES
URIETRELITIA VIZKYBR SN ZBEEDERTHE
DITBZELEASRENIZINH Lz, ZOREL/N\ARY R
—JLEREE L CIEPPHBLI EMNTENT,

2) fikta b=VERY
0 k=Y 5-HT, ZBRERERZEL. Sy FTHLY T4
SURUVARAD) VIZEYFER SN IIREOEIRY EEBSE
DITEELZFIMH L=,

3) j:l 9 l/j:/_ﬁﬂfﬁm 27). 28). 29). 30)
Sy bTOAELTO—ERBERIE. NORY F—L& YT
W, £z, T v bOBK-IBFR (BEEH) TO R/A22D,
SRERICH T HESHRMMEIL. AN BBIEIR & OB EMNZEL
ESNTULBIRERTORMELIYSEL, LAHAL/NARY K
— L TCIHRERICB T HHEEHRMEOANE L, HH. A
k=2 5-HT, RBRFERERANBRERIZE TS KRS UiE
EDEMEBEMLTLDAREELH S,

2. #mﬁﬁ 27). 30)
THEBRHTIHBIEZMRBROMBRIY . FELTRARZY
D, ZRMEHMMEARUEO =Y 5-HT, ZRAEHRERIZED
<. PIEHFEROFHICLDEDEEZLND,

(AR5 ISR S EIEFHME]

—f%% : JRR1) K2 (risperidone)

1% 4% : 3-[2-[4-(6—fluoro—1,2—benzisoxazol-3-yl)piperidino]
ethyl]-6,7,8,9-tetrahydro—2-methyl-4 H-pyrido[1,2-a]
pyrimidin—4—one

SFR : CyyHyFN,0,

SFE : 41048

fLEEER :

UN CHj
N\%H:cmCHrNC>%W/Ei:ﬂ\
o
Neo F

% R ARIEE~MEAROMERTHY . ([THELMIEL., KIE

BHTEL,

EEEE (100) ITROOBFOTL. A2/ —LRIETH/ —

JU (95) [2OHRIFIZC L, 2-T R/ VITEITFIZLL, 2-

TR —LXEFECIFIILI—FILIZEBO THETFIZL L.,

KIZIZEA EBITEL,

B & 169~173°C

HERIRE : LogP=098 (1-F+ 4 2 / —)L/pH6.1 {EEAR)
LogP=2.74 (1-#A% & / —)L/pH8.0 {B1&R&)

(8 %]
JRINE—)L AR B ERER 25mg : 11 7)L
[ERAMBERRK 2mL(> Y VD), 7HTH2—20 1 ERUESE? 1 K]
YRNRE—)L OV RAFER3T5mg: 1347 IL
[ERBERK 2mL(C Y VD), 7HTE—E0 1 ERUEE 2 1 XFKMH]
YRNNE—)L AV REEER 50mg : 114 T
[ERABBRRK 2mL(> Y VD), 7H T2V 1 ERUESE? 1 KiFft]
SEN) a7 ISTIMTATETa— (EfRMEREEES : 13B1X00101000021)
SE2) G1730 E518t (EEMEIRIIES : 219A1BZX00073000, #EIFR T L R,
8 ERUBEZERANA—IFTR) TOEL V&)

[EZTH R U XERFERE]
(EEXH)

1) Spina, E., et al. : Ther. Drug Monit., 22, 481, 2000

2) Mahatthanatrakul, W., et al. : J. Clin. Pharm. Ther., 32, 161, 2007

3) Hill, R.C, etal. : J. Clin. Psychopharmacol., 20, 285, 2000

4) Borghys, H., etal.: JX/RF— LAV R EDHAREMEKER FAEH)

5) Vrhovac, B, etal. : UJR/SE—)LO VR A QEEHEGEHOENEEDR
B (RER

6) REE BE: YURNRF—ILIAVRIORERSHEOENMBEDRE (3
NEH)

BRI

BT CE (F) Ver3.d

7) Snoeck, E. etal : 0O AR RURFIDEMENEEIZ T 5 BHEREIEE
DEEDKRE FRERD
8) Monbaliu, J.: J R/SF—)La Y R DEFEEBA~AOSHDBRE HRNER)
9) Nyberg, S, et al. : Psychopharmacol., 110, 265, 1993
10) Mannens, G., et al. : Psychopharmacol., 114, 566, 1994
11) Mannens, G., et al. : Drug Metab. and Dispos., 21, 1134, 1993
12) Schotte, A, et al. : Jpn. J. Pharmacol., 69, 399, 1995
13) Megens, A, etal.: )JAXR1) FOORHYOFHEDORE RHAEH)
14) ERREIGE, ft  BRERETAE, 19, 93, 1991
15) Pupeschi, G, et al. : 80O 1) AR RUBFIE AN EE L EDBEE
FAORE (HRER)
16) Huang, ML, etal. : 0O AR FUBFIESAFOUORUSZFOUE
DHEEERADERE FRER)
17) Sommers, DK, et al.: &8O AR FUBHEF I b TFY U EDHEE
ERORET (HRERD
18) de Vries, D, etal. : O AR FUBRF|IETYZRAATA 2 EDEEE
Ani&st #RER)
19) Robert, L.: #2801 AR FUBEIL FESY— b EDHEERADRE (1t
W&
20) Hsu, H, et al.: 20O AR FUEHF & FRR D)L EDHEEERDRET
(HMEH)
21) Bondolfi, G, et al. : #2A ) AR FUEF|E T LA FEF 2 EDHEEER
DFE FREH)
Jones, RW, et al. : 01 AR FURF LS TXF U L DEBEERDR
i (RER
Ravindran, A, et al. : #8001 AR FUBF|IENILTOBEEOREERD
BEt (tRERD
Demling, J., etal. : #01) AR RFUEF|IE ) FHLEDBEERADOKRE
(HREH)
25) REE BERE - Y RAHE—ILI VR OENSE I HERRARRE HRNE
)
26) Eerdekens, M., et al. : 1) Z/8F—)La > X2 DSEE Il 1BEERRERAAE
(HREH)
27) Janssen, P. A. J., et al. : J. Pharmacol. Exp. Ther., 244, 685, 1988
28) Megens, A, et al. : J. Pharmacol. Exp. Ther., 260, 146, 1992
29) A &, . Y - B - 178 13,39, 1993
30) Leysen, J. E, et al. : Mol. Pharmacol., 41, 494, 1991
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23
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24

Z

(XHEERE - HRRHRSHVEHEE)
FEXRICEHOHANEMRICDOEELTHTFRICTHERCESLY,

Yoty 77—IH)hAEL a—LEVE—
T101-0065 HREAPFREARXRFEME 3-5-2

71— 4L 0120-23-6299

FAX 03-4411-5031

SZ{TE5R  9:00~18:00 (£ - BH - B EK )

BLEIRTETT

B>ty or—ekiisit

T101-0065 HRETRHEXFEMHEI-5-2

_5-



[ BB ]

YUvy
A

BEZERAI—

BlA

| FL2)

SRy T

SN e -
— BERR2MLAD
1 7)L] (75 T74—] GBVD)
WRE REE. BREE
R,

- BERDRE. BEL TV SEE PRBICTRIEED
EENRHOSNDEEIFERLIEVNT L,

-BER. BESICEAL. ERRERALECER
UBtIICEET ST L.

BERALEVCE

(589)
|

-BERHIE. SEUCLSEE PRBICRIESED
EENRHSNDEGIIMERALIEVNT L,

-BE%. BSICEAL. ERRERALECER
UBtIICRERT ST L.

- BERERN\—IC R DERIURS LAREDERTT AR,
[EIETE] 141C1E5 T &,

BERLENT L.

n NATIVDSTSZAFYIRMOF vy TENT,
EFEHEASD E TV I—IVETHET B,

a THTI—DRERHIT B,

FITI—DINA 7 VIESE GEHTSAF v I ORf) [C3EhiEn &,

a FHTI—EINATIVCHFUESH T DETHULAH . KRBT B
FPHTI—DIUIEESE R (HE) ADBVH] &EEA7)LI—)b
(RIFRERYT—R) Z2FEICEERS THET 5.

B YUVIDHEDF vy TE
FB&LSICLTHT,

YUVIDFITI—EEE
[l 9t b { ATl

B YYIIET I T —HEET B INAT I

ELICHSB. FTHS YUY IERLEN S
BT ERORCE. FITI—CFEDH
TIIIIETHTI— NAT LBk
[TEB. YUV IDRLNEVNESICT B,

7ETT—

g mAnicBETaEZ
ARV E (FPITY—EGEHH vy
RIS T BEIREEDSH D) o

TS50Iv—

B YUVIRDBEBRRDEER/INATIVIC
owk

FEAL TSV Iv—OvRZERETEER
BEH5, 10U IRD. BERZHEIC
EBDRIBRT B

(BB BEREG.RVWABERLES. BRIC
BEEEOTE. RIFFICIFHFHRI DO,
YRN\Y—)U JVRA5*DZE (25.37.5.50mg)
[CROTHBRDBREERIED)

R i

&, BSFTIC2PMM ERMBLEIES
[CIFARET DTcth. BUMULLIERET ST &, x
ERESORIEZR < T8 IFEIFISKFS@IC

FRSBV &

B N7 ELETEICL. ISV Yv—OvR
B EBHSNATILADBEEREEEY
UV IRITHOLKDEREITD (AT IV
IC% 5550 RIRERELY) o
YUV INICEBRERS LR 5. )\«
ZILOBEIRFS NIV DB YU kTR
EEHRLYUYJICEETT B,

I IRTHTI—HBELTHT,
YUY IDOTFTI—ESBICIFMNEVTE,

0o\

m AR OREDUIFHU. EHHF YT (FBER) Z5IVWTHT .

RO _EHDSEFRZRF D, KXIR TRV, FHEHF vy TIEE
YUV IS BULED TFHT,
SIS DEBEAIE R
[CHER T Do
ESF v TEATED
SEEEE
ARt vy T RN T EE 8
DFEHESEHF v TICHEN
BOWKIERTBE (8%
HERULEFIL IS5 K35
an'$d).

HEBICIFEEFZMNIEL
&,

ZFRIFIC, HHEOELTSH
BT EHDERICERDIK
W E HERERNDN-R
UREERADN—EVUYTE
DEFFGHERTH I EZRE
RBULTHSHEATHTE,
AR Fry TEROALL
SEPNCEATDIE,

m YUVIRICTAN S BIBE. YUY IERINNTR A% SiRICESD. 5t
% AP CRET TS Y Yr—OvR &L EEIC YUY IhS R EIR .

AEIFEHRCTH DI EZPH (27 HLIA) ([CE2EBEEBO AR
BARREST T %, EHELIFLT &,

WEZOMDEEER
BB REARE(F. 25 CUTICRS. BRRLINICERT 2T .
RE% RS5FTIC2HMUERBLITBAICE. YUY YEBUBUL (1018/H)
RETRTE (BU A7 VRICRRZRSBNTE) .

EH5ET

m ERDSET LS. SRS

FTr—TILOREE TS
SEERAN— (ALY C
AL FEET B,

AFT.REDOBVSHZRIRL T EHEH7ZRED) (—(CEDRAD.
ER%OHZREERN/—([CIWMN T ZRDFRERIE
HRLICTDBRETDIE.
BOKLHALDIFBENIE (B DEN SR PERDRE T DAREMNTD) o
FEPETIRMULIEVC & (MRILZS TR I TEEMNNSDD) .
I BEAAN—AICR2(COYIEN HHTRICBON TS L=

BIBTEL
BEZERA/N— (L IzE 2 RICHZ S LBV E GRILZS TR T
BEMNHD) o

D e DIRIE L fe it 72 IR (CRERA A/ (— [N B &, S2RIISERL. # D)\
TZFOTHENL REFTTETEPL DI T DI E (D oledth EER S
N—h5REHTEERPHFILDRERELED)
EREERAA/N—[CDSN T F. ZOFRIME S EFEREEER(CBEY(CE
TIDTL,
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R064766LAI L8 IR E: (R)

1.8 HEXE (F)
181  Ee- MR (F) , AL - AE (B) RUZOHRTERRL

1.8.1.1 PEE - R (F) RUAE - AZE ()
(1) e - IR (F)

1 1
O R :
1 1

W, RAIE Y AU Rul LT 1 E 25 mg % 2 8RN CEEHHANE ST 5, ok,
X 25mg & L, 20%, JERICKVEEERT 525, 1EEIXS0mg 22N &,

1.8.1.2 5% E IR HL

UANE—)v a3 22 HEM (LLF, Xk TRJ , KEFIE TRIS-LAL S#&T) O%h
BE « ZhR L OVHE - HE, EWNTERLZBARAOHRESKIVEBRE 2515 L L% NMHES
PEEER  (RIS-JPN-S31 #kBR) K OVEWifke % 55867 (RIS-JPN-S32 #kBR) OfEFICHESEZFHEL
oo £, THOHENERRBROMGRE R - fieT 567 —F L LT, W THEMINZ2OD
o MLFEEGRFRBR (RIS-USA-121 35, RIS-INT-61 :AER) K OEW#HER (RIS-INT-57 iX5R)
OFER, A ONCE b AR R & L CHEME Iz ) AU R LA ORE O IR 3 5 oY)
H xR (RIS-USA-259 5llR) N OVERIGURS IR O R D MR F 2 b O 8% 2 7k (RIS-INT-
85 FER) OFRERLOFETRHMmL, &E L7,

(1) e - MR () OHRTEIRN

1) BYEZEZEMATEZERNEERAERRE

ENIZBWT, KEIOKE RFIEIZ R DB MEEREET D728, AHF & R—DFHZS T,
FIREB A MG E U CHEIME R OZEBERBEICHES. SN TnWD U A RugE (LT, KEFPIT
[RIS-Tab) &t W§9) ZxfiRE L7-FEMakBR (RIS-JPN-S31 #&BR) A %EhE 7=, F7=, RIS-JPN-
S31 B CAAIBCHI D T oh, BEBREAE T LIEBRE 234 L LT, 48 F TORME G
DM R O 20 % R Wik % 5785k (RIS-JPN-S32 ikBR) |2 CTHiGHI L7,

a) DARY FUEITHT HIELEHER (RIS-JPN-S31 FER : sHlEH 5.3.5.1.1)

O PURERE CIRET OME RTERE 2% & LT, AEEIUSMIRIEZ AH T Y AR
U RUEE~NTID Iz, #BRE OIERICHES SHEERTEIZE, 2 nEi: ORAIEE ; 25 mg,
37.5mg XX 50 mg 2 MR, U AU RU8ERE ; 2mg, 4mg WX 6mg/H) IZL 0 245
L, Btk - FaMERi bl R (PANSS) A a7 ZHiE L LT, AFD Y 22U RUBEICHT 5
FELME LR ILRE, FEER, T4 b, WATEER LEGRER I TR L7, B2 e EEEEm
THHIL, IR S PANSSHRA a7 DOR—R2F A4 v OEbEE L, RO
SHEM (FAS) TH D 19861 (AL 147 61, U ARY RUBERE 51 61) ZRRITHENT 21T > 7=,

FORER, BGREZKR T, PANSSHRA AT DOR—RF A AMah B EL LT, oSt
TN L0 B U T RAFHImF O PANSS #8 A 37 D=2 7 A inb DGR (/b ¥
il £ FEAERRE) 1X, AFIFE-6.7+£131, VALY RUEERE-64+£222 ThoTo, HHRMZERD
ZD 5% EHXMIT-0.3 [-535;4.82] THY, FHEXMOLRIFIELHEORME L L CTilbk
FHERFICERE LT 7% Tlalolz, F£7z, BBRE THOBLEITHEWT, WAE NS MERER T
RESHTOERRMEGC LR THZNE FloThz ELSD o 7B, REARKENER
FEHFTEE IS S LTSRN (PPS) IZBW T B S 7z,



R064766LAI L8 IR E: (R)

FIZ, PANSSHAARA T DRX—2AF A 5D 20%LL FEORD BRI EE EHE LT, 0
WeBRE DENA B HEE LIS, BRI BV CTARKIRE 38.8% (57/147%1) , U AU RU§g
BE43.1% 22/5161) &, WITNOEGREH K 40%DHERE ITERAISGEN R D BT,

RIRFHAE H T % PANSS FAZREALRE DIFMEIERRE 2 207, JRMEERRE 2 27 R O
BRAFELRE 2 2 71250 T, WO GBS BAKFHERO 2 2 7 13— 2 54 Vb A
BRI %R LT3, &Eﬁﬁfﬁ#%%@ﬁM% IRDONT, EEFHE A ORI, T
TO TG R I3 2R H G LR THH 2 LAVR SNk <->

Tz, BALFHERFICEB T DR EOEETORZIC L 524k (CGI-C) 128\ T, R
PLE CEWISGE~RREECGE) &kl S Vo girs oBIA 1L, ARHIEE 53. 7% (79147 %) , U A~
U RUEERE45.1% (3/5161)) THY, WTNOBEGEHZB W T HH P OPERE TX—R 7 1
Vil LEGEEZ R Lz, B TRZE) Uk GEHSE~AZE) LRl S - oflaix, K
FIRE 83.7% (123/147 1)) , U ALY N BERf 86.3% (44/51 ) T, AANC L DIRENY A
AU RUBETOIRE J:[:L/j(%<)’\%f£b\ EVNTRIBEINT- FEFHMEEE OFEREZXFT 580

ot @I .

& 1.8-1. PANSS 8 R A7 RUR—X S A4 UMb DELEDERLLE
[FAS-LOCF : RIS-JPN-S31 5E&]

RIS-LAI B¥ RIS-Tab Ff TR 2= ¢
%k SR %K RS SEN E¥)E (SE)
(SE) (SE) [95%(15 $E X [#]]
RS 147 76.7 (1.18) 51 78.3 (2.29)
o S A T 147 70.1 (1.69) 51 71.8 (3.08)
b
SEH M 147 -6.6 (1.36) 51 -6.5 (1.96) -0.3 (2.58)
BN T S -6.7 (1.31) -6.4 (2.22) [-5.35 ; 4.82]
SE : fEHEA =

a: WERERNA, R—ATA UfEEZIEREL LoE08OH 2 THEE Lz,
ST — & RiERGE (PN-S31) % 11.4.1.1-1

# 1.8-2. PANSS T FHliRE R 2 7 DL st = K OB LLBE
[FAS-LOCF : RIS-JPN-S31 i#ER]

RIS-LAI B RIS-Tab B T ZE
Bl T RT3 Bl EIE RN FEME (SE)
(SE) P E (SE) g fE [95%({F < [#]]
(SE) (SE)

[ MR NS

N—2F A 147 158 (042) - 51 15.3(0.71)

24 8 (BLHETATIR) 147 14.8(0.55) - 51 13.7(091) - -

Ak 147 -0.9(0.42) 0.9(041) 51 -1.5(063)  -1.6(0.69)  0.7(0.81) [-0.91;2.26]

p i 0.0284° 0.0179° 0.4032
P AR IR R

R=Z 54 147 23.0(0.50) - 51 22.8(0.85)

2418 (L& ETATI) 147 204(0.53) - 51 20.8(0.95) - -

(s 147 -2.6(0.38) 2.6(034) 51 -2.0(047) -2.1(0.58)  -0.5(0.68) [-1.84;0.84]

pfE <0.0001° <0.0001° 0.4615
AR R B R EE

S 147 37.9(0.66) - 51 40.2(1.23)

24 8 (BHCEEATIR) 147 348(0.89) - 51 373(1.62) - -

2kt 147 -3.1(0.72) 32(0.70) 51 -2.9(1.15) 2.7(1.20)  -0.5(1.40) [-3.27;2.23]

pfE <0.0001° 0.0142° 0.7102
SE : fEYERE

a: RN T, N—RATA MEERILERE L LS
b: DB D tREITEDRN—RAT A L DLl
ST — & R E (OPN-S31) # 11.4.1.2-1, £ 1141222, £ 114123
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R064766LAI L8 USHICE (%)

RIS-LAL B¥ §§§§§ ZZ%%ZZ%%”Sé ééﬁg
RIS-Tab B¥ Q \\\\\\ 7/////7/////% g %

0 10 20 30 40 50 80 70 80 90 100
BEREOBIAK)

ST — & G S (PN-S31) X 11.4.1.2-5

1.8-1. CGI-C M & EFffi [FAS-LOCF : RIS-JPN-S31 &E&R]

AFBRD FAS IZB T 5 N B#taH#roRE ( ) KON OO FEHEE DR ( ) 12
BWT, Bkt Fin Mk ORmEIRIE, BEAFOTFETLGURE IR K O REERERIZ 3 1) 2 TR A Frit

EIEIE—E LT\, E70, BHEROZW - MEt~=o27 /L E4LGETHR (DSM-1V) 12X 5%k
A RFPEDIFHRLO AT, S8R A R O AR &2 i & LT R T oA LA
ANBN, BFEOIEERGUESHREOMIERBRICIB T 56 REEEN L KEREN LR, BN
DA RIVERBE OFRUSAE KM LT b D EB 2 T, REOEELICONTL, ARBRT
LRSI O G 8% U AT RUHE 6 mg/ HELF, X—RA 71 > ® PANSS A =27
OFiIPHZ 60 LI E 120 AR & BPILHMETHE L, JEROLE L TWAHEEERSRL LIZZ Lnnb,
TRBRAE Y BT AN 39~ 2 KRR D ERT OISR X A HEAEE (CGI-S) IR\, T8 KO
(e | ORBRE N KIS & Tz, £, FHABHUREMREOR Sk (B 189 11, 6
DWERE NV ALY R UBEITOWBER TH 72723, U 22U R LS OHURS s 3R H 3%
KIOEF COWEER B 4G, PUSHREOE RN E b T, HEEEE SN TV AR
BRIF LI oT-, HIZY AXY RUHE L& G581%, THcB T 5 U AU RUROFIOFE)
B G LA TH 72, 728, RIS-JIPN-S32 ikBROMERE 1L, ARERD S Ok 541 TH
STlzh, BEEMAORMIIMARK TH - 72,

Pk X oz, RRBROBEEMOEMEND, HIAAI ST HERE 1T A ITRIE D Rk 72 B
FHEMTIER L, TEARAANEORRIT, AFOBRGENTHRINLHERLFIERE KL T
% &l L7,

11



R064766LAI

= 1.8-3. AO#RET=FrI4F1% [FAS : RIS-JPN-S31

L8 A 3CE (R)

FHBR, RIS-JPN-S32 F{BR]

RIS-JPN-S31 RIS-JPN-S32
RIS-LAI #% RIS-Tab ## £SO
147 51 51 1 82 #l
PR, B (%)
Bk 93 (63.3) 29 (56.9) 48 (58.5)
T 54 (36.7) 22 (43.1) 34 (41.5)
i %)
FHfE (SD) 43.3 (12.6) 41.1 (12.7) 41.6 (12.1)
L fE 41.0 41.0 40.0
S ZIN - FN 21;77 20; 63 21 ;68
il GEREE / mEE) , BIE (%)
FEmidnE (65 kAl 140 (95.2) 51 (100.0) 79 (96.3)
e (65 kLA E) 7 (4.8) 0 3(3.7)
HE (cm)
SEEIE (SD) 164.44 (8.28) 163.44 (8.88) 164.23 (7.87)
i 164.50 163.00 163.90
He/ME 5 RRAE 140.3 ; 181.8 143.0 ; 186.0 141.0; 181.8
BE (kg)
F¥IE (SD) 66.21 (13.06) 62.31 (11.86) 67.45 (13.05)
L fE 64.70 63.60 65.40

i ZIN - FN 30.2; 102.7 40.0 ; 89.0 41.0;102.7
BMI (kg/m®)

SEEIE (SD) 24.42 (4.17) 23.23 (3.48) 24.93 (4.06)

i 24.10 23.80 24.20

Se/ME 5 RRAE 15.3;34.6 16.3;32.8 17.8 ; 34.6
SD : RV 2=

BT —F  RIEHREE (JPN-S31) F 11.2.1-1, BIEHREE (JPN-S32) # 11.2.1-1
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R064766LAI

* 1.8-4. TOMDOEEBEDM [FAS : RIS-JPN-S31 5B,

L8 A 3CE (R)

RIS-JPN-S32 i & ]

RIS-JPN-S31 RIS-JPN-S32
RIS-LAI ¥ RIS-Tab # ESZ
TR T S R 4K 147 51 82
Wi
BeBRE LK 147 51 82
S, Bl (%)
A RE 147 (100.0) 51 (100.0) 82 (100.0)
Jr il
BRE L 147 51 82
S, Bl (%)
295.30 A8 68 (46.3) 17 (33.3) 37 (45.1)
295.10 fiRf&AY  (fge JINAY) 29 (19.7) 12 (23.5) 17 (20.7)
295.20 BRER 1(0.7) 1(2.0) 0
295.90 #5511 st 15 (10.2) 7 (13.7) 10 (12.2)
295.60 7R 34 (23.1) 14 (27.5) 18 (22.0)
HEIE
BB 4K 138 51 80
S, Bl (%)
I3 69 (50.0) 23 (45.1) 46 (57.5)
38 69 (50.0) 28 (54.9) 34 (42.5)
IR ()
BB 4K 142 51 79
S, B (%)
5 A 28 (19.7) 13 (25.5) 19 (24.1)
SAELLE 10 A 27 (19.0) 11 (21.6) 17 (21.5)
10 # LA | 20 A0 44 (31.0) 14 (27.5) 23 (29.1)
20 4ELL_F 30 4E AT 25(17.6) 7(13.7) 12 (15.2)
304RLL E 18 (12.7) 6(11.8) 8 (10.1)
FEIE (SD) 15.41 (11.53) 13.43 (10.58) 13.43 (10.58)
HfE 12.60 10.30 10.60
/ME 5 RRAE 0.6;49.9 1.3;39.2 0.6;41.0
RSy ([FEBUSAD
PRI 147 51 82
S, Bl (%)
B 36 (24.5) 20 (39.2) 17 (20.7)
sk 111 (75.5) 31 (60.8) 65 (79.3)
CGI-S
BRE L 147 51 82
N, Bl (%)
T BB 42.7) 2(3.9) 3.7
R 63 (42.9) 19 (37.3) 31(37.8)
Ho o 59 (40.1) 22 (43.1) 35(42.7)
RO H 17 (11.6) 6(11.8) 11 (13.4)
o 4(2.7) 2(3.9) 2(2.4)
PANSS A2 =7
BRE L 147 51 82
N, Bl (%)
60 UL | 80 i 95 (64.6) 30 (58.8) 58 (70.7)
80 LAk 100 At 40 (27.2) 15 (29.4) 20 (24.4)
100 LAk 12 (8.2) 6(11.8) 4 (4.9)
EHfE (SD) 76.7 (14.3) 78.3 (16.4) 75.4 (12.6)
i 74.0 74.0 73.0
S/ME  RRAE 60;119 60; 116 60 ;114
SD : V(R 2=

BT —F  RIEHAEE (JPN-S31) # 11.2.1-2, RIEHEE (JPN-S32) # 11.2.1-2



R064766LAI L8 IR E: (R)

* 1.8-5. iARIBEAREORERERVERESE
[REMDOETFIRER : RIS-JPN-S31 FHER]

RIS-LAI #f RIS-Tab £ BRI
FERHT KT G R E H 147 141 5141 198 7]
BiEx (%) BiEx (%) B (%)
54K
U ALY R ELFH 93 (63.3) 28 (54.9) 121 (61.1)
U 221 R LI B 33 (22.4) 14 (27.5) 47 (23.7)
ZH 21 (14.3) 9(17.6) 30 (15.2)
#4558 (mg/H) *
<2mg 38 (25.9) 13 (25.5) 51 (25.8)
2mg <, =< 4mg 54 (36.7) 18 (35.3) 72 (36.4)
4mg <, < 6mg 54 (36.7) 20 (39.2) 74 (37.4)
6 mg < 1(0.7) 0 1(0.5)
EIfE (SD) 3.86 (1.72) 3.94 (1.56) 3.88 (1.67)
Tl (B IMI; R fiE) 4.00 (0.5;9.5) 4.00 (0.8 ; 6.0) 4.00 (0.5;9.5)

RS B ICR S S (27 LEAOER Z2R) 2EHOxGE L,
SD : FEHE (R 2=

a: UARY FUACHE LIRS BE2EH L,

ST — 7 pfEmEE (JPN-S31) # 11.2.2-1

RRBRICB T 5T R COFEEZORIEGIL, AFIRE93.2% (137/147%1) , U AU Ko
ﬁﬁ9M%(w5MW‘f%oto_®9%%%%k@l%%%@ mf%ﬁvﬁ%?ﬁ@%ﬁ
EE1E, AFIRET8.9% (116/147 1) , U AU RUEERE74.5% (38/5141) THY, WTFho#
ERELREETH 72, WTINOORERET 10%L EOWBRE ICRB L -AEFRIE, h7n o
7 F UMM, ARIRE, SHEAZE, (REHEN, (ER, RAERLOUE RY Z U Y REMTH -
7oo AFIEETIAH R 7V Y REMOBIEEROL@Em N -T2, EOMIKIZIEFRFEES L
TV ARY RUBERECE Do T, £, AABECRILLZAEFRIY, ZNETY AT RUR
AAITHRE SN TWDEER L RERBEWIR -T2, BELRAEFERIT, AFEE11.6% (17/147
W,m#)&@)x&UF/ﬁﬁswaWﬂﬁ 3F) [T SN, FOIEE A ST
REICDEINDGFELT, FRAEICBEELEZLOTHDL EEZX LN,

PURSARIR BT 38 L TR B L D #EMRAMN IR B D A EH G ORBLEIG 1L, AHIEE 18.4%
(271147 51]) Je VY ARV RU8ERE 25.5% (13/5161)) , Yo 7 F U BEEOFERSLETIE, K
%%Hmm(wmnm)&UJXAU%/ﬁﬁﬂG%QWﬂﬁ)kwﬁn@$% BWTHU A
ARU R USERRIZ I LARIRETORE ) o 7, DIRBEEICOBE SN2 BEERIT, AFREORIZ
4.8% (7/14715)) A5 INT=0%, FH ORI %%@f IR ST, BERRAICHIEE 725
DEM QT EEIEA b N hoT-, £, IMmEREE ’A%ém5ﬁ£$%@%ﬁﬂA
Kﬁﬁl@é@WﬂW)&U)XAUF/ﬁﬁ2W6WﬂW)kw?h%ﬁ<,$ﬁi)XAU
RUBOF L Rk, LB RICEETIAEFROBEY X7 130wt BZx bl BICAEFE
FROKREIINZ, Kﬂﬁhw%(wmwﬁ)&U)X~1F/Fﬁl%%(&ﬂﬁ)_mbg
Nt oo, MEREOAERZORBAEIGIE, WTHORGHELENZEN 4.8% (7147 ) &
W3.9% (2/5141) LK -70, EHFNEA 72 RS SOCEE O EFRIL, AFIREZ 13.6%
(20/147 B)) 5 S0, TEFHBAEIE OFRBREIE N 9.5% (14147 41) L bmEn-o7208, D
FEALITRETHY, BERBIIHNCHEE L CESIM CTEIE L,

b) REIMFRERER (RIS-JPN-S32 8 : sHli&E# 5.3.5.2.10)

RIS-JPN-S31 7Rk TAAIFEIZEI D (T 5 TRBRZ 52T L7z 110 i, 83 Bl A LFfAE B
ZXPZIZ, RIS-JIPN-S31 RER CORM G B2 IR &L LT, Lifg, A 25mg, 37.5mg X
X 50mg Q AFIBE&EE) 2B ORERICS U Cl e L, 48 M OB 5R 022 &
DA ERR LTz,

SRR R > PANSS #8 2 =2 7 1%, RIS-JPN-S31 iBRORERMAR TH D 24 W FE TR—R T A
NOHRAICHY L, 20% 48 BFTREL TR L 18D . %7, FHHRHID CGI-C
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R064766LAI L8 IRAFICE: ()
ICEBWT, KPHEREY CREYOBERE N [RL] Dbk CEHSE~RL) Lihsns (&

[L8-3) . FICEMBGIZ LY AEHRGORBEIAORIINZLA ST, AH| 25~50 mg O 2 HHIE
BT L AR O AN, § 1RIChT- ) BIFCHERF S D - LR Sz,

85

80 1

75 1

70 1

65 1

PANS S#2a7 ( EHjfE+SE)

60

95 .

ST — & RiEmREE (PN-S32) X 11.4.1.1-1

1.8-2. PANSS & X a7 D HEDZFHEFE [FAS-LOCF : RIS-JPN-S32 &tE&]

007 o 2?
90
TRN? %é
/2 707
2 601 gg%ﬁ
ﬂgn 50*_ ﬂg
% 40j ?ﬁf%
30j w .
" §§ §§ e
10j \§ § &
0 8 16 i . ' ;
(AR

ST — & RiE#RE#E (PN-S32) X 11.4.1.2-1

1.8-3. B HABI D CGI-C MFFAii [FAS-LOCF : RIS-JPN-S32 iX5&]

15



R064766LAI L8 IR E: (R)

2) BAWEEENMNITEENERAEBREE (RIS-USA-121 &6k : s EEF} 5.3.5.1.2, RIS-INT-
61 5488 : @& 5.3.5.1.3, RIS-INT-57 iE& : SF{liEH 5.3.5.2.2)
UESM I 2 AHK O AR BR S 1T R A B CHM S, AFIOAGRIZEE L TR ZE AT 5
g ARRRER & U C, 2 OO A EGARRER (RIS-USA-121 3Bk, RIS-INT-61 ikER) M OVEH
B3R (RIS-INT-57 #lBR) ORGREN M L 7o o7,

2O MAREKRBRD 5 b, 77 AR5 - EEMREEGAER (RIS-USA-121 #kER) T, &
#1225 mg, 50 mg 3i% 75 mg (23RN, 123#MH) EGREOHMMER OREMEE T T & RERH &
PG LTc, £, U AU USRI HIELMERER (RIS-INT-61 #6R) TiX, AH| 25 mg,
50 mg X% 75 mg (2 MM, 128M) EROFG MR N 2MEZBEAGRO U AT R UFE 2
mg, 4mg XiX6mg/H X TNFI—IEICL D KRG Lz, 25 2 508 I AREKRRER C
%, AREEEHEE LTRE Le, —F, RUIRGHER (RIS-INT-57 #5R) TlE, AH% 9
FHORERITIE U Tl EHERATRE L LT, 25mg, 50 mg XX 75 mg (2ARIkE, 50 EHks
IRF D22 R B OVE b & Bt L7z,

RIS-USA-121 iBR CTIE, FERMRHTRIGEEN & U7 fi A RHAE B O Intent-to-treat £ (Fi &
RAPEITT M) 2BV, RAAEFHMRED PANSS #8 A 37 OR—R T A inb OE bR (F
Il £ BEYERAE) 1%, AHI25mgRET-6.1+£2.08, 5S0mgRET-87+1.55 KN 75mgRET-5.6+
188 THHT-DIZK L, 7T BREHAIBETIL25+1.73 TH Y, AAOWTROEGHIZE W
TH 7 7 B RERFBIIE LR ARICHBRBD 2R Le (777 B R ERARE 9 2 Fhisik
E, 25mghf : p=0.002, 50 mg#¥ : p<0.001, 75 mgH¥ : p<0.001, Dunnett #iE) . AHIDOESGHE
M CIEH R Z R RET 21T D72 o 723, PANSSHRA T DNR—R T A b OZELEIT 50 mg
BRI L REL, 75mgBECiREnE LR SH 2R S aho7- ([E 184 .

RIS-INT-61 iRBR CTl1E, TNt REM & L7z PPSIZEBIT 2 A& i Tl o PANSS A A =2 7
DR=Z2F A bOEE CESME £ EERA) 1L, AFIEE-5.120.71, U ANY RFUGERE
-6.0£0.65 Th o7z, DR/ T VEEMEO B GHEM 72K O 95%E X1 0.9 [ - 0.90 ; 2.78]
Thbv, EEXHEO LR 278 1FTIFHEORIUE L L TRIE LI 6 2 THlo7-Z L h, KHID
) 2RY RUBRICE B ARWESIEE 7T Z Lt s E 18D .

& 1.8-6. IRFTMEFD PANSS R I T DR—RX 54 UM DELED R E
BRUBREELE [MEKMEITT : RIS-USA-121 FHER]

77 &R LA #E RIS-LAI 25mg % RIS-LAI 50mg % RIS-LAI 75mg #f
Bi% F¥)E (SE) Bl FHME (SE) B3k EHME (SE)  BilEk F¥)ME (SE)
NR—=RAFA 92 82.0(1.54) 93 81.7(1.32) 98  82.3(1.41) 87  80.1(1.53)
T B S 92 84.5(2.12) 93 75.6(2.35) 98  73.6(2.03) 87  74.5(2.31)
Bl & 92 2.5(1.73) 93 -6.1(2.08) 98  -8.7(1.55) 87  -5.6(1.88)
e/ PR E 2.6 -6.2 8.5 7.4
FEMZE [95%(5 HE X ] 88 [-149; -2.7]  -11.1 [-17.1;-5.1]  -10.0 [-16.2; -3.8]
pfE? 0.002 <0.001 <0.001

SE : FEHEFAR

a: BEEE, BBRBYEMZRKFE L, R—R2T A UEEZLERE LZH0BOHTTT /L, Dunnett EIC L 5 i/~ EHE
D7 T ' RIEHHI & D%t

ST — & RfEEAE (USA-121) Table 22
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R064766LAI L8 IR E: (R)

& 1.8-7. XIRFHERFD PANSS X A7 DR—RX 54 Uh b DEIL =R U EEE LB
[PPS : RIS-INT-61 s &&]
RIS-LAI # RIS-Tab #£ e (SE)
%K EHIME (SE) Bk ) (SE) [95% {EHE X ]

IR

Ay Y == 266 75.8 (0.95) 275 75.7 (0.92)

P Ve 266 68.4 (0.96) 275 69.3 (0.91)

b5 diiflisg 266 63.3(1.11) 275 63.3 (0.97)

2k 266 -5.1(0.71) 275 -6.0 (0.65)

o/ TR ESE -5.4(0.70) -6.3 (0.69) 0.9 (0.94) [-0.90 ; 2.78]

SE : fE#EAE

a: B, FEhEELROBLLIEHERZKT, N2 T U EEIERE LIZHSEAIrET A0 b5 b o i 2R M0
D7 (RIS-LAI ¥ - RIS-Tab #%)

ST — & WA E (INT-61) Table 28

12 [ OFRER AR CREAM S A7z 2 DO 5 T FHEGAR SR (RIS-USA-121 7Bk, RIS-INT-61 5
BR) BT D I EE M O PANSS AR 3 7 D_N— 2 T A U b DO LRI, 508 TS
7B G5B (RIS-INT-57 id5R) @ 12 B S FELL L-fERTh Y, xtgulbss, BT
A 2 R OFRBR O F N [E SUTHIR IS b 53, FEEKIC BN L Z LR Ehni, £77,
RIS-INT-57 ik D Fe f& A 0 PANSS #8 A =2 7 1% 12 BRI C i L CRIZEA L TR Y, 12
B CORPENERK VEICD > T S Z e nrsh E18-9 .

NG 3ODWESNERRBRICB W TIE SN AEFELRIT, hETICU ARY RuUgn#l<c
WEINTVWHIHEREREREWVITRLS, AFFLOBRESCHEOE ARG U AU RO
% bR DB KRR ZAMET RIX o T,

= 1.8-8. XIREHEAFD PANSS AR A7 DR—RS5A4 U b DELE
[(#&KFIE : RIS -USA-121 E&, RIS-INT-61 58E&, RIS-INT-57 iRE&]
SR 77 %R LAI # RIS-LAI 25mg & RIS-LAI 50mg B RIS-LAI 75mg &
(IR, MRATSEEHD) Bl FHfE (SE) Bkt P (SE) Bl VP94 (SE) B3k “F94E (SE)
RIS-USA-121 (123@, ITT)

L& 92 2.5(1.73) 93 -6.1(2.08) 98  -8.7(1.55) 87 -5.6(1.88)

e/ ZRSER)E 2.6 -6.2 8.5 7.4
RIS-INT-61 (123, PPS)

& - 72 -5.8(1.32) 109 -4.9 (1.06) 84  -4.5(1.38)

e/ ZEFER)E -- 6.3 -5.0 4.5
RIS-INT-57 (503, ITT) &k RIS-LAI 25mg #¥ RIS-LAI 50mg ¥ RIS-LAI 75mg #¥
2l

1238 509 -5.5(0.57) 102 -5.4(1.00) 192 -7.1(0.85) 215 -4.0 (1.01)

50 i 330 -9.3(0.77) 70 -9.5(1.66) 132 -10.5(1.13) 128 -7.9(1.34)

B ST AT 561 -6.1(0.68) 113 -8.0 (1.34) 209 -8.3(1.05) 239 -3.3(1.13)

SE : HEHERAE
£ — 4 : ISE Table 14

PLE, 1) kO2) TR LIZENAORRREREGE LV, ENERRRER CIIR 0 ulmm3E T
IR OMAE RIPEBRE IZBWNT, TORNEREZARF~GVZFEZTH, UAXY RUE~DY]
BRANWCKELL DL L RWIBEDREN R I N, F2, AFNTY AU R L bl LTz /e
YR OEFMEORMBEE L Uo7, BT, ENERRBROG A RKIVEICK T 28 20 Lk 0%
DYEORERIT, BECHE O TW T AMNERRRAGEIC LV RS b D Tho7m, ZHHEN
Hh DR IRFRER AT 2 A NI L, AAIOZRE - 2R (R & A RIE) L83E LT,
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(2) F%&-HE () ORTEIRAN

KFNOG R E, BECEMNA TR AAIE U THA STIEIS T 5 A ME K O M E DS ST
SNTWDHYAXRY R ThdZErEx, AFOENICKT D HE - HEE, W OEKR
BRI SV CRE SN HE - HEZEHAT 2 ENARETH D Ll L7z, £ Z CENT
WEAH O &SRR A T, YRFOEEMFEIERERS - AP0 B A HAE O 15 BRE
RERT, KEICBITAEBEAE - ARICESWCENES IMABEKRRERE LTV A N8
& DIELPERBR (RIS-JPN-S31 3kBk) #FEhEL7=, L7223~ 7T, Mk AEOBRERLE, 1) XK
EOAEBHE - HEZEATRE S LRI, 2) KEORBHE - HEKOENE BT DR
ARBRRAE, 3) ERNOME - AR 2 BT 2 BRRBR RS ICE SO TLLTFITRT,

1) XEORZERHZE - AEZEA®REE LB
EINEE I AHEG R ER (RIS-JIPN-S31 #kBR) ki3 DI L T, KEDOARHE - HEZ#EH
T&E D LM LRI A L RIS d,

a) MEXFEDZHEEIENNTRHKTHY, BREVPBEEILIZZIKRICTHI-HEKRIE
RiE - ANBEBIZHhDh OO THEULTWS, £-, TORMERTIMRELR—THD
WA RFEDOZWNE, WL OENO WU T H DSM-IV X T 55 K& OB R AR E O
FEIRSAEFE 048 55 10 aThk (ICD-10) 28HW B, AFIBIR ORI N TE, ERA LD
DSM-IV 2l L=, £7-, ABRIIAODBIZ 1%L S 2, FAEER N OS5 DR 1Y
FNRL S ENATEELL T\ D, ZORIERIE, BYEER &K ORMEER 2 oI S A TR e RS
ER OGRHREERE E NN - T, BE T LICEERIFEEZ R L, BIERITEMSOTREBEVIRL
RN BRI T HRICEBNTHEETH S, HIZ, BHEROFHERE L LT, ERNAED
PANSS 23 W BTV 5,

b) BERMIEITH) AR FUROXKDERKERAERVUTSETOENRSENRHAET
H5

FAWCKEEE R NENTEREN TS Y AT R U OAIORERHESE &L 6 mg/ HLLTF T
H5, 1999FED IMS TF—ZIZLVHESNTNDE Y 2 FUoROFOUES OB G (5
BRFELIAAOMIE B ETe) 131 HEY 33 mg TH Y, ENO KRG E 3.4 mg &IEIEFH
B CThotz, £7o, MAKRMIELE ITHEH SNZEAOVEHEGEITN42mg TH Y, ENIZ
B PHELGEN 43 mg ERIAE TH 72, FIZEZEEOT B 7 7 A MZBWTHENST
KEREBWVITHEINLTOZRY, LRS- T, ERNMIBT A RTVERFEICHWSLND U A
~RY RUROF O HEF@EIZE CTH D LHlr Lz,

c) BERARUNBANIZEITERARY FUERITERFZREEHOEDEEDIELELSTHERS
nit=
HAAROAANDRBERAZ G E L2 U 22 RUBEOIRYEhRESER (RIS-PO1-101 5k)
DOFER, U ALY RBE | mg BEH G N 1mg 1 B 17 HEKERSGRKOBEMRS (R
AR Y 2R R B OFOFREH) 9-OH-U A Ko0faFfn) , U AU Ko K N9-OH-U &
AU R OISR EHER N R BIRE ST A — Z TR CTHEELL T\ 5 2 & SRS nT-,

MO RIEBE 2 RG L LT AR OEWNE T HE& 5-3E Y EEER  (RIS-JPN-16 #5R) &Y
HEANE A % 53K EhRERRER  (RIS-INT-54 3Bk) OFEFED, AA| (25~75mg) HEHEHHRO H
AN OSE A D M F SRR EHERE D 7 1 7 7 A VI L TV D 2 &SRB Sz,

HERIPERE 2t & L= AFOEWNE VI E & 5K yEhieiER (RIS-SIV-101 X5R)
KOS5 T ARG R R BR  (RIS-USA-121 #8BR, RIS-INT-61 iBR) oEH kg (10~12 B D[E—
AV B) BT D MER R R & bl U7 fE R, BARN EAME BT 2 A#] (25~50
mg) SAE B G-RE O SEM B RE OFELIME S R S 7,
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LIk, ERSMZ I 266 KL O BEEH X OSBRI O GO, U AT Rk
FAIOEPS T ORRRHESE BN BARAN KR OAME AN BT 2 3R OB, BIZAHK| O
FEENRED AAN K OSMEANTHEEL THWD Z L h, ERIZBWTHKE LS FEROME - &
ZEMT D2 ENFRETH D LRI LTz,

2) XREOERRRE - BERVZENEZES T HERKRHAEBRBE

a) XKEIZHETSHERBRE - AZ

KENZERWTIE, 2003 4 10 HIZLA T O HE « & TRRZ S LT,
(M - & CRERASCES 0% ]

| HELEF 0% 25 mg/2 T 5D, RISPERDAL® CONSTA®D A N2 B9~ 2 F B FH B M 13k 37 &
PTG, 25 mg ISR LZRWBREO— I, 37.5mg Xt 50 mg &\ 9 @RS AR
' L3 %, RISPERDAL® CONSTA®D g K &EIZ 50 mgR BMEZMBA /RN L 45, 50mg % |

[[] % £ RISPERDAL® CONSTA® % #¢ 5 L T H AWEITHR ST, AEHFROFIRNH

D T LB TR TS,

YRR S D Y RLY R D EBASHAAE 5 E T, AT A AR N4
5%%%5&5&,mwmmM@amﬂﬁ@@E&ﬁﬁ3ﬁ%mmwmmmﬁﬁmﬂ(Xmm
DRI &GS SE Th D,
V4R LD BRI E A ST RN E TRV, HEE L CTiRIOKR G AL THob 3 M KL
LD RN, WROBRRRE BT S & TR,

b) BHCETEAE - BAEDREICE > BREBRUVEFNEEMITIEKRART—4

@ EVHREARBABICEDCE I HERRABOHEZE - BEDRTEEN

MEAMZ BT D AHFIBZEREO & OBRFHIBE L TiE, AFIOFHRDTHD U AU RUngn
Bl L TEOFIER NZEEDBEICHEL SN TN 2 2 E 2, UARY RUBED 2~6 mg/
H CIRWEEFOIREE & L AW FHIRI S 255 2 & 2 BEICAIBI R 28D -, Zhix ) ALY R
UROFIOHSEERFHEN ZO@ETH Y, EEICHKRGICB T A ANHETH 722 LIcKS
Ay

% TG G T ENRERER (RIS-INT-32 5%) (ZBWT, U AU FUBE2mg, 4mg i
6 mg/H 2> 6 Z I ENAA] 25 mg, 50 mg Xix 75 mg O 2 BEERHKG~G VX, U ARY K8
B OARH AR 12 507 D SR B E 4 FLRRET U T, AR G40 3 T, Mg rh 37y B 5
LIRWT T H A ABNAEL D Z ENBERMORMETH o722 L d, ARBRTIE, AAIWIRE 5%
TGEID Y ZARY FUgEOA M EE 2 Bk G L%, ThthfE (1mg, 2mg Xid3
mg/H) (2 L CRIC 2 MG L, JFEC4@EM Y AU FUBEERHFRKRS Lz,

ZTORER, ERIRIEICE T 21EMER Sy O RGER (MR REE - BRI R Tk
AUC 14days) K OVEFRIRREIZH T 2 EMIEFIRE (Coa) £V, AFOK LG EOREREIT, *f
T DYV AR RUSBEOHEENERG LIEEZ LRETHD Z ERMRINTZ, £, KA
B GH%DT 7 H2 A 5 (VAXY RS H) ROVEFRBICT 2 i HiE ek R E
TWTN S FERETH o772, KAYIERER % 4 8E OV 2D R UgEONf G- 13EY) Th
ST ENRBEINTZ, B, TOHOIEYEREFIMEFHI LY, & NAHERRRICB N T3
O DA OO AT G- HERE ST,

BEMEIZOWTIE, HE#R G5 EyEiERER (RIS-INT-54 RBR) OERELISE 2, AKIHD
UARY ROFEERKEHTH S a kMR 2 BEHE T2 2 &, I ONS KE & 53 Re
B (RIS-INT-32 5ABR) TliE, AHKID 2 @GR G BV T MEFEDEE (Chn) & &IK
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HEPEMIRIE (Cin) OB Z /NS RO Z EDFERESNIZZ E D, 2 RS G- D3 HELE
éi(wio

Tk REyERERB O R A E X, 2008 N MHEERRE (RIS-USA-121 35, RIS-
INT-61 3&Bk) M ORI 5B (RIS-INT-57 #Bk) 2B\, AAIORE - ARELT, U
ARY RUBROFID 2mg, 4mg L6 mg/BIZZENZENXIET 5 25mg, 50mg LT 75 mg D 2
TR G- 238N S iz, £ 72, RIS-USA-121 3BR M OY RIS-INT-61 ikBr Tlx, AFIWIEIH 5% 3
FE, RIS-INT-57 ikBRi% 2~3 ], UAXRY RUBEZIFHBEGT 2R BT V1 I CHEM S
77

Q@ BHAENBERABRBICEOD(HERAERVRAAENDRTERN

TR ERE LTAA 25 mg, 50 mg XX 75 mg O 2 #H kg G- RO A DN,
PANSS #8 A a7 D L EZREE & L CHist L 7= RIS-USA-121 iRBR Tl, RIEAED 25 mglck
WTH PANSS R R a7 OZALEIZ 7 7 B R ERANC L LA BB 2= Lz, FRERHED 50
mg TlE, PANSSHAA 37 7% 25 mg (2 bkl U CHIZIA L, 97T PANSS FALFEAR R E R =2
T OEAENT TR ERANCE LD E R LT, £, IRAFDICE D EGHRIRICE S 728
BRE D 25 mg 2t ie otz EEAEO 75mg T, TEFHMBEH TH D PANSSHRA T

DEALEZIZL D, WL OPORIKFEME B IZBWTH 50 mg 2 L2 LR 2 G MEITRES b
mote, —H, BEMICEBWT, TXTOREFZOREBEISIL, Kﬁ@wﬁhmﬁﬁﬁ SIS
THT T BREFERABELFETH 7228, UAXRY RUBROAITIIHEIEKFEL TRET L L&
DN BTV D HERAIERBEIEOAEFZORBAEIEIL, 77 B REFHIRE 18.4% (18/98
B) KON25 mg B 14.1% (14/99 f5) Th-o7=DIZKkt L, 50 mg £ 26.2% (27/103 #i) K Y75 mg
B 31.0% (31/100 f51) & 50 mg BEM OV 75 mg BE CEh o7z,

U ALY RUBEITHRT D IELMEZ MRGE L 7= RIS-INT-61 iABR Tl, AKI 25 mg, 50 mg Xt 75
mg 2 BEfRE G & EnNEhXIc T OHED Y AT RU8E 2mg, 4mg XX 6 mg/HHHFED
PANSS #& 2 2 7 OFGHM ATV TN B[R TH Y, FELMUERBRO BT+ X CTOMHE TR
ENtz, Lo T, AAIORKIEHAED 25 mg 2 BREMREHEEIX, U ALY R8E 2 mg/ B 5
HOIRWERIREDB D D Z ENRI T,

i%kRmnﬂ37ﬁ%fj:éE*N%Tﬁﬁzsmg50mgﬂmﬁ5mg%ﬁﬁﬁ%i ZC 50 3 [
B U7, 12 IR 381 B B 58500 PANSS e A a7 O L&Y, WIhDHE
% RIS-USA-121 sBR D& H mIZ I 1T D s &R MR & [ 2R L, 25mg 253 X TOH
BT 1 btof%@%ﬁﬂﬁ TR S LTz,

U EOBRRRBRAFIC LS &, AT, A RIEEE T3 LTl L ARI O R & T
HD25mg BT, HENREDEDRRIESNT-Z 21D, 25mg A HERHEE L TRET D
ZEnEY LWz, £72, 50 mg TIXEEFHMEEE Toh 5 PANSS A 27 O ki, &
O Ot PANSS FOLRFI R EEZE O RIKEHEE B 128\ T, 25mg % BRI AhMEE R L2 &
W2z, MEERRAINMEDO RE &R D RAF 3 L FIEFI b D72 oTc 2 & h, HERI IR
JER DRI MT 2 00, —HOEBE TIE25mg LV EmHAENEEHAEIC/R D &k &
iz, —7, 75mglc 2T, 50 mg & BRI FGMEIT R ENT, LRI BWTITHEARIME
FERDOFHLY A7 WRICEED ZEWRBEIND R E, ZOFHEHRET L XS 72T7 —X1350
Niehotol=d, RARHEIL S0 mg EF%E S, BEOERIZG U CHEMREZTREE L,

Q@ EVBEHABBEIZE D PHAEDHRTERNL

25mg K V50 mg DFEHAETH 5 37.5 mg lZOWTIE, H[EHGHEYEIEERER (RIS-INT-72

B 1ITBWT, 37.5mg, 50mg&0625mgf¥<¢@@3 E/NT A—H (Coux XV AUC) ITHEIZ

LB L7 B8N A b A, EAVE TO HEE 53 EEER (RIS-INT-54 3U) OfERAEE 2 C
by, AHK|25~75 mg OHEPHIZIB W CTHEMBEMEI RSN Z &, WONT 25 mg KO 50 mg DA %)
PR SNZINTWZZ Enb, 375mg bAMEZ RTHDLEZX, 25mg & 50 mg DFTH
BA2HAGTIRINEOOE L LTRHRESN,
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3) ERNORE - AEZEMIT HERKRHARKE

EWNICBWT, KEORE - AEEZRAWTER LY AXY RUSEICHT 2 IEH MR (RIS-
JPN-S31 5BR) M OVEWifkme % 5388 (RIS-JIPN-S32 iABR) OfsRIcHKkSE, EWICBIT S H
% HEOZ LML MR LT,

AFNXEH D 3 DO U FHEGKRER (RIS-USA-121 3Bk, RIS-INT-61 78R, RIS-INT-57 ik
B 12\ AN L EH SRR T & OFEBIMES IR S UTT, FEIZ RIS-USA-121 3Bk ¢l
U ANRY REEO IS T 2AROHBEZFFE TS oo Te, LA > T, RIS-JPN-S31 5
BRI T HIRBRIEOR G FIETXEEH & L ST, KANIYIEIR G &% 25 mg & L, #ERF OFEk
WS L 37.5mg, 50mg (W h 2 HMREES) ~& 125 mg AL T, U AT R8T 2 mg/
H226 4mg/H, 6mg/H~& 2mg/HHA CHEBEICIE> TENENIE T2 L &Lz, W
THOKRGHD 18 FE TICHEZFREL, 1ISHEUBITIHELZ BT L iz £l L7, 72
B, WAMERRBEOFERE, WL AR OBETHANE SIS Z LD, ENERRERIC
BOTHREIMITER E Lz,

a) REA=E

RIS-JPN-S31 iR IC I 1T D AANOF G- &1L, ARREIUEHREORGEIZ)H DL, T
DOPERFE T 25 mg LG L, S REMERFHERE (BPRS) DOFHMIZE S HERE (1471
v NBLEEEAR) RN LS A, 125 mg B Tl SO0mg S CHIETAZEEHEL, £
D=, KRBROBIEMZ 52 T LI BYRE 1R G SNI=AF OG-8, RERBIMGETE TIoH&
H I TW PR SO RE-CR G- BICBfR 7 <, SHBRE ORBMIER 2072 < & L BRB4h
Al & [FRREICHERF T2 Z E DX ARERKIEAE Th -T2 E X bN D,

ARBRICB W TIE, AAIDE G ST FAS O 147 B4 TOMERE DSAFH] 25 mg 7> 5 HH-H
%%éhto%mﬁ,%%ﬁﬁm%of,%ngﬂ%yungmﬁﬁftiiaﬁﬁﬁ3ﬁa(4
W) 12 27.4% (37/13561) 73375 mg ~HE I, HICEG4FEE (618) 1213 32.6% (42/129
) N375mg &GSz, D H B 37.5mg D 50 mg ~HRAE CHIEARE/R &S SEIH (8
) 128V T 15.6% (20/128 fil) 723 50 mg ~HiE S 7=, HREBEEME 722 18 HROKHED
AL, 25 mg A 57.4% (66/115 1) , 37.5mg A% 26.1% (30/115 1) , 50 mg 2% 16.5% (19/115
Fl) THY, BIRELTH6EOWEREIZ kwf@@%;mzh@#%aﬁﬁ&ﬁfﬂm&ﬁé

ni- €189 .

& 1.8-9. JUARY FUEHEIHAIOKREEDFRR M
[FAS : RIS-JPN-S31 i#B&]

e 1B H 2IEI‘E 3@‘9 4IEIE SIEIE 6@5
(FEsE) (28) (4 3) (618) (81A) (1038)
FRNT SRR EH (%) 147 140 135 129 128 126
25 mg 147 (100.0) 140 (100.0) 98 (72.6) 87 (67.4) 81 (63.3) 76 (60.3)
37.5 mg 0 0 37 (27.4) 42 (32.6) 27 (21.1) 29 (23.0)
50 mg 0 0 0 0 20 (15.6) 21 (16.7)
5 7[B1H KR EIRE| 9[mH 10[=H 11 = H 125 H
(12 34) (14 38) (16 1) (18 3#) (20 1) (22 38)
FRNTSHRAERE R (%) 123 118 117 115 110 110
25 mg 72 (58.5) 70 (59.3) 68 (58.1) 66 (57.4) 64 (58.2) 64 (58.2)
37.5 mg 29 (23.6) 29 (24.6) 31(26.5) 30 (26.1) 28 (25.5) 28 (25.5)
50 mg 22 (17.9) 19 (16.1) 18 (15.4) 19 (16.5) 18 (16.4) 18 (16.4)

ST — 4 REEHEE (JPN-S31) % 14.1-18

Wiz, AFIOMERE (18#) BORMAKR G &E2EFT LR, HEEEHICE > - RE
115651 (FAS @ 782%) D955, Fhaf 5201 25 mg Th o 72 #RE OEIE1IH 60% Th - 72,
AR PURAIR R OB - & i 5 BEOBMR T, AiREITRMIREOB &N U AXY R

21



R064766LAI L8 WS 3E (%)
PR T 4mg/HUL N CTh o T RF IRV TIE, RHEK G- &) 25 mg Th - 72EIE 13K 70%I125E
L7z, F72, BHEEIUREMHREROEE &N 4mg/ B B2 2885 Tlx, TOEIEIT VR k?
HDOD, #40%DPIRF TN T 25 mg IZ X DIRIE O FIRE Th o 7o, —F, BRI IUEH
DB GIRIBTH D &, ZOMAIIMAFRERTH 720, U ARY RUBEANZH LY ZARY
R LD EFI T - 2 RE BN T, AFIOEEEGERGHEThH T2, LN LN,
U RARY RSN OHEA| ORI b2 T, DOREIEIE S A 272D, ARG TIEAH O S
5 L AR TSRO 5B ORI Hai T E o7 EL8-1d) .

AR U S O B G- 8Bl e O GARIBINC I Tz, Fc#&EHIIRF D PANSS #a 2 22 7 (DR — A
TAUPHDOELEE, WTOSHEICEN TS MG EO RS Z 5D 5 25 mg T 237
Wiz ({E18-11, [ 1.8-12) . 20X ) ICHAMIURBMHREOBR G EICH 1D LT, KFEOHbH
FIZBWTHIRIHED 25 mg T 24 HAMIC Oz > THHEBEIEPHERF SN2 LD, AFKI25mg
FRAMGHELE L GRIRT A Z LR THY, T2, 25mg NHEFFHEOKIKHE S L THELE S
N5 &ML,

* 1.8-10. FAEMBHREREER] - 5K OREREE
[FAS RIS-LAI & : RIS-JPN-S31 i{E&]

ANRRPUR R EE S A AU RS D& 5RDL
BehE&® - RIS HLF| it EL ) EZ.l G
<2mg wE (%) 21 8 3 32
25 mg 15 (71.4) 6 (75.0) 2 (66.7) 23 (71.9)
37.5 mg 5(23.8) 2 (25.0) 1 (33.3) 8 (25.0)
50 mg 1(4.8) 0 0 13.1)
EIfE (SD) 29.17 (7.22) 28.13 (5.79) 29.17 (7.22) 28.91 (6.69)
2mg <, < 4mg B (%) 30 7 3 40
25 mg 23 (76.7) 2 (28.6) 2 (66.7) 27 (67.5)
37.5mg 7(23.3) 3(42.9) 0 10 (25.0)
50 mg 0 2 (28.6) 1(33.3) 3(7.5)
FEHfE (SD) 27.92 (5.38) 37.50(10.21)  33.33(14.43)  30.00 (7.91)
4mg < B (%) 23 9 11 43
25 mg 9(39.1) 3(33.3) 4 (36.4) 16 (37.2)
37.5mg 6(26.1) 3(33.3) 3(27.3) 12 (27.9)
50 mg 8 (34.8) 3(33.3) 4 (36.4) 15 (34.9)
SEXME (SD) 36.96 (10.97)  37.50(10.83)  37.50 (11.18)  37.21(10.74)
EEN B (%) 74 24 17 115
25 mg 47 (63.5) 11 (45.8) 8 (47.1) 66 (57.4)
37.5 mg 18 (24.3) 8 (33.3) 4(23.5) 30 (26.1)
50 mg 9(12.2) 5(20.8) 5(29.4) 19 (16.5)
FEE (SD) 31.08 (8.84) 34.38 (9.92) 35.29 (11.04)  32.39 (9.50)

SD : (R 7=

RIS HiFl : U AY RUHHAL, A 0 U 2L RLISAOHA], %7 : 2 FILL LA
a: UARY RUIcHBE LG58 b: HEREE (18#H) LIFEORMEEK G &
BT —F WG E (JPN-S31) 3 14.1-20, % 14.1-22, 3 14.1-24, 3 14.1-27
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& 1.8-11. #RFFEEFD PANSS X A7 DR—XZA4 UMb DEILE
AAETARREDREER [FAS-LOCF : RIS-JPN-S31 ifE&]

N i

;{;g‘?ﬁ%@r% RAEHRERES  fik SEX)E (SE) M (e MiE; Bk A

<2mg 25 mg 23 -8.2(1.83) 8.0 (-33;2)
37.5 mg 8 -13.6 (5.86) -13.0 (-42; 6)
50 mg 1 -11.0 () 1.0 (=115 - 11)

2mg <, =4mg 25 mg 27 -14.9 (2.53) -14.0 (-43; 0)
37.5 mg 10 -14.1 (3.24) 12,0 (-32; -1)
50 mg 3 0.3 (0.33) 0.0 (0; 1)

4mg < 25 mg 16 -12.8 (3.33) -8.5 (-44; 3)
37.5mg 12 -13.8 (3.10) -12.0 (-33; 2)
50 mg 15 -3.6 (3.24) 2.0 (-23; 26)

SE : fEiERE

U RRY RUACTHE LR &E
b FAEEE (18H) Hﬁ+@ﬁx$ﬁ?§5$
ST — & fafEdwAE (JPN-S31) % 14.2-18

# 1.8-12. ZIRFHMEFD PANSS R AT DR—XSA UL DEILE
BLABIAREREDEEIKRA [FAS-LOCF : RIS-JPN-S31 #{E&]

;gﬁ AR BEEEREY K TEE (SE) ol (M Skf)

L

) ALY R HLE] 25 mg 47 114 (1.68) 9.0 (-43; 3)
37.5 mg 18 -12.9 (3.07) -11.0 (-42; 6)
50 mg 9 1.3 (4.37) 2.0 (-17; 26)

U 2~_Y RULISNOEAF] 25 mg 11 -9.7 (3.40) -8.0 (-38; 0)
37.5 mg 8 141 3.61) 155 (27; 1)
50 mg 5 4.8 (4.55) 0.0 (-23; 0)

%5 25 mg 8 -18.6 (5.38) -17.0 (-44; 2)
37.5mg 4 173 (6.17) -15.0 (-33; -6)
50 mg 5 5.6 (4.73) 0.0 (-17; 5)

SE : HE#ERAE
a: AEEE (18#) LIEoRERS &
ST — 5 G E (PN-S31) % 14.2-19

b) m=XKHE

AR o> & 50, RIS-JIPN-S31 R TIL R DOHBRE 12T 25 mg DHERFH R & le o728, %
DOADKI 40% DPLERF 1T EHIE (BPRS T 14K > bLLEOHE(L) (28, 37.5 mg X 50 mg
FCHE SN, BB EROFMMEOR R TIE, ANREIUEHIRIEO & 585 & OB
AMONFT BN TS, 50 mg lZF51F % PANSS 82 227 D2 & DA 25 mg KV 37.5 mg IZ
HLUThESWEAICH 72 (E L8-11], [ 1.8-12) . LavLianh, KB, AFNCH
T ANRIRGTURS AR S G RO TE R R AR CE D L 2B T2 Z LB ERTH =2 &
5, 50 mg F THHY S AT HERE 123\ T b BEIRPUR P 3K & [FRR IRV R DN T ITHERF S
TWD Z EDRBEENTZ, £, EWNEKRB T 50 mg 282 5 HE TORMEIIHmE LT
2N OO0, WAMERRBROG R TRINTZEEBY, ﬁmgtiwmgétﬁéﬁ@ﬁ#m@%
NipoloZ &, KOBERANBEIER OFEL Y 27 OIS fE Sz 2 L nh, Wit & RERIC
KHEIT50mg 3% T D &l L7z,

c) ’kEMR

WM BT DA - AEOREORETHLRLIZERBY, I oERYERERBROFEE LY, K
KNI NG, AKFIS DY ZA_Y RoOEERKETH 5L o k234 2 B
TAHZ L, AKFIO 2 BREREESIC X D IEMERS D Cop 2 O Con IO ZEE 2/ & RS Z L 03
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R064766LAI L8 IR E: (R)

RENTZ b, AHO 2R GRSz, ZHUICES W TE S L7 igst o5 11
FRERAGABR TIX, A D 2 BEMER G TLE Lo T EMRER G OND Z L, WA
PR OV MRS HERE S T,

ERIZEBWTS, 5 VARG FEY BN (RIS-SIV-101 #ABk) TAHI 25 mg, 37.5 mg
X% 50 mg & 2 MG T 6 [l b Lo R, ERIRRBIZIS T DIGMER Sy DKW ERE T A —Z|Z
BOWTHEMBEENRD bz, £72, FHEOEFIREICK T 2 MR IR, #ot
ERARERER (RIS-USA-121 3R, RIS-INT-617#BR) (235 TAH 25 mg X 50 mg 4 2 # [H]fRE T
H L7 &oEikElcki 2IRERRICH -7, T, ENE HHEIES MR (RIS-JPN-S31
HBR) TlE, AAI25mg, 37.5 mg XL 50 mg @ 2 MR TOBTH RN GBI 2580 E D
BEMNHERINTZZ LG, RFOWTIOHEICKEWTHEGRIEIE, ot & R 2 8
LRET D EDBETHD L LT,

PlEometalE 2, ERNICBIT 2E KRIERZ I T 2 ARKFOHELEHEIE, 1F 25 mg 2
HHERGPAEY)Th D &k L, £z, —#OMBHE TIL 25 mg TH%A#E, JERIZS L T37.5
mg XK 50 mg F CTHiEE 52 L C, L0y EICHHEcED L, A&loH
e HE (B) 2UT0OLBUHRELE,

[k HE (%) ]

WE, BRAIZIEY ARY Rue LT 1R 25 mg & 2 BRERE CEEmRNEET 5, 7ok, #E
/I 25mg & L, ZO%, FERICK Y EEHEBT 225, 1EEILS50mg #8272\ &,

(3) RiE-RAEICHEYTLHIERALDOIE () RUZOHRTERN
1) Ri%-RAEICEEILIEALDOIE (B)

1) AANTEBHANOZEE L, SRR LRnZ &, [FRNICR S S
e, MEOREGICMNEREZFET L2B8EWNH 5, ]

2) RFIE, 353 EE% R 0 MRS LR S, BRI 3 B G EC H s |
L bRBLEBALND Z LD, PIEHRSH% 3R ORI R DR 5 72 Ll
: BIREATO 2 &, Ei, WERIEHMIZHOWTHLEIDE U TRAFREMREDOHHZE |
L Tk :
Lk, BIERSBEREAE, P & bR AT 4EM RS Legic, BRI LT
! 125 mg o, BHOMERZ +o@EE L SHEITHET L 2 &,

13)  ARANE, GRS 4~6 M I TR ATARRIICHER S, AT 2 E TR 8 B

D, SIS S —EHIIIRE oK A EEICEE L, BUERS ORI
: WCEETLZ L, [ HRYEE OHESMH] |
L4) IR~ OBGIIATORN T &, £, KA L DEFRPICHEALESAICE, BED |
: K&z +oBldT 528, [VARY FU=A7n A7 =27 /6 0OHAEML, i
L DRESEINT 2 BTN DD, ] |

2) RE-REICEHEYTIEALOEE () ORERML
LUFOBEHIEESE, ML - HEICEET M EoEE (R) &8E L,

a) BRERK

KHEFEDERT — 2 28y i — I W AFIOENANGERRERIL, W00 AHK| 2 B 5 A N
Beh Uiz & 2RI, et UIEYEIREERFT LD TH Y, BRI AN LS OB GRX#
TRELZEEOT—H IR LTV,

24

JEDI_DEV00 \ 0900fde98023c9fe \ 5.2 \ 2009-01-30 18:05



JEDI_DEV00 \ 0900fde98023c9fe \ 5.2 \ 2009-01-30 18:05

R064766LAI L8 IR E: (R)

—J, T FEOA XD 12 5 A KEHANEGBHERBRIZBW T, M RZRER & O N
WZARBIORLA (v A 7B RA7 =T Hi) PEIEINT, MO MENIC~A 7 e X7 = TR+
DR L7ZERE LTE, B MIREEND LV KREO~AS I u R 7 2T+ N G EN-2 L
DL S, Fo, BEHMOMARENE M LB T/hIWI b %ﬁ%mﬁwf
AH| = BERAANICRE Lz & X, IRk ’\7471:'%7::7*4%@%&5'5%57 EIT R &
%z%ﬂtobﬂbﬁﬁ% ARBIDEIRNIZ B G S =562, H%ﬁ%ﬁﬂ%ﬁ#éT et

BETEXRN EDD, AEIZFHIRNIZITERHIBE G LW L2 EERRE T XETHDH L H
Mbto

b) AFI~NDOUBZFORIABRNBAMHREOHRGRS

A CEM S - 3R EhRERER  (RIS-INT-32 5ABR) OFER, AFIWIE 514 O IR 53+ 45
TR LAWK 3O T 72 A 22 ) AT RUsE2 AR S Q BEIXRTEE & F—H
B, TOH%O 2BEMIIENEROEE) 752 LT, ZOMmIEPIEMERR 1 E IXAHK S AE &% 555D
TEHCIRAE S ITITFRREICHERF Sz, L LRy s, BEERBICR O TIE, BGRHUR IR IR D
MAEZEETHZ LR ARG T2 RL0ENTHD LB 2, BINE N FEKRBRZ %
M4 B2 dT-»> T, AFHEFRGHOEYENEEDRE B2V, REFERGEENS Y 22U R0
Flz 2, 3 XL 48ME—HETHA®RE L L 2 oMEREERSEEHEED VI 2L — 3
VEFEM UL, ZORE, 3EMOFRE G EYTH D & ST,

ZAUCHES X, WEANE IFEERIRGRER 1T, AN AAEIUBRIEE U AU R gE~EI D
Bz, AFIWEREG 6 3EEITY 2 RUsEAHEN & CHRAKR ST 2B o CEH
Eh, AFIOHIMER LIRS N, £, HEAOE b KRR & L CEf S
U ARY Ry LIS OB O FURARRE N S OO 2 3Bk (RIS-USA-259 3 ER) 128\ CTIiE, BillGHE
PO Z — B U 2 RUROFNCYI D Bz e < &b, AFIWIEER G5 3 8 EIXRTARHT
IR i 5325 2 L T, TOEIEE BIFICHER T 5 Z LRSI,

ARNOIMBHNE T 10 7 7 A JTENATHLLL TW =2 &Evn, [EPNO RIS-JPN-S31 ik I1Z3
WTh, BIAEERPURSRER 2 AR IR G0 5 3Bk G52 L & Lz, TORE, KEb
53 DHEERF TR R IR E OG- B K OB GARPUC D00 63, RAI~OURR 2 (3@ v 1T
bz Enn, 3B ORI GIL% S TH D LW LT,

c) AFIDHEERVEERICETDH) AR FUoROZFEORBEHFEEDEMNES
AFNOFEENRERFEL U, &5 LIS HEORKZI R, mMETFEMIRE O ERNHGE
5 3WLFETRVWEHERTE RN LD, RFIOHEIZOWTIE, ENERKRBRTH L7
LBV, Ll lbFE—OHEL 2EMBTC2EEG%E (A—HEO 1BHOERGNDR L
b 4EBRGRLIEE) (BT A2 0ENH D, T2, ABIBRFEERAICH Y, EHIEYE KL
WZHEBRT 2 HIER 2N L 2B E L, BEOERE HDBE LN D, R/NOMBERITH S
125 mg TOEEICHERET 2 2 LY TH D LIk L7,

—7J5, RIS-JPN-S31 BRIZ BV TR MIER O EBAL TH IRIZE - 7o R OEIA 1L, AFIEET
122% (18/147 ) ToH YV, RGOSR EDOE G823 ) A FUHUE T 4mg/H 282 28
B T Y ARY RUHHFITH - T2 HBRE TOL o7, E72, BER OB REL L 72 K
L, AERTURSHRIEO R 52 F 1k L7 ARFIYIEE 542 305 5T TeR%£<, £h
qu%xﬁ®ﬁﬁ%ﬁﬁ%méhé wE% 3WERI% CEANRA LN TV, T7bbARA DI

HEP SRR E RS IR IBEICE L T RN E BN D RA T+ L DAL TH D Z LR
Wémtoxﬁ%fi,%gﬁﬁﬁ B DREHIEROBEALIZH T H L AR 2 —FEHE LT, v
TENLOHHEZRTREE L2, u7tAA%ﬁ%LtW%%iﬁmm1 KBy DR 1T L
A% 2 —FFN O LR < & BTGB ATRE CTH o 72, L LR G, KRk oE/L Tk
L7883 D 40% 137 7 B XA &2 0FH L T HIRERR S REE Th - 72,

—J7, HEAAOF b AHEER B (RIS-USA-259 #ABxR, RIS-INT-85 #BR) 1%, [EWNE O AHEEE
RBR &[RRI A 25 mg, 37.5 mg XiE 50 mg @ 2 AN # G- 0L L v £ S, RIS-
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USA-259 &R BRIE ik D L0, U RANRY RULAOROHTUEHHREN O OO 2 2 Mgt Lc, £
72, RIS-INT-85 #klkiY, ERPUBHHRIEORZETEFFIN S OB 2 ZHRE LR B TH Y, i
TRIRR M EER B O BB 5N S, TNETERUESGY A 70 (1~4#) BBk ICAFI~TY
Bz, ZhHnTHoRBRIZE W THRBHIEROEBLRFZIZ Y AT R FEOBINE 523/ HE
ThoT-, TORER, RIS-USA-259 iBriC mf,m%%#ﬁ%ﬁi%¢ibt$ﬁ@@&@%
3L, U ARY RUBEOBMEEE 2520 TR 0BG I 2RO 40% Th 7=, Fiz,
m&wn&ﬁ%fﬁﬁﬂ@@&%%ﬁUx&uPVﬁ@ﬁM&%%%Ht%%%@%%@é%@
#130% Td o7z, RIS-USA-259 3Bk M TF RIS-INT-85 #kBRIC 31T 2 18 0N$% 5 0 S5 #5581 ) 1 &
ZIENK 33 BRUNI 24 BT, FHREEITZNE2.50 mg/H LT 2.00mg/H Th-o7-, *
72, WTNORBR G RN X DR IFIOFNEI1E 43% LT 1.2% &K<, FIE L2 REHIC
O 72l X007z, ZORREY, BNRETUEMIRIEA P I%, RAZ 2 H &~
LR, —HEOWBRE TIHEHAREDO U ARY RUgEr —RIGBINE S35 2 & T, REIORHE
R EMETED Z EAREBINT,

bz & aBE 2, AFIZHEET LRI, WME% I EMITNESOHEICHIT DR
DG TE RN &G, U ARY R A#FI% @#ﬁ@f%@ﬁﬂ&ﬁ%%ﬁ?ﬂ%f%ék
W L7,

d) AFEEDLEZOMBHEYEEDEKIZET 5 EMH

AH|DOFENS O HEYEHREFRER (RIS-INT-54 8%, RIS-INT-72 7Bk, RIS-JPN-16 7k & OF RIS-
sw«nﬁ%)@%ﬁ,Kﬂ&ﬁ%@ﬁﬁ%%%%ﬁm,&@&Mﬁ%um@mﬁﬂ~2b,m
¢X%krﬁﬁﬁbﬁWﬂ3ﬂ%®37?4ﬁﬁﬁ“f,&5%Y%ﬂfiﬁb 4~6 T
Conx \CEIET DAL Y« V=27 D%, BEHHZRTHIUENGIKTL, mskﬁ’*ET@iﬁ&&
LHBERT, LIEBNoT, AFlEZHIELTYH, BEEEND 4~6 BT MEH RN A A
Ve B—=271CHY, K SHEMITMAET A SIEE LARNT b, %5#&%@ EHIMITAE %
BEEICBSET L LA FEEMRETRETHD LW Lz,

e) ‘REELDIREE

AFNL, pHDOIK FIZESTU ARY RUDKBEE D Z ERbhro Tnd, 2 pH DK
Tz, VARY RUOOEMHENERKTLH7-0EEFE2 605, BRI\ T, EEORE
B HEESETEHRA~KF ZHER G Lz s &, EEHRNA~OFGICH U, (s a2y 5 5 A
HODC R L2, TRbbRIEMNM T, ~7 77 —VORMBICE VA2 DY A N4 2R
WMéMIpHﬁﬁTL,747D2717#%®92&9FVM&%%Eok&%i%ﬂko
LR o T, RIEORREE U 2L Rt OMBIIAIC SN TR WNWE D0, KHEZRKIE

HAZL &ﬁbtﬁn YA ORAT 2T IO Y ARY RUBIHPAERE D RN HDH 2 &b,

S~ DB 5\ B B LR & B 5 & HIT L=

—75, invitro BHFRERIZEB W T, RAIDSL DU AU R OBRLA SIS, ARBRBIMATE,
W%fﬁﬁﬁﬁ,%%fi4ﬁﬁﬁf&@ TR & i HH o 8 L A BE A 3 3R w%htobtﬁo
T, AFNC L DIEEPICEEDRA LTSS, BAORFEHMICL > TE~A 70X 7275
@Uxﬁvkymmﬁﬁm¢5ﬁ ﬁﬂ%é END, FEENRF O E M 2 B35 Sl L7,
728, Mi%invitro R TIX, —EIRE T COFHRMREMAMHHOZ(ICHF G LIt D B2 b
ns,
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A EAR AL
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3)
4

[#m (koBFITITHRE LN L) ]

SREREOBRE [FEREZELSEIBZNAAD D, ]

7V B — VIR EAR L O PARAR IR IIHIF] OB T ICH D B
[RARARRR I HIER AR SN D Z &3 H 5, ]

TR PV EEGToRE [ HHAEER] OEBM]

ARHFN DR xE LIsBUE OBEERE D & 5 B

D~HIZHOWTIE, EWNEEKRR
BICB W CRMCHEERFES
Guddd ST, EERIEMM
HAEHE A TR T 5MEHHED
NTWRWI EnD, CCDS K&
OARA L Rl—pk o ThH 5B U AN
Z—)v (§E, MkI, WA, 0
ENHREEEE) DRI SCEICHEL
TRE LT,

2)

3)

4)
5)
6)
7)
8)
9)
10)

11)
12)

HEKLS ROBFIITERICEGETDH L)
O - A RER, KRMLE, XIENLORWOHDHEE [—Etom
FERET RSO End D, ]
THENROBEAEIED & 5 B, JeRM: QT MEEAEMAE O B3 XX QT &
RERITZENMON TV LER 2R ETDOBE [AFIOREIZEL
D QT DIERT L A[REMENH 5, ]
R=F Y PR AT L B MERIERAE D 8> 2 B [EMEAE R E
TP D, Fi, HERIMBIEROEMITINA T, SEEL, EHiklL
~OVOIRTT, BRE A O LR EEDIERB BB T DB H
%, ]
TAMDAFEOREEIE, IO OBEEROH % B3 [EEHIE
FIRTIELIBENNH D, ]
HEREMOBIEAOBREEEZ AT 588 BRI bsEsrkZtn
N2, ]
FEEDH 2 EE IFEELZBEIEIBENNH D ( TEERILAR
HEE] OHEZR) ]
HEEDH D BE [AAOFREHOER KT AUC BERT D Z L2
b ( THEEREANEE] , FERpERR oESR) | ]
PRI ST ZE OBERED & 5 8, & 2 VISR OFIRE, & i
B, RS ORERE O ERE 269 288 [IWEER L7552 &
o (THEBEZREANEE] , TERZRIEH] O0HEZHR) ]
mind [ &g ~o&kE) OEER]
MNRT VNREA~DRE ] DHESR]
TEMNBUE D BE
Bk - RBARRARREE 2 5 FIRHE RO b 2 BFE [EIEE A
(Syndrome malin) 23 Z D 03\, ]

D~ DN T, ENEERR
BRIZ BN TARA O R A 722
WE L3720z, CCDS
KOKF L F—HKTTHDH Y A
=L (BE, AR, WK,
AENAREEEE) DUSH T
CCaE LTz,
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A AR

1}

2)

3)

4

5)

6)

7)

8)

9)

2. EERLARNEE

AHNIFFNERFICH YV, B HICHEY Z RIMHEBRT 2 BN 7207z
b, KEIZBEETIHEAIE, TOZOLBEMZOWNTHICHREL,
BIEROTH, BIERARBERBEOLRE, WEEGECONTHaEET
Lz e, [ THE - AEIcBEET 2688 LodE) , TRIEA] ,
N EE ) OESH

WEICY ARY R TORFRBRAP WA IS, 7, oYU 22
U FURAIAZERE L, BRMNHD I L EHR LS, KRS
5Tk,

FrpEEE L IXBREOH 5 BE ST 2HAICE, ARE2#EE5T
HENE, < b 1 H2mgETORAY ARY FRANZ LY 2R
PN D 2 & BMER LI LT, AFZ2HE+T5 L,

AFN 54 O M PR E I EAR AN R E <, FERBZRKESN T
WARKIORH 7 2 7 7 A Vs b FIT & Fe i R EEHERS 2 R 3R]
NROONTZE DRENRDH B2, FRICAK OB G018 K O B
X, BEOEREFSBETLZ L, [ YL oEBR]

U ARY R Tl o A ARG E 2 263 < ST R MmIE R B S b
NBHZERHLNTWNASDT, AREIBEGICTHRILERD Db =HE
IO R EEZITH 2 &,

IR, EEH - E£Ph - KEEHEAIZEOR TR R E8HDED
T, AHFEF o BE T H B E O EER S ER A L O B DRIt
FXERNWEIBEETDH L,

B, SR, WURS OGN Z B L S8 2wttt & 5 o T s
ATV, AR A LN A I OIERIEICEI D B x 572 L
WURILEZITH Z &,

& M CHE IR IR DAL & B bd, FERFEMES, b7 v R—v &, ffR
FEBSIEICE L Z e R3H 0T, ARSI, 0B, 2K, ZIR,
BEREOIEROBBUCERE T2 & &b, FROHERFE T Z OBEAE
HDWIIZLDORERIN T 26T 5BFICHOWVWTIE, MEEOREEDHE
Brtmiciro e, [ MEERS) , TERZ2EIER OESHR]
AFNOFEIZEEL, HEUH EFES) ORIEANEET IHAND
L%, BEROPZOZFEIZHSICHIIL, 0¥, Z8), £k, M
REORFIZEREL, ZOX I RIERRS bbb HEICE, Efo
PEREZLLRESL L, [ MERERS) , THEXZEIER)
DB ]

IR

D IZ2OWTIE, AFIDSFRhiesl
ATHY, BEMEEELHFT
L7,

2) IZOWTHE, AHIA R
FlThHhdrZLaBEL, HLN
U U ALY RuAcxtd 5 8%
MERERT D2 L ERE LT,

3N ITDNTIE, AAID i
FThHv, ENTHES, Bk
ERE KT DR 20
ELL I RN, AFIRWK
BOUARY R BEIO R
HYRIEZ BB LRE LT,

4) ZRFI B[R] 3 5B oD I SE T
oy DI ENRERAR (RIS-INT-
54 FRER J OF RIS-INT-72 3X5R)
ICHSERE L,

5)~9) Iz oW TIE, CCDS Kt
AFNEF—KrTHD Y ANRL
—/u (&g, #RL, WA, HE
WAREESE) DI CEICESE

e

BRIE LT,
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R064766LAI L8 USHICE (%)
HH oS (%) BE L
3. FHHEVER 1), 2)IZ2>W\WTiE, CCDS kW

AANIE E UTHFARHIEESE CYP2D6 TR &L D,
1) PPz BFHLZ2NWZ &)

TZRITZLnDH
60

A4 5 AR AEIR « i TR KR - falR 1
T RLFY T RUVFUCOER | TRVFU ET KLY v
AN SN PRI, TR | FEItE o, BZARMBORIEH

THY, KHND o ZBIRERT
TERIC LD, BRI E
MBMEARLE 720, MR TR
AR END,

2)  BFHEE (BHHICEETSZ L)

vy, 7xz=1
A4, V7yroE
v, T /)N
JLEH—)L)

R4 S G PRIE LR - R 1k BEFF - fERRIK T
PR BIEIA | AHEICER 2R T | AFILR NS OFEAI O K
SeYy— | BZLERHEHDOT, PREMEIEAIZ X 5,

T R AE) T % 728 SEEIC
BH54nz L,
RS UAEENE | MHAEICERAZWE T | AFNE MR ERER 2
LZENDD, LTWAZ &b, RAIv
VEBh AR I BB TR 234G
P D aletEn ® 5,
[FIEEeS FEEERN T 2 | AFIR DTS DA OB
ZENDD, EFICE D,
T a—)L FEICERA 28583 | 70 3 — U bR il
LI ENRHD, HEH45,
CYP2D6 %P | AKIL OVEMHERH | 24D OFEH O 3EY AR5
THHEA (v | omFREN BT | EERICE D,
X F L) LZERDD,
A RS | ARIR TR | 2 OFA O IRy HER
TERZET 23K | OMFREMETT | FEICLY, RAORBIE
H <=t | 22E083H5, HExnDHZ LTk D,

AH LRl THD Y AL
—/v (BE, Hkr, NHWK, MiE
WAREESE) DOURFTCEIZHE Uk
E L7,
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R064766LAI L8 USHICE (%)
HH oS (%) BE L
BIlEH RAEN O ARG F T2 L 7= [F

%aﬁif CEIWNTIHEM L7 ARFIOERRFEER (ARA 25~50 mg % 2 HHRRE
TRIE®RE) ToOLEVEFMESE] 175 BT, BWEM (FRMR A
B aate) 1T 1424] (81.8%) i bz, TOERbLOE, M~
F7F oI 33.1%) , RERAE (22.9%) , KEBEM (13.1%) , FEHENAL
JEIE (10.9%) , REFREIR (9.7%) , ALT (GPT) 440 (8.0%) , fEfK

(74%) , U ZVURY R (74%) , v-GTPHEM (5.7%) , 7Y
7 (51%) KOYCK (CPK) #hn (5.1%) ThH-o1=,

1) EFEKRZREIWEH

(1) BEPEAEGRE (Syndrome malin)  (BEEEAREY) D - 2 . MERHEL 98

E@%ﬁ%,%?ﬁ%,ﬁ% MEDOLEE), FFENFEL, Fhic
SIEBEEHREANL LN DGEIE, BEERILL, BHHE, KomineE
OEHEHL L HITHE LB EIT S 2 &, AEFIERFCIE, AmBk
ORI CK (CPK) O LR NHZELND Z ERNEL, £z, 34
B EVIREE) BEEEDRTRAOND Z ENH D, B, mEDE
Bel, EabEE, MRNEE WERER, BAOER, SMBRrAE~LB
TL,%tﬁézkﬁ%éo

Q) BERMETZAXFXUT (%K)  BHEGIZIY, nEHEORMEE
HEH#AH LD, BEFIEZLRRTAZ ENH D,

(3) FREMEA Lo X (BEEEARE) B hobuReiEIE T, BBERE (&
BRAIR, Bl - MEr, 3 UVMERL, AR & 2 VO I ke & OGN
FO D SWEOIER) &KL, BREMEA Lo A %ﬁfé LR
0T, REEOHHICL Y IBEREDNH b b HEICE, 5%
kT AR CWURMEEZITH 2 &, B, $§iﬁ%£%(4z)
THIMEHZ G35 Z 05, Bl - g Z2 RBEMET 5 /RN &
LOTEETDHI L,

(4) HFRARLE S TREASW (SIADH)  (BEEEARE) %2 . {KF VU v
AME, EREEMAE, JRAFT RY U APEEEOBEIN, SRR, K
1 B ES A PIAIR AT CARBEEDWNH bbb Z L
»5,

(5) FFEERESRE, MY GEERE) Y ¥ . AST (GOT) , ALT
(GPT) , %GW@LEM%ﬁOH% B, Efﬂ%%bné &
NHDOT, BEL ST, BENROLNEHEICE, 5%
Fiik L, @U@ A T 2k

(6) HBERUTH M%(ﬁf?%)ﬁn.mWﬁ,%ﬁ@,CK«?m‘hﬁ,m
HEORH 2 ﬁﬁuE/L%%%@&?éﬁﬂ%@%ﬁ%%bhéz
EMHDHOT, BENPBOONTGEICIIES 2R IEL, @Yl
#ITH L, T, BEEUTHREMRIC £5%@%Ké®%ﬁmﬁﬁﬁé:

L

(7)) ANEIR (%K) - OEME), DEEESMUGEER S S b Z &N
HDHDOT, ZOXIRGEITIIRGEPIET 5L, WU LEZ1T
2Tk,

®) %mﬁ%%(ﬁfT%)E” MMM EEERH HDLND I ENH DD
T, BRENBEDOONIGEIITREGE2TIET 5728, WYR0LEZAT
2Tk,

9) EIEE, BERBEMES BT Y R—3 R, BERIEIESEE (EER)
D EMEEORERIE OB B Sk, BERBEMES T Y R—U X,
ﬁﬁfﬁﬁ@ CELHIENDD, NG, 2, 2R, BIREDOERD
FHBUEHEETH L LI ,m%m®ME%ﬁ5&E+“tﬁﬂ%ﬁ
v, BERRD bNHAICE, E5ERIEL, AR Y CRFIOR
ﬁéﬁﬁﬂﬁﬂﬁ%ﬁﬁ_ko[fﬁﬁ&ﬁj,Fﬁ%&%ﬁ%&
Bl OmESE]

WD) SMNEOBERR CHREND D,

E2) ERNoKRAOY 2T RUOBRRITHREND D,

WERARFER (B8 VI AHER PR RER
[RIS-SIV-101 F&ABR] K OV 1II
TR BR [RIS-JPN-S31 7k
B%, RIS-JPN-S323BR] ) ®H
B, AEFGHERE LR
EPERARICESEFE LT,
7ok, BIERAIZERIE LT
MedDRA/J \Z ¥ U Rtk L7273,
TREOMFEIZOWTIE, —i%WY
7285 @ﬁ%Xii@ — ) &
Ez o b HiE~wAEZT,

TI= T RTUR
7 =5 —F—>ALT (GPT)
TANRTGXURT I ) NT
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( ) 3-{2-[4-(6- -1,2- 3 ) ]
1-6,7,8,9- -2- -4H- [1,2-a] -4-
( ) 3-[2-[4-(6-fluoro-1,2-benzisoxazol -3-yl)piperidino] ethyl]-6,7,8,9-tetrahydro-2-

methy!-4H-pyrido[1,2-a] pyrimidin-4-one
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(Rec. INN List 27 'WHO Drug Information 1987, Vol.1, No.4)
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(R064766) and 9-hydroxy-risperidone
42224 |(RO76477)) in beagle dogswith an acute _ m Jan;s;in n(? ation ch
reaction towards a single intramuscular ' N137102
administration of arisperidone depot
microsphere formulation at 5 mg/kg
A study on the plasma concentration-time
profile of the active moiety (= sum of
risperidone (R064766) and 9-hydroxy-
risperidone (RO76477)) in beagle dogs after
42225 |singleintramuscular administration of a _al o m Jan:in n? ation ch
risperidone depot microsphere formulation at 5 | N137100

mg/kg into a healthy muscle and into a muscle
inflammated by a pre-injection with Freund's
Complete Adjuvant (EXP.N0s.4338 and 4364)
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A study on the plasma concentrations of the
active moiety (= sum of risperidone (R064766)
and 9-hydroxy-risperidone (RO76477)) in
beagle dogs after single intramuscular

I - -

"

Janssen Research

administration of the risperidone depot Foundetion N137182
microspheres suspended in five different
diluents at 5 mg/kg
42313 M ]
' 72
Twenty-four months intermittent repeated dose Janssen
4.2.3.4.1.1 |intramuscular carcinogenicity study in the m Pharmaceutica
Wistar rat ' N.V. EDMS-BEBE-2903890
Janssen
4.2.3.7.3.3 |Seven-week mechanistic study in the rat m Pharmaceutica
' N.V. EDMS-PSDB-1677701
Plasma concentration of the active moiety (=
sum of risperidone (R064766) and 9-hydroxy-
risperidone (RO76477)) in beagle dogsin a
422210 repeated dose intramuscular irritation study 199 Janssen Research
T (EXP. N0.4336) of arisperidone depot 199 Foundation N137181
microsphere formulation at 5 mg/kg every two
weeks, using the same injection site for either
dose administration
4.2.3.25 |Six-month toxicity study in beagle dogs Janssen R ch

Foundation

N98979
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Six-month chronic toxicity potential of

Janssen Research

4.2.3.2.6 |risperidone, asamicrospheres-depot _ et al m Foundation
formulation, in beagle dogs | N116916
: . Janssen
42327 Twelve month mtqmntent rgpeated dose _ et al 199. Pharmaceutica
intramuscular toxicity study in the beagle dog 200. NV EDMS BEBE-2537997
4.2.2.3
Six-month chronic toxicity potential of
4.2.3.2.6 |risperidone, as a microspheres-depot - EE lm Jan:eur; 5 tion ch
formulation, in beagle dogs ' N116916
. . Janssen
42327 Twelve month mtgrmttent rgpeated dose _ ot dl 1998 Pharmaceutica
intramuscular toxicity study in the beagle dog 208, NV EDMS BEBE-2537997
4.2.2.4
4225
4.2.2.6
4.2.2.7
4.2.3
4.23.1
42311 Single dose intramuscular tolerance study _ ot 4l 1m Janssen Research

(Exp.N0.4365) in SPF Wistar rats

Foundation

N130289
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199 Foundation N98980
Six-month chronic toxicity potential of
4.2.3.2.2 |risperidone, as amicrospheres-depot _ etal 1m Jan:tznn 5 ation ch
formulation, in SPF wistar rats | N116917
Six month intermittent repeated dose 199 Janssen .
42323 subcutaneous toxicity study in the Wistar rat 2 Pharmacetica
y Study ' NLV. EDMS-BEBE-2746990
12-month intermittent repeated dose 199 Janssen .
42324 intramuscular toxicity study in the Wistar rat 2 Pharmacetica
y Sty ' N.V. EDMS-BEBE-2743275
4.2.3.25 |Six-month toxicity study in beagle dogs 1m Jan:in ncT ation ch
' N98979
S_|x-month chronlc_toxmlty potential of 10 Janssen R ch
4.2.3.2.6 |risperidone, as a microspheres-depot 1 Foundation
formulation, in beagle dogs ' N116916
Twelve month intermittent repeated dose 199 Janssen .
42327 intramuscular toxicity study in the beagle do 2 Pharmacetica
y Sty cagiedog ' NLV. EDMS-BEBE-2537997
4.2.3.3

4.2.3.3.1 In Vitro
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In Vitro Bacteria Reverse Mutation Test with
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4.2.3.4
4.2.34.1
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4.2.3.4.1.1 |intramuscular carcinogenicity study in the _ et al m Pharmaceutica
Wistar rat ' N.V. EDMS-BEBE-2903890
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I
4.2.3.43
I
4.2.3.5
4.2.35.1
I
4.2.35.2
Pilot developmental toxicity study in the 5 Janssen
4.2.35.2.1 |Sprague-Dawley rat after single intramuscular et m Pharmaceutica
dosing with R064766-depot formulation al ! N.V. EDMS-PSDB-2709440
Pilot developmental toxicity study in the 5 Janssen
4.2.3.5.2.2 |Sprague-Dawley rat after single intramuscular et m Pharmaceutica
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. Janssen
423523 |[nremusmulr nd ol developmentl toicly - ‘AR | remcaica
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Single dose intramuscular toxicity study in the 199 Janssen Research
42361 beagle dog (Exp.N0.4337) 1 Foundation
T ' N130691
42362 Single dose intramuscular toxicity study in the 199 Janssen Research
R beagle dog (Exp.N0.4335) 199 Foundation N130690
42363 Repeated dose intramuscular toxicity study in 199 Janssen Research
T |the beagle dog (Exp.N0.4336) 199 Foundation N130693
4.2.3.7
4.2.3.7.1
423711 I ng I
' 38
4.23.7.2
I
4.2.3.7.3
Repeated-dose intramuscular tolerance study in 199 Janssen Research
423731 Beagle dogs (Exp.No. 4295) _ eta m Foundation N130254
423732 Elve-lzggth mechanistic toxicity study in the ? Zm Pharmaceutica
egiedog ' N.V. EDMS-PSDB-1819953
. | o
4.2.3.7.3.3 |Seven-week mechanistic study in the rat ot al gm Pharmaceutica
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5.3.1.2.1

Steady-state bioavailability in chronic
schizophrenic patients comparing once daily
oral administration of risperidone with
intramuscular injections of a risperidone depot
microsphere formulation given every two
weeks.
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Belgium,
Germany,

The Netherlands,
Denmark,
Sweden

Yoy 77—tk
W&
FABR TG & RIS-INT-32
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53323

Single-dose bioavailability and safety of
risperidone in chronic schizophrenic subjects
following intramuscular injection of
risperidone depot microspheres from two
production scale sizes and administered in a
reformulated diluent.
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Croatia,
South Africa

EZaS

Yoy 7y —~tt
W&
FRABR T & RIS-INT-54

APAlE R

53324

Open-label, parallel-group trial in subjects with
schizophrenia to document the pharmacokinetic
intersubject variability of risperidone and activg
moiety after a single intramuscular injection of
the risperidone depot microspheres
formulation.

o

20001
20001

Belgium

EZAS

Yoty 7y—~tt
W& B
R 5 RIS-INT-72

APAE R




91

TR EE S

A4 bV

EE

FRBR S fti A ]

AR e S5 P

g e

FEECRT -

_ __ BEEH
5.3.1.3 InVitro—In Vivo QBB ##R5t L -HBRBEE
PR _ | | I I I I
53.14 EPFHRUVELFHOIMTERARES
Determination of risperidone and 9-hydroxy- 19. I . (s Janssen Research Y é “IZ v 7y —<fh
5.3.1.4.1 risperidone (R76477) in plasma by F 1) " " |Foundation (81 [#g4}+ PR . A
radioimmunoassay. era J&JPRD) Report No. : N76562
Yoty 7y —~th
Validation of the LC-MS/MS method for the . 200 ] s ;,‘f‘ejclﬁli)c;ﬂm(’bal )
5.3.14.2 determine.ltion.of risperidone and 9- al H) Development AN Report No. : EDMS- A A A A
hydroxyrisperidone in human plasma. Beerse site PSDB-3211198
Yoty 7ryr—<tt
LC/MS/MS method for the determination of 200' I I (s Pharma Bio- N B o
53.143 risperidone and 9-hydroxyrisperidone in human ) L " |Research Group  |VfE4 Report No. : EDMS- AT &
plasma. B.V. PSDB-2011289
Yoty 7ryr—<tt
Validation (partial) of an LC-MS/MS method ZOOI.I.I (i ;ifl)i?c;l(}k)bal NE B
53.1.4.4 for the determination of risperidone and 9- - etal |H) Development 24N Report No. : EDMS- FA
hydroxyrisperidone in human urine. Beerse site PSDB-4754712
vy Ty —<tt
Cross-validation of the RIA methods for the Janssen Research ;Qﬂ 4 f
.. . i e =
53145 determma_ltlon .of rlsperldone and 9 . _ et 19.,.,' (' Foundation (% |#ii%h  |ReportNo. : EDMS- | ZEffivkt
hydroxyrisperidone in human plasma with al H) J&JPRD) PSDB-2249404
LC/MS/MS.
532 E MEREHZAVEEYSREEQOHBRRES
53.2.1 MESAFESHBRBEE
53211 [HInDKGRIME B159 52 = = | [ [ [B=v
5322 HRMRUEVHEEEASRBRES
In vitro inhibition study in human liver Janssen Research Yoty Ty —~ith
. . . . . s
53221 microsomes to investigate the interaction B 2.9).'. (s Foundation (3 i W& B )

potential of various drugs with the metablism
of risperidone.
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Report No. : N87542
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- " 2000l T 101
Single-dose bioavailability and safety of
risperidone in chronic schizophrenic subjects 19. . I Yoty 7y—~tt
following intramuscular injection of - Croatia, N N R S T R
5:3.3.2.3 risperidone depot microspheres from two _ etal 19. I I South Africa 4 R 5 RIS-INT-54 AR
production scale sizes and administered in a -
reformulated diluent.
Open-label, parallel-group trial in subjects with
schizophrenia to document the pharmacokinetic 200' I . Yoty 7y—~tt
53304 intersubject variability of risperidone and active- etal |~ - Beleium Ak & B =i e
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in the treatment of patients with schizophrenia.
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Risperidone depot (microspheres) vs. placebo _ et 19. . . ; Alj\j ETR =
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in the treatment of patients with schizophrenia. |a/ ~ 121
2000l
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Risperidone depot (microspheres) versus _ of 19..'.' Canada,Finland, ;Z é o v 77—tk
53.5.1.3 risperidone tablets — a noninferiority, al ~ France, st git%ﬁ B RIS-INT-61 FEATE R
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Population analysis of risperidone depot iy e & Bk
5335.1 microspheres pharmacokinetics in patients with l_ el 2E(|) S)II. S — - Report No. : EDMS- FHmE B
schizophrenic or schizoaffective disorder. “ BEBE-2873506
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5342 BHEIC 505 PDIAEA L U PK/PDA AR &
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Risperidone depot (microspheres) vs. placebo _ et 19. . . ; E\j L = i A
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