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HIIlmgxE B2 WV &,

fhHE20kg P b o> B
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(0256mL) §oHET 5, AL, 1HEIZImg (ImL) Z#@BxHWVwI &,

RE20kgl Lo BH
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45kgH:i © 05~25mg/H. AH45kgbl b 1 05~30mg/H) 51 H2MSHE I 15 S iz, FEFEFEE CTH
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—EERE (8ER) ICHFBABCJREMY T X4 —JLZ2aATD
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ABC-JH A% A
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pepp | ol - 75 AREL DILHE
%5 R . oy = - RX—Z2F54
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[95% 15 X [ ]
75 R 18 275+526 247947 ~28+6.62 — —
AFHI T 21 28.2%6.36 185+1057 ~97+729 -71 [-116. —26] 0.0030
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a) BHHEEZRT. X=ZXF4 YOABCJHEWY T Ay — V237 & 48w L L7z 355§

CHEERMO®K, AHZ48EMIZ G LR GEICB T 5 ABCTHBENY T A — VAT DOR=ZAF74 Y hr LD
ZALRIT T EOEY) TH o 720

EHR5H (48ER) (CH 7 2ABC-JREMY T X4 —ILZXa7D
N=Z54>h5NDELE (FAS. OC*)

75 & KD S OBATH RANEED B DOBATHI
ABC-JHLEE N=ZFA b ABC-JE A& R=ATA b
YT A r—NAay DAL R BT A —NAaT DAL
N—=2 54 245+973 (17) 19.8+10.65 (18)
S I 129+990 (16) -108+1047 (16) 1371046 (16) -58+875 (16)
2438 Iy 128+990 (16) -109+10.76 (16) 131967 (14) -68+965 (14)
48R Iy 116+818 (14) -125+1032 (14) 126+984 (12) -79+918 (12)
I HEHIGRE  (LOCF) \ 131+831 (17) \ -114+10.70 (17) \ 130=10.28 (18) \ -68+9.70 (18)

SEIME = BEEE 2 G0

a) FHPe 5B oG ERSENR T B Gy

1) American Psychiatric Association CREF§#IEE%:2r) ®Diagnostic and Statistical Manual of Mental Disorders (#5#li#E O -
Wal~==27N)

##2) Last-observation-carried-forward (P RjICEIZE S 72l TR % Flise)

7£3) Aberrant behavior checklist-Japanese version (BHATEIF ~ v 7 VU A b HAFER)

{#4) Full analysis set (KON xS 4 )

75) Observed Case (BiZ2s7zfli. KEMEOHSER L)

(3) ERpREIR B
flERE A F-651 % 15 & LT, A#I025~2me% HIMEE S L 7245 2mgde 5 0 1512 R B2 0 e 37 AR I A
b NS, EOM025~2mg P G- CIEBE LA & 4 2 IR0 bR h o 7ze B, AL
IME AT & MR I SR OMTEAME S . SOk SRV EDRBICHEZ 52730 E 2 bhz,

WA 6PN ARFIme %2 7H Mi#5- L 7sf A, M, Onf R, g, 0K, 7aJ 27 5 2 PAto
WA A, AR BRI TR 512 X 5 L Z 2 5N B BEHT IO b ko 72,

(4) BRI
wa R AE 83 i g & Ly i3 lmgz20H L, 2H HURERRGE 2 L, 1H#E]I~10mgz1H1~2
EILCRIERG 32 2 L2500 (L, Y4 OFMNNIC X0 f&ldme/H X TG HE) & L ORE KMIE
VX B BRI & At 2 MRET L7z
AFHNIARARMEH Ly 1~15mg/H Z21TH2BNS 5 HRE LR 594 2 L I12 X D W EEE LLE67 % & v
RRDEBD SN, BB I ZOEEHEIF4~6mg/HEZ R BNz,
—J7\ PR OPURS AT B 2 et 1 e THAAIMREIR D EIVEH 3 A 7 20 o 726
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(5) HRRERYFBR
1) EERLEITREREHRY
HE A3 S IR R 19301 & R A ARH o0 3 i il ek & 0t L 720 Al G- & 2mg (299 5) L L. 2
HH U 32~15mg# J5HI & L TR L 720 A O5 B £ TIZEMH R oMK & L, B3R5 35
HIE LCIAZEICIAE2mgDIETIT) 2 L Lz, ZOHROJMMIIHEEZ —E & L7z,
ZOREHE HAYERIC X 2 @A IX1~12mg/ HIZIRIE < 55045 LTV 725032k 080% DL F132~8mg/ H 2%
i LTz,

—AYERPRER PANSS *582”

e A IR A e B 2401 % 3 G ARFIT H2~10mg % 2112 701 CM AR 4 G- Ly Hr L VAR IR EFAl R &
TdHHPANSSE FIV T, KA DA RIEIK 5 G RE & a2 MG L7z,

BYERED b= V2 a7 (P FEHERRE) X, AHIBR G162 49, AFFKG5#%145£57TH Y. &5
AR THGHZRTHEERUEN RO N/ (P<0.01. Wilcoxon signed rank test)o FFtEREDIHHB A 2
7Tl BHHHBORITOREBICE D, ERTHELEENR?RD 517z (P<0.05. Wilcoxon signed
rank test)o

BEHRED M= VA2a7 (P +FERE) X, AR GH1276£5.3, AAHK5-1%248+58TH ), &5
AR THRG B TAHERUEED RO S/ (P<0.001. Wilcoxon signed rank test)o FEPEREDIEHHE B A 2
7Tl BHHIHEDOA I T OBEIC LY EEOPHL & 2B BRETICE 2 SMTE 2D ICHES
WHER DD bz (%P<0.001. Wilcoxon signed rank test) o

% PANSS : Positive and Negative Syndrome Scale (B « B IR R )
Btk B 7 T H . BEVEREE 7 S H J O AR A% BEEEAN X EE 1635 H 0 FF303 H 7 & 72 2 R piiE R EFIT R BEC19874E, S, Kay & 12
Lo TIE &7z, PANSSOFRBIE, MARMEDOIRBRERAWICHD IR TE S 2L, S ICKEROBENRBIY
APl S 2 X9 RS AR BRI EE (IR 2 AR T BT B 2 8 Ilh b,
FARGES Mg, (32 Btk - BMEEIREEME (PANSS) <~ =2 7V, 2HIEE

R AHO [FHEFFIE] S L TORESNTOWLIHELCHRIE FRO®EY) TH b,
SR O E R, BRAIEY AXRY Fr e LCLEImgl H2E X Y B L. R4 SR 5, M@ wIH2~6mg
ZEHE LCLH2MNC A TROK5- T 5. 28, Fi, ERICK DV EERKET 2. HL, 1HEIX12mgz B2 RnwI &,

2) k&R
ENE M5t (RIS-AUT-JPN-015tER) ' %

BT A V| SEB O v 7 2L T T 2 ARR I T EH G R EGERER, E T < 48 B H o Ik E MR R G- iR
HEA PRI Sl 2 A3 5 HARNNE R O EBZEE RIS, RETEHFzy 70 R
EHM M HAZEMR (ABC-]) BAEMEH T Ay — V237 2T, ZHEEWRICBIT 5K OA R
75 RENBWGEET 5. ~HEHR L CTEURSINCB 2 KA OR4EM %2503 5.

H BB B R S B2 A5 5 BARNNE R O RS
< HEEWE >

O 394

< e 53 >

3561

< “EEWRH>
» DSM-IV-TRC H FPEREE O W A4 2 il 72 975~ I8 A O M e O K
- HPERE LB S BHE D) B, CCLSA T T H4U L, o, ABCJHEENY 727 —
VAT HI8H L, BIZ, HHE A — FIREMA U3 H K SIS E R AT A5 TR AR i D13 58
ARS8y T, X3y = 7 A7 —oRIReA (WPPSIAIREMA 13 WISC- I ATRE MR AE S
ERGERIEEE | WISCIVAHIREMAL) 5 TFIQA™35LL Lo ¥
<EHBEGM o>
- CHEBRMZ T LAEFE I T EERI4EE Cklie) DIEEIZB VT, BEBREEEM
TRBRSTHH R B AV RA 53 % BRI Rk foe A5 R e & BT L 7
* KA - 3% CREES) LAREOBLE R FBERFIZ 5 1F 5 CGI-C T D2Mmd st L 7z AL EE 0 &
([AYSRE
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< ZEHEHM >

- DSM-IV-TRICHE SN2 Rt B GRALIE. SUREIERE, Zofbo kg™ ol
IFEPIED D 5 B, FERBEDOINNEFERE, TAXVF—EE, Ly MEE, MY
MR B, SRR O B
F JEHIE L CDSM-IV-TRIZ B\ TIN50 X 1 2 55 e i

C AT ) =V TR RN — AT A4 RO A1 5kg Kl 0 B

BRI | 2 o e AN B RO ORI, 155 o8, PR, It
WARRIRCE, U F 7 4) ZH LB, M) AR F Y2 L7 o b 25k 5 B
DBy BB BRI 58 A AN SEMATHE S S 7B, UdN— 2 5 4 2 5 90
HUWIWCAEH U722 & 258 5 BE
< B 5 M OBAT >
- BT B S T B SR I i B 5~ O BAT A\ L CASAS & T L7
< R >
KALIET 5L ROWFR PG Ui, 5T, KREBEOREICES S, UTFOMmY
E L7
R T20kg Al
1H1M (#) 025mg/HA2 5B L. 4H HI205mg/H (IIEO.ZSmg\ 1H2[EE14) ~H5 L7z,
VIR, B K BEE120.25mg/ H AL T L7z IHRAHEIX1Ome/HE Lz, BEIR.
025mg/H. 05mg/H. 075mg/H. 1.0mg/HOWTFhhDHE2RIEL 72, %5, 0.75mg/H
T, #0.25mg. #05mg& L7,
RE20kgl) | -
5 H5: 1H1E (#) 05mg/HA2 5B L. 4HHIZ1.0mg/H (1H05mg. 1H2EES) ~HEE L7z,

DIRE, Hle kBElREIC05mg/ H AL CHE L7z 1HIRKH=I1Z25mg/H & L7z, %8B, 45kg
Doz olHxKH®EIE30meg/H & L7z, B, 025mg/H (FEFRITHT 5
DHA), 05mg/H. 1.0mg/H. 15mg/H. 20mg/H. 25mg/H. 30mg/H (45kgll o H¥E
DH) OWTNHrOHEEIRIEL 72
< EM¥ 50 >
ETORBIIARR LG Lz, &GEIE. ZEHERI L RS Lz,
HEBZOFBRIZL D HET 25603 Wik se WHE E9, TR025mg/H £ THRETREE L7z,
TR/ AR FOBE D CEERINCT IR, BEERGIICARH 2 BRL L2EE
VAR Ky /) AR R U TEERROCERZRS OIS KAl 2855 L BE

E R H

CEERM ORI (SHEEIIHIEEE) 12817 5 ABCJHENEY T A — Vv 23T D
HEBRMIRGE (N—2XF 1Y) hbOE LR

R Rl 3 H

T EE NI R ORI G 0 K RHEIRC B0 2 ABC-JRAEIEY 7 Ay — Vv 22T ON=2F (4 ¥
b DZEALE

A AR

< ZHEMI >

FEFMEE - [V-3- (2) BIRRE </NBHMoOEHBAXZ b5 L5 Bl > ] omr
S

BIRGHM I H -

BEMFRC BT B ABC-JREBMY T A7 — VA7 DOR—RAF 4 5D bR DR/ FF
YHOARKREE 77 RO [9B5%EEXHE] X, 2:8%-64 [-108; —1.9]. 4:87% -84
[-133; —35). 6% -72 [-116; —28] R URHKFHliRE (8% IR -71 [-116;
-26] THH. 7RI TARBEETOMEANICHE 228 (P=0.0063.
Wt tt, ZEMEOMELRL) oRM2rLAL N, 4EDIEDHER S,
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ARERFA

ABC-JEEMY T 27— L 227 DEBHEE ;
FAS (ZEE#&H)
TS ER A TS EREOE
BE W R RS Rk gk S mE Ry B e wh Rk S 0 ISMen
% f ft

Mean Mean (SE)
g fE M O O g ® e @ M (SE)* _ [95% R’

TEERM

BLz27 18 275 526 275 18 41 21 282 636 200 15 42

2HLOCF

237 18 261 775 265 9 4 21 205 1009 200 0 42

BLA6D B _ 14 _ _ _ =77 —-64 (219)

Eibh 18 —14 407 00 9 5 g 21 77 83 -50 -3¢ 1 i TR0a STl 00063
4HLOCF

2a7y 18 263 870 280 12 43 21 187 1078 180 1 41

BL#5® B IV -12 B B - -96 -84 (240)

ey 18 -12 592 —05 -1l 1l jz& 21 95 842 -80 -3¢ 1 e PRSPl 00012
6iHLOCF

237y 18 254 969 270 6 43 21 192 1036 190 1 41

BL#5® B o -19 B B _ -91 -72 (218)

e 18 21 651 -10 -14 9 e 21 =90 718 -90 -2 3 (o [[1eThg 00022
AR

237 18 247 947 260 6 43 21 185 1057 180 0 41

BLA5® B e -27 B B B -938 -71 (223)

bR 18 -28 662 -25 15 9 (@) 21 -97 720 -110 -5 2 (PN (a5 00030

a G ERT R=2F 4 Y Aa7zEs s L0800 (ANCOVA) EFVEHWTHEB L
BL: X—=2F 1 ¥, FAS: Full analysis set (KON x5 4%EF). LOCF : Last-observation-carried-forward. LS
Mean : f/h 36V, SE @ fRiERE

ee0 FItER 0@ )2~ R
5
o0 T I
g L] I s S
3 @ 1
S 67 P=0.0022° :
0 P-0.0030*
R H
N g4
2
IN
X
P10 1
4
212
BIL WI2 WI4 WI6 hl}’
FFAM Ry 1]
a WHGHZRT, N=25 4 vy 2a7z2HERmL L0 #HsH (ANCOVA) EF)IVE v
THEL
ABC-JEZEMY T A —ILAOAT7OFHEE
(LOCF) ; FAS (ZEE#%HA)
< EW¥ 50 >

ERKEHIIEE -

ARG 2 X—2 54 & LT, ABC-JHBWY T A7 — VA2 T7DR=A54 Vb
DOEALRIE, TTEKR/) AR RUBEROTY) ZARY Ry /YARY F UL S ICENES 0o
SHEE T TUEIRDOOLN, ToK, EMHRGHORTE F clEdMFEshz, ) ARY
F ¥ T ORMKEMIFICBIT 5 ABCJRENES T A r— VA2 T DONR—A5 4 Vb LE
DO (BE#EEE) 13 -133 (1027) [ ST R/) AR FUE-114 (1070), VAR K/
JZARY FU#E-151 (981)] TH o720
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AR

&S00 FTER/UARY K 0@ ) Ay K/ AR R

R—=2F A )b OE{LE LOCF (Mean £ SE)

-20

T T T T T T T T T T
BL DI w2 W4 W8 W16 W24 W32 W40 EP

R 5 ORI
77 R/ ) AR N BIGRI G ORBESEIRIER, ) ARY R /Y ARY FOHEZEER
WOBEBIIRFER 2 X— 2T 1~ LEHK L2
ABC-JEEM Y T X —IL 2T DFHELE
(LOCF) ; FAS (RE%5H)

KSR T o EERMOBBRIERERN 2 X—AF 1 v & L2GEOABC-JHENY 7
A —WVAATDR—=AFTA P 5DEALRIE. TIHKR/) AR K UEETARHOBS LG
BT 2 3T OYED RO SNTze ZALROTFHMITEMHRG o287 T 2R/
AR RUPEEY)ARY B /Y ARY FUBETHRBRE 2D, BRUFHRG WO T F claE)s
MEFR S L7z

SO0 SR/ VAR Fr 6@ XY /YRR R

XES!

BLEE
N2 G A B O LOCF (Mean =+ SE)

20 4

BLW2WAWGDLW2 WA V8 W6 W24 W32 W40 EP
CEHERH R
Al 5 2
ABC-JBEMY TR — I 27 DFHZE(E (CEFRPRVOREAREL-LOCF) ;
FAS (REiIREH)

RA LR

< ZHEHM >

KRV EETE L WHEEFLZORBHAEIE. KHBET66.7% (14/2161). 75 £ RKET
278% (5/18B1) TdH o 720 AANFECTEME (FEHEAD10%LLE) ITHB L - FEFHZL, HIR
(524% ). EHITHE (238%) . HREHIM (19.0%) K OMEIH: (14.3%) T - 72 KREBEBRIEET
ERVWRCA2ECHEELAEFR R ORGHIEICESAEFHRERD SN Lo 72,

< BMPEGH >

FEBRARETE L WA ERHLORBE ST, 4V AR FUEET80.0% (28/356]) Th - 720
Y ARY FUHETORBPEEGD10% U EOREBBRIEETE 2 WA EFLIE., HI48.6%
(17/3561) . ARERIN34.3% (12/3561) . FERRITHE25.7% (9/3561) R UE 7125 7 F U IifE114%
(4/3501) T o720 EIERAEFLII57% (2/356]) 2D LN, ZONRIZTAL 375 X<k
KELRFOME (16, F—EF) B HEAV =T (1) Th o770 HEBZRIEETX
TV 2 G EELAERFR LIRS HILICE > HFERRIIED O N0 o 72,
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3 ReMHR"
WA RKIAE 3 & x5 & L CIH #2~10mg % 202 0#] L CREL$ S R U &M 1HEI0megz B2 55
FidmEHEZ15mge LT, 67 ALUEI2y H20 &b LRI G HBRE 1T o 720 RA DR A IR0
2 AR RIS B TH ARV MERF S 720 RIS Lo TRIMERI AR 5 2 &3 <, 720 &
RS RAE S 3RO b N 9o 720
TR A Ta ki) (8 L ORBS T A B CHIIE TROM) TH 5.
JHER O B, B ) A~ B2 e LTLEImgl H20 X D B L, R4 ICHES 50 M@ %1 H2~6mg
ZIEHNE LCLH2ENC T TROBG-$ 50 2, i, RIS X VAT 50 L, 1HRZ12mgZ @R HVE &,

ERNELIHERE (RIS-AUT-JPN-0151E8)
[V-3- (5) 2) ILiikER] oHEZM

4) BE - REERIHR"
=iE (BHT—%)
AH 21030 O mE B E CPERTIR - A RRRETTH. Ba R EEREE266]) 205 e L Tirol. K
Ao PIgPhimid24+1.3mg/H, “FHHEGHMIE725£235HTH ), @ERANCHEANEHETSH o 720 KA
PG OER, BRRRAMEICK & 22813 % CESRS (BEASESREIREFANR R E) R 2 7I1dFEH IS L7z,
) AAOKR SN T LRREUIRRIE TIREFEL NEMOBMARY b J 29EICHED Bilt] <5,

(6) iR BRI (&M
1) ERRERE - BECEARERE FHRE) - RERFTHERERFER (TAREERAKHER)

MERBE : TEMEOHERIE [VI. 2 (FALOIESE) (CHT2EENEEREIFARRBER UK

REERE-B] 2R

< R >
ARHN DG SN BHE3 3G & 1 RA (AR VEMAT X S B13,06361) fEFERE FIZH T 5 A MIEICHET 5
Wt 2170 720 AMEOHE I AR OB Lok aRUGEE T [FWdGE] ThEEdeE] [§
Beeka | AV ] TREECEAL |, [haEEEEAL ). [EUIEAL] OTERECRili L72e 209 b [HWLE ] [h
SRR [RIESGE ] 2 [AR)]) LERLaRR. ARERIZ67.97% (2082/3,06361) THh o7z,

<KPEMEHBGRER A (R 204 >
Froliids & UCAKI O RIIFEHICE§ 2 A 2 F0E L 720 58RI O AEAS LS v, 51441 2 A R1EE
FHENT R G & U 7zo ARDIED 58 1A BGRGR A & R BRI iR e i BE VS TR L 720 [ BIEE ], [
SFEEYE ] TEEYGE] & (A% LER LKA ARhE135642% (290/51461) Tad o7z

<FREMEABGRERA (R 2T R 263 2 88 284 >
ANRITHT B A4S, RlE N A A, IFRRRERE T 2 A9 A BE IS T A A, RO E A5
BT 2PN TUE, A BGREEH AE B 2 © O T8 AT 247 o 720 A RIED ¥ 58 (A B A &
[l RR IS oM A el ot BE NS TRkl L 7o [ WILRs . [P as st |, TRIEdGE | & AR s Lok,
AR FERE. FREERE 2 AT 5 BE, BREREZ AT 2 BB L ARFIET R EN5/TH.
63.95% (149/233%1). 64.47% (127/197%1). 56.25% (9/1661) TH -7z,
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NEEADBRAZ Y b LEICHD BRI T2MOKBRIE VI 24 (ERLOZES) (CEY31EE

WEEFREIFRAREREERVRREEERE—E] 23R
U M A >

ANRE (5L E18REAR) OHM AT N7 JHEICHED BRIMIEEH L. WO THRANS L 2iH#ZRIG L
7o BE3IB0B 2 RIS, ARNOFMHERTICH T 2 LEM R OANEZ MR L 72, HAYERMA GGk &
W U<, FTE, hEEDGE. BEEE. A2, BEE L, PaEEEAL K O HEAL O 7E B O R IE
RD %4t % Clinical Global Impression-Improvement (CGI-I) # W THRAIIZEEHE L7z, FHHLE, i
JEE N OB OER A s & L. deER e/ L7,

A5 VST R G AE 5129951 D 451 T E A FHIMIRE IZ B 1 A CGIIASEHN S A, s ANIRE IS BV TEss & 3Rl S
NIEBIOEG (S 13846% (253/299%1) TH -7z,

CGI-ID#tF
g g P Ek%i&ﬁﬁﬂﬁ ﬁ@ﬁ& B tiﬁ%ﬂiﬁc jﬂ ;;E; sk
HWO| PR | B BERE | AR | EHW | B
2i%§2§ 242 26 70 116 23 7 0 0 0 87.6%
Bi%QZﬁ 221 33 86 74 19 8 1 0 0 87.3%
6i%§2& 207 20 79 89 10 8 1 0 0 90.8%
1 ;fg}& 175 27 75 65 6 2 0 0 0 95.4%
§§?§§§ 299 42 103 108 36 8 2 0 0 84.6%

¥ 7. Aberrant Behavior Checklist-Community (ABC-]) %7 24 —)v (BAEM) X, AT SUE
BI29961 D 5 B 19861 THG-BAGARE & A% B Al O FHMAE H M ize T A7 —)v (BEN) I2BWwWTid,
RIRAEOLG-FIERE O T A r — )V A 3 7132279+ 1007 (Pl + BEHER ) . Gl O 7 2 r — v
AT 7131410941 CPME £ R 2E) Th 0 TGRS REHliRE O 2L X, -869+£906 (V1
fifl + B 22) Th o7z

ABC-JEEMY 7 X4 —IL X7 Ot

JiE B 198
R iiRE: ] BT A=V AT
P 5 s 22.79+10.07
525 AR 17.15+9.30
$e5-12 4 A 13.88+9.25
A ATAG R 14.10+941
ZALEX -869+9.06

M I + AR (R 22
2 B HAGRRE D O I ERHli R D2 L (P3Nl + Bk (R 22)

2) FBEME L TEBFENHARISHM L - HEROBE
FEALRwn
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VI. EFEIEICEIT HIRE

1. EEZHICEED 21L& I L&Y

TFuT ) LREY (hERY) F—b,

T AR F— L)

T ) FTIVRIEE (zurTrawYy, LRXATOTY L)

A3 IVRVYINVRIE (Zuh 7T I VIERE BT T I VIERIES)
NYAT I FREEW (AVEY K, 2EFTY FE)
JERPUBAIREIE (X7 VY, 72 FTE VL)

2. HIB{ER
(1) VEFAERLE - 1ERItER'® 10

TTEYFEBLNE ISR IR (i vivo, in vitro) DFER LD & LTI YD BEEREHUEH LT +
= V5-HToZ B PUERNCEED < AR OMEIC L 2 b DL ER 6N b,

(2) esh & A 1F 2 BBRB
DEAVARPE

RS VD BAREYEHZA L, 99 b TT7 v 728 IV UITRENT 4 VIZE ) HFR SN L BERL
TEEOITEIEAL 2 HRARGEIICHIHRI L7z ZOREIINT XY F— L E AR L IZRRIHN I EAVRE N,

YEH 29l 5EDso (mg/kg, FZF)
S B B ) AR Ry NIRY Fob
Ty 7 IVICXDHW LWL 0.056 0.016
TRENT 4 VLB CEEE - FIRATE) 015 0.016

2)HitO k= AER™®

202 VSHTZABHIIEIE AL, 7 bThI 75 3 Y JUR XA ) P2 &) % S 2 RIS 1R

0 BB OATEYZAL 2 L7z,

{EH % il 5 5EDs0 (mg/kg, K T)
SRERIF A B ) 2 R Uy ey ot
MU T H I X D A R AR 0.014 0.037
A AN AN X BNGNAGEIRD EF) 0.019 0.085

NHELT Y —ERBERY Y
7 NTON Y LT BRI,

*V ey v ERPET b= U5 HT U

NERY) F=LED§v, 20 Ty Mokl - 8% (RGEH) To
R8I VDo BRI 2R A BAE I, HEARTMBIEIR & OBIEATRVE STV LMERTORMMEL D E
Vo L NERY F— L TIHRERICB T 268G B0 5. B, o b= U5 HTZ A REDUE
FADFKRGARIC BT B B8 MEEOMEWRT 2 8AI L TV B RENED D 56

YANRY
HELT L —ERIEY (A)
MNaNJR—)1
TREVTAL NS VAN
W 51 4+ 18)
HRATEREIER (B) R
M AzL 73— YRR
EEMEH (A/B) .
NI R—)L

r o

05 1 15 2 25 3 35 4

0.13

r o

0.1 O'.2 EDs,

0.016

10 20

20.1
81

ro

X . EDs

(3) {EFA SEREER - $5HehER
AR L



VI. EMENEICEET 521RE
1. MeEREORT - AT
(1) BEE L3 & MepiE™ ©
Y R F Y DU & HAERSE A AP0 b Tz,

(2) R I iR E B ERFE
Hl 3z 5RO SEWEE/ T A — ¥ OIS

(3) ERPREABR CHERE S h /- IBE
1) $E ENARDBERAICH T 3 BEREREOEYE)RE
fERER A21B112 ) 2% F > Img BEXIIPHM) ZRIHG L, RE(LKImEE e & ER#WTH 59-¢
Fads ) 2R K2 OYRY FY) OREEOHER L EWBIIE T X — ¥ ZMEF Lize RZEILRIAE i
FE PG TR LR ORI Ly 220 I3 R4 Td o 720 9-& RO F 21 2 B o e il 13
PEG AR TR AL FE U 7215, FO21RERT 0 0] T2k L7z (LC-MS/MSEEICTHISE) o 72, MdEr )
AR R Y OBH 90 % A5 BEIX B 14 Conar © 0.910~1.248, AUC : 0.854~1.107C V. WiHLH] [ o 4 B 10

[ SEPEAVR Sz,
RE(AFMEBRRREEHER FHEYMERRREHRE
(ng/mL) (ng/mL)

10 —e— i [n=21] 10H —o— 8% [n=211]

—o— AR [n=21] { —o— AR [n=21]

a |
5%
o
J Bl
E |

\

M2 s a 6 s ' 26m) Ol 2 3 4t 8 'z 24 36 a8 12m)
B5% ‘5% PG - R
fE1mg (188) EAWAEImg (1mL) BERSEOEYEE/INT A —4
Cmax tmax AUC ti2 ‘?ﬁ %ﬁ’ﬁ%ﬁ
(ng/mL) (hr) (ng * hr/mL) (hr) (hr™")
e ALK 7.01 £382 1.13+0.36 35.50 = 35.67 391 +£3.25 0.244+0.102
(n=21) FACHY 519+1.87 327+254 115.54 = 30.08 21.69=+421 0.033 =0.007
A RAUAR 7.26 £4.09 0.81+0.22" 34.84 + 35.81 357+2.16 0.243 =0.096
(n=21) FACHY 5.39+2.00 267+245 116.54 +32.04 2091 +3.72 0.034 =0.007
*P=00030 ($rHIREAKE DOLLE), WilcoxonfF 5 A FIRE (non-parametricfi##T) I + B R 2
¥$Elmg & WA IMED Crax L FAUC  GF L) O BHIHE 095 % B HAIX B 230.8~ 1250 HiBHIC B 5 & &, WA % £
)% & L 72

2) &t & ODERDBEER A -5 (1 3 BEIR 5B OEYBIRED

fRERERE AN45HIZ ) AR K > 1Img ($EUZ0ODSE) ZARLIHRG L. M REIbRRE & MR TH 59-¢ F
OF Y AR R VBEOHR L OSEWEIEINS A — & 23 Lz, ERNdKE & HICHEEREIIHRS (5.
OD#EId K72 L CHUEREI 145 (ODSE (K7 L)) XidAKE & HICHEFRI1#HYS (OD$E (kHV)) D3way-
crossoveri: I TEMML 72,

MAE R LR 3B SR 1R ] TR R IE Ly (2RISR ThH o720 -k FrF o) 2X)
R > M4 i iR B 13 e G- 1% SRR R Cape i il 12 E L 722 RU21RE M 0 i ciE g L7z (LC-MS/MSHE:ZTHE) o
F 72, M) 2 B2 OBAIMOO0%EFEX X, 582 0D5 (K% L) Tl Coa : 0964~1.118,
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AUC : 1.057~1.187TH 1, $tLO0DFE (KDH VD) Tid. Cumax 1 0983~1141, AUC : 0.949~1.066TODFE D /K
HY. HLIhHb LT, WRAOAEWZWFAEEI R SN2,

R LR MEBRREHR FREFYMIBEEHR
(ng/mL) [n=45] (ng/mL) [n=45]
1of —o— fE1me 3 —o— fE1me
—o— ODfg1mg [k#%L] —o— OD$g1mg [k#%L]
--0-- ODEE1mg [k#4] --0-- ODEE1mg [k#V]
mm mm
55 55
H, H,
= =
B B
0.1 w s s 0.1 s \ s ‘ ‘ ‘ ‘ ‘
0 4 8 12 (BRS) 0 12 24 36 48 60 72 84 96 (BFRI)
B5% B5% S -+ A e 5
$E1mg &EODEE I mg B AR SREDEMEIFE/N T X — &
Cmax tmax AUC t1/2 ‘?‘lﬁgiii*;f‘g{féiﬁ
(ng/mL) (hr) (ng * hr/mL) (hr) (hr™h)
b REALIR 536=2.74 1.25+055 2391+18.84 3.01=1.36 0.265 = 0.087
(n=45) FRHY 510142 235+1.76 113302596 | 21.88*=454 0.033+0.008
OD%E Ok7z L) | RZEALE 545%259 1.33=052 2544 +1811 3.06=1.39 0.262 =0.087
(n=45) ERBW 480+1.31 347+224 | 11484+2669 | 2133458 | 0.034=0.008
oD%t Gk b) | REAE 560%2.78 1.07 =048 23.21+16.09 296=1.35 0.270 =0.087
(n=45) FHY 545+1.69 2.49+140 11625+2583 | 21.68=341 0.033=0.006
S = BEAE (R 2

¥OD$Elmg K% L/K& 1) &EEImgDCon L WAUC (G BUEIRAL) ORFIRILL D95 % FHHX R A30.8~ 125D I H 5 & &,
B 2 AW IS RS & L 72,

) MEBRAICH T BREREOENHE HEAT—5)®
fEHER A ) 288 — V¥ lmg % T H 17 H B SR 4% 5 L. REE L OERBY (9-6 FaF ) 2~
) RY) OIEYERE A MG L7,
FAREOPG-Cid, 7H DA TSR R T @ REIOE L 72 (LC-MS/MSHEEC THIRE) -

(ng/ml) —e— KZbiK =24 (85, %19)]
10, Dosing o B [In=24 (85, %19)]
o EREBWMCARMIE

=

kB X

= e}
0.5 :

0.2

0.1

0 24 48 72 0 0 0 O 0O O 0 24 48 72 96 120 (BSRY)
BOgS RIEE‘RS %01 NS UME (R SERICHR)
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REREGEHEOEYEHE/NS X -4 (%57HE)

Conax tmax AUC ti2
(ng/mL) (hr) (ng * hr/mL) (hr)
KA 6.94+3.79 1.1+04 302+215 47+6.0
FAHHW 9.23+2.86 3.7+22 14545 251+51
I + B 22

4)NBRUFEOBHBERBRE TCOENERE GEAT—5)7
AN B O AE ORI BT ) AR R Y $ER0.01~0.08mg/kg/ H O M CLH2E SRR 145 L7 & &, 1K
HdH72 ) DOME004mg/ kg/ H THAEIL L 72 1ML AR LR D Crnaxss X WAUC - I3 4 & HE L T/NETH T
fliTdh o 7275, MAEH EAHW-v FuF ) AR F Y DCuuns LAUC 13N & FETHBETH 5720

INRROEFEDBEHERBEREEZICY ZANY 2 RERAOBSES L ABE0OMAEE/NS A —4
(AEdH - ') DAE0.04mg/kg/ B THR&L)

Conaxcs Chinss AUC s CL/F
(ng/mL) (ng/mL) (ng * hr/mL) (mL/minkg)
MR KA 12490 206 =268 875+615 " 6.11=4.15"
(%:E? FACH 16.7+6.38 898+358 15258 252=1.00
WA REALIR 225+239 861+131 190+235 " 6.51+6.72 "
“i;ﬁ§?> FERHEW 168+838 11.7+69 17294 2.37=101
ST+ B

a) n=9, b) n=11

5)EE ICH T 2EYEE GHEAT—4)P
EEE (65~T8HE 1 THH69RE) ITHEITY A F v BH Imgh I G- L7z & &, 3B () ARY B
+O-v FOF 3 2R FY) OIWEREIE, BEEA (25~355% : 3308 LH LT, EEE Tul230%
DUER: K O AUCIZ LAME DR HZED 7z,

RE(LAMEBERREHER FHMEBERREHR
(ng/mL) —o— & [n=12] (ng/mL) —o— SiE [n=12]
—o— ERAA [n=8] —o— ERMA [n=8]
10 10
m m
R R
2 :
2 1
0.1 : : : : : 0.1 : . . . . . . .
0 8 16 24 32 40 48 (BR3) 0 12 24 36 48 60 72 84 96 (BSR3)
#5% ®’5%
tmax Cmax AU’CO—'oo ti2
(hr) (ng/mL) (ng * hr/mL) (hr)
KA m#E (n=12) 1103 6.19 £247 454 £ 487 43+31
= KA (n=8) 14=07 6.22+292 31.5+£205 32+10
Ry m#E (n=12) 23+12* 539 +1.56 141+ 36" 252+65""
R A (n=8) 40+19 461 +1.50 103+ 25 182=+31

S = BEAE (R 2
* 0 P<0.05. %% :P<00l (EHEHA L DILE) . Mann-Whitney ® URE
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6) T HEEREE BEICH (T 2EMERE GHEAT—2)P
A AERE B2 IR A B VB Imgx MIERE L 5 L7- & & OEWEIiEIx. WIHCd 5 RERA DY
B LML TV,
FFSEERERE LS (T 2EMEEE/NS X —4

tmax Cmax AUC0~<X> ti2
(hr) (ng/mL) (ng * hr/mL) (hr)
4.0

KB IsreREEE (n=98) 1 8.16 359 116 (B4
AN (n=8) 1 5.33 235 29
s frHgnebi B2 (n=8) 6.5 236" 88.2 179
D i (n=9) 3 126 987 165

hgufli % <005 Mann-Whitney®UME. vs A

7) BREEEERE LS ZEYHE GEAT—42)?
EREREREE ISR Y AR F U #A Imgx BIREOHR S Lz & &0 IGs (VAXRY Fr+9-v FuF
TYANRY FY) OYEIERIL, BRKA L LT, PEEBFRERERE UL TF=0 YT TR 130~
60mL/min/1.73m") Tt12l235% DIER K NAUCIC27fE DR, EEEERKERESRE LT F=v 20T 5
A 0 10~29mL/min/1.73m%) Tt12l255% DHEE Jr NAUCIZ2.6f5 DMK AFED H Tz,

BREREERECE T 2EYHENFA—4

tmax Conax AUCw t12
(hr) (ng/mL) (ng * hr/mL) (hr)
kR EE (P =7) 21+16 138+49" 367 250" 253+4.7"
EpknEbEE Y (FEE) (n=7) 1.9+09 13049 360+ 168" 290=45%"
A (n=8) 21+06 876228 136 £37 187+4.3
I = B 22

% 1 P<0.05. %% :P<001. * %% :P<0.001
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ATk FIgfE (B 72=) Hh LAl (/M — e Kfl)  F TORH ()
IHH 7 108 (5.44) 117 (291-194) >8-30
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L CAFIRAFOBHICEIEESLE LW EEZ OND,
<CYP2D6% fHET A 3654] (su ¥ 5 »4) >
Y ZARY B3 FICCYP2DO T S b 728, CYP2DORHEMEH 2 43 5 354 & o ff FIC X 0 Gk
(WARY Ky +9-e FaFx ) AR FY) OMPRED LR35 D %,
<CYP3A4%FET LA (ANWN<TEE Y, Jo= bV, VT7ET Y, T2 NVES =)L) >
AR R E—HCYPSA4TR# SN L Z LAVREENTE Y, CYP3A4FHENEM %43 5 3H] & ofE I
XD EERS (D AR FY+9- Fu® s ) 2R K ) OMAREMET T 20 8ERD %,
HIVNTEE BN RS
kB EEE R e L, AR OHEME S (n=23. FHEG5mémg/ H). 7V V&S
(n=11. AFOFHEG5m59mg/H) L% L QAHMERL. V) AXRY F ¥ ROTEEAH#HD-© FaF
YANRY Ky OMAETEEZIE L. ZOME. AUVNAIEE Y EOMHEICED, 9 FaFx i) 2~y
FYRONANRY K +9- FuF ) AR F 2 OMSEREEA, ARH O WM 55 12 L Ca ZICK
T L7

AREN WP G- BE | ARH) + H Vo< B OB GRE
(n=23) (n=11)
1) A1 F ¥ (amol/L) 15 (2-127) 7 (2-32)
9-v Fu¥ 1) A~XRY KV (amol/L) 133 (37—267) 30 (16-56) *
AR FY 49k FaF 1) 21 F¥ (amol/L) 150 (54 —347) 44 (18-66) *

el (EPH) . % P<0.001 v.s. AHIHAE% 58 (Mann-Whitney DURE)
)77 B BN RS
R AR 2R L LT, VAR N OEYHRBIIHTLE) 77 T VOB E 7 0 A F —)3N—
P X D ME L7zo AAldmgZ HEHS L, ) AR FromiEhiEEzile Lz, 28Ef%ic. V77>
Y'Y v600mg/H #5H M 5%, 6H HISARA4mgE HH 5 L. ) AR F ¥ o % iz L7z,
ZORE, VT 7 ETVEOBHICED. ) ARY FYDAUCK P Crac BRI T L7z

ARFN S 505 | AKF+) 7 7 €T UG-
AUCo48 (ng/L/hr) 15749 +48.80 4266781
tre (hr) 4.02+1.36 2.39+0.30
Tmax (hr) 0.95+0.13 0.88 +0.07
Crax (ng/mL) 3244 %6.05 1616=2.73*

PG+ BRERRZE . % P<0.01 vs. AFIHAE G (Wilcoxon D FF75 MARLHUE)
<CYP3A4%ZFHET LHA (4 M T a3+ —aE) >

AR FF—#CYP3AATRHMEND T EATRBEINTB Y, CYPIAAMEEH 243 534 & OfEHIC
XK () ANRY) Ry +9.v FaFxs ) AR ) OIMFPEED A3 55D 5,

HEERICEET 2EYHE (BF  SEACS T RO XY KR TORE)
RERERRN, RS UL EE A RIE, MO IRBE RS, SRR, A Zxrg e L7z
HAEH OME SR Z DL ISR T,

1) UZNY K> OEMENREICH T 3 mEIDEE

<ANNTEY v >
WA T BB B CCYP3AAHEE 2 H T 5 VNI Y~ (400~1000mg/ H KR S) &0 A
) RV 8H] (6mg/HRAEHS) #21HIBEH L7z & & OEHERS (D AXRY Ry +9-v Fadd ) ax) FY)
D Comax . OFAUC 7 135950 % W L 726
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KYRAFIVRIFG=F V>

e N12B01CCYP3A4 K. OCYP2DOHERH 2 A3 5 ¥ A F Y ¥ (800mg/ H IiEHS) L#11) 2A~R1) Ko
WA (ImgHim$e5) 20 L7z & & OMPER S D Cou . WAUCIZZNZEN25% K 8% ML 720 72, T
=F TV (300mg/HKEBG) EPH Lz &, ENEN36% ML U20%340 L 72,

<nsuaxtF >

WA RIE B 1260 CCYP2DOEE 2 A4 580 5 > (10, 2002 040mg/ H KL L) AR Ko
(4mg/H S EP ) MLz & BRSO FERBIZBI S + 9 7HAZNENR13. L6 U185 LS
L7

<tV Y >

A2 RE A A e R I B R 11 CYP2D6 L EE M 2 A3 AV b5V » (50mg/H Kk 5) &
AR K (4~6mg/HBEHS) 20 L7z & iP5 o M4 i B2 B S IE % RUT S o
720 720 BV R T Y ¥ &2100mg/ HIHE L 72 BE TR GRS O ERIREICBIT S b T 7MHA%15%. 15
L. 150mg/ H 23w L 72260 Clx, €hZFN36% M U52% 5 L7z,

<TNVEFHFI ST

A RTHERELIBNCCYP3A4 K. 'CYP2DO I EMEH 2 A3 5 7 VA FH 3 v (100mg/H KfEHRE) & 1) AR
) K (3~6mg/HEAEHY) ZPH L7z &, iPER S O M i b SR % RIS hd ol &
72v 7R FH I U &2200mg/ HICH = LZBE TR, VAR Frog®wikEBIZBI 5 b I 7l)%86% L5
L7225, -k FuFi) 2R Py oM sz RIES hd ol

<A bFarv—n>"

WAL PE B 19BN CYPSAABEE 2 AT 54 F 93V =)V (200mg/ A KEHKE) L) Ax) F¥ (2~
8mg/H KM L) #BH L7z & O G OB HIREIZBIT S b T 74H1365% LA L7z,

<RF ISP

TERER LR AN 1261 I PHER A EE 2 9 AN F /83 ) (240mghl itk ) &£V A~XY F ¥ (ImgH x5
2O L7 & & OIFE5S O Conax e FAUC 13 2 N2 NL36E K OSLARS BN L 720

<%@1ﬁ]‘>56)~60)

A LIE BB L2PICCYP2D6D L TH L7 I M) 751 ¥ (50~100mg/ H KExS) LRI 2R F o
BH (6mg/HBEHYS) #7THBPHH L2 & &, EHRERAISBICCYP3A4MERM 24T 52y 2~ ¥ v
(2000mg/ H KAEH ) LRI 2R F Y 8H (AmgHmE) 200 L& &, BUBMERE S B E196012
CYP3A4DOETH A FE T~ — T (100~400mg/ H KB 5) LFEITY 2R F 2 8H] (1~6mg/H K%
5) Z39HMIBEH L72 & X, EHEE#E1661ICCYP2D6 2 FCYP3A4D R TH A /T~ % I~ (8~24mg/H
RAE¥eE) L) AR Ky (Img/HERAERS) #7THRBEHA Lz L & BEHERA246112CYP2D6 2 I'CYP3A4
DOIETHDH FARY ) Gmg/HRERS) L) AR K 8F (Img/H EEYS) #14HBBH L7
LA, ENFIIEMG OSBRI OO BB SNk o T

2) e H DEMBENRE(Z3F B U XY K 2 DRSS 50~

EFEEEELIIFICY TF T~ (0.120mg/H) E&ITY AR F 8% (05mg/H) #10HBEPH L& &,
BORIRL R 2 B Z 10823y 7 a i (1000mg/ H) &R AR R 8H (2~4mg/H) #14HBEBEH L 72
L&, ZNENOEHOIEWBIRE I OFEIIED SN o oo FMBBZELIFNCY F 7o (R F
2L L T443~1330mg/H) ZXEHG Lz &0 F 7 A0FE MBI, #I) AR F 2 E#F DA O
PURS RSO 2> 81T A F 8] (6mg/ H KAEHS) PFANEE L CH B RAON e o7, £
72 1) TOREMET, O AR Fy8FHIEIVAATEE Y, ) 20~ Py, NESI—F, T
I VR RARIIVOMBEF RSB LTS o7z,
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8. EI{EA

1. BI{ERA

ROBWEMHBH5bNDEZ ENHLHDT, BEE I, BEPRD 5N EIE3HRS 2 Wk % 7% L
PREZTT) T ko

(MEXLEIER & MEER

(AR ] OEIZBT 2EWEHOBEICOWTIE, MAETEREZ R E LRI T Em L7,

1.1 EXLEIEA

11.1.1 BEMAERE (Syndrome malin) GEEAH)
MEBPRRER, BRI ORI, WETREE, R, MEOZB), BITEIRBL. RIS EREBRESNALON
Dy, G2k Uy R KOS o aa Bl E &L IGEY LB 2179 2 & MEFIERIZIE,
FHIER OB MECKD FABA SN Z A% L, . 3470V REE) BREOKT A SR
BIENBHBH. BB, EHELGFHR L. EERREE, MPREEE, MEEIEEL. BOAGER, SMEREENEBITL,
WETHZEDNDH Do [91.3. 91751]

11.1.2 BHEMS 2X 277 (055%)
FP51C X 0 . EBEOAREEER S Sbh, HG5PIE#LFHRTLZ LD 5,

11.1.3 FREMA LY X (BEEARY)
WS R (ERAR, L - WE, 25 LWL, IR0 H 2 WI3iE L TG HNEW O 9 - 5o 5iER)
ZRL. BREMEA LY 2B T2 28 0H 20T, BERMEYND Sbh A, 5%k d 5%
LMY MEEZITY . B, ARIEIWER ([ X) THHERZAETSZEHh 5, Eh - B2 AR
SEVEAL S RS H A D TIHET A5 2 k. [15212H]

11.1.4 FRFIVE > FREE P BAERSE (SIADH) (HEAH)
K DUy AdfdE, ARIREREIGE. RS N AR ORI, mIRIR. B, kR E S & O PR
AN E Y AEE T UWERERE (SIADH) 2dS5bhsd 2 edid b,

11.1.5 FHiaelEE. BE (BEAH)
AST. ALT. y-GTP® EHE% LS IR E, #ENSH O DN e H L. [93. 16615 ]

11.1.6 HERHBARE FHEAD)
WG, P&, CKLES. mMhEOREMIFZ7ul sy FR2EME ¢ 2 BEHRRESD S bh s 2 &t
Db, Fio. BRUGRRIEIC X 22N BEREORIEICERETLI &,

11.1.7 REAR CHEARH)
DS, DEMEUAGESE D Sbh b 2 Ehd b,

11.1.8 RMEEE (GHEAH)

11.1.9 SIMPE. FERFEEST M7 K-> R, FERFESE BERD)
Ve LB R0 B PRI DAL S b, BERFBIEY b7 Y F—Y A, BERBIESECESL 2 EAHHDT, K
APEG- . g, £k, LR, BIREOEROBBUTER T 2 L & I, MEHOMEE 1T & & 145
GRS EZITY, ZEESREDONLHEIE. G2 PIEL. 4 Y A) YERFIORGEO#Y) R ALE & 1T 5
Z &, [83. 85, 916H]

11.1.10{€Mm¥E (HEAH)
By, PERE. Wi, IR, MR, REEREE ESE O MIIEEIRDSFRD S N2 E2iE, Heb- & Hk L)
LB ZFTH 2 &, [84, 855H]

1111 EFENEE. BmERRD (B

111 12FERGE. REEARIARAE (B H)
MSERIE ., IR MARIE 2 0 MAR ZERFEA RS X N TV B DT, B, M. DU OER, RESRED
SRAICE, 52T 5% EEYAMEEIT) 2 & [918B]

1111355 EEhRE (HZEAW])
a SSEAPFEWTVE NI D  FHRFhRIED D H b b 2 LD 5,

(fif )

1111 EMRERERE L, PUSMRIERE G, O%8# (38TLLL). @3 L\, e T B4 oAy eIk,

QEEHIER, @I, SIRSEO BHAEERSHI L. BOENE 22 WD H HEIVERTH %0 FERERTIE
AREHZEHS, B8 UV BAGERTREE. GABARZAG. K283 ¥ - JVT7 FLF) Y AHHERGE. K83 - &
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11.1.2

11.1.3

11.14

11.15

11.16

11.1.7

11.1.8

11.19

11.1.10

11.1.11

11.1.12

O b= YARHEIRHEDE ZHNT Wb, HHE, FRRER RSk, #ig. SHowH, IE ST
A RS (bl ) R0 BRI MEEEE (TuE2YTF V., TIrE YV UE) ORGLETH S,
BRED ZF A2 V7 LE, PR EO RIS S BT 21 L LCIEM - HHilo R AR EEE) T
Hbo ERELTE, Hod b OBy, HOMBNER), HHHENH Y. E oM, DU A 55
B 7T P —YHEBIZELL LD D, BIERTIE. PUBMIRIEIC X 5 K83 V2 BR 0 RIER
WX DEULIZEROBEZEICIALDEEZEZOSNTWS, RGBT SN DR L, KA
FHIOWR - ik, WOPREMHENDOYEZ 2 TbNI b,

FRIETEA Ly 2 L, A IS I BHZED 2 I D 20 b & T N A OIS X 538 2 45 U A ki
THhY, ERERE LT EO - TR MR, . BB rH 5, CORRE LT, EHopia)
HERIC X BIE OIRRCIEB O T AL Z 5N b, . FENTH LI Y M %2 AT %35
O¥e Gk, RAENEGEE oM. Gk, BEEieEx 0P 5-%) LRI 2 LE 2 Tbh s,
SIADHE i&. $LFJRARIVE Y (ADH) O/FWAHIHI SN2 RERETH 21209 0b 5, ADHAEEIZ 55
WENTEIRME TRODFHRIN SN D 720, FiRPEOMENaligE (135mEq/LULT), ARIZ B LM, 8k,
ik ES R R THETH D, ADHOGWATLHET ZRNE LT, EAAEL, ipiiii, B ErE
ZHNTWD, BRI KTOBRHIRIE—L ShTBY) ., ERDPER OB G- OhIEEZE T 5,
AHA DT, FHEREEEDRBBIDIHME SN TVD, R EOMEE 25 L9 &, SSBEK,
AR, Z8, WESOSEIR, AST. ALT. y —GTPLEASOBEIRD SRz a. 52 dik¥
B8, WY RMEEIT) 2 &,

MR RURE & 1. B ORF. BEZEIC X D WIS O MLE P~ OB A A SN L HETH 5. H
FREIRE LT OB k. BRIE FERErH 0, AL E LT, - Kb I+sue
Y ORM®DIEANCK, AST, ALT, LDH, 7V F 5 —VYEOHERFEEO LM R LA»ED NG, T
7oy FRFICAMERESORE RBEEEOIHENS CRBO LN D, L7dS> TR BFE o 5 BEAE R
LEZONLEHBEE, HRROHBBIRD SN EEICIIE B ICHEEEORS 2k L, CKR& L
e Rh I uerRET S, BREEZ VN TL20. KGOAME EHITHRICED D, BMEE
RS C UL BT IE U C LB b E T %,

OIS, DR, DERREFEERSSbNE I E0H 5720, BiE,. WAYEE. Wik A
B RDBESR LD RIEL, O FVEOREIR, LERBEEIRD SN EE, #5E2TIET240 L, &
YRMEXITH Z Lo

i B &0k, RS O RE IS X b R (I o mickEE) U3z L, AT D 5 VIderE
HIBE S 2 2 T 72 IR A VW 9 o —MIICIRIMAE R E OB L 2 5 &9 Lo A, SikkEdE (Fobdoh, Kk
fE). LONE PE. HFv, E#EESOERIRD SNk xG 2k 54, @EUR0E%
792 k. WV CERBENIZEIBAEERE 2R E L7 I R EHERILERERIC BT, U ARY
R U3 5 BB AR 2 A3 S IIMAFRE AT BL L 720 WIS AH & OREBRIIEE SN=05 7T KB
RIS BE EATIRD SN D o722 DD, IR TIZS TSR T LT oo B R 3R K OV IR £ i At
T =5 DN R RANT & 2 BRIILE B ETIE D LRI DO W THRET 21T 5 720 OSSR KA G &K
A R ST DO fE B 2 IR R T BRI S N e h o 720N LR OBN D SIEEIRE L T» 5,
RHBF IR TH A, FRMREN IV a2 — AHBREAZHET LI L ICE - TA ¥ 2 VikPitk%
FlEEI L, EIBEAEIES 5 T REIEAVRIR S T 51,

FEHBP A2, FEEMPURBHHEEIC BV T, RIS S SN Cnb, ER THIUL, H70~110mg/dL
OFPANIC MAEE A MERE S 205, MO IS LD, B SRR S, Rk, R, Sk ESoi
KB obhsY, ZDX) RERDPHEDSNI2EIE, KFOHG 2l L, BYRLEEZFT) e,

ER G IR R OPUREMHRIIC B VT, BERIE, HIMERED 058G S hTnb, WIIERE LT %
B, WER, SBEERHODbNLI ENDHDL, TNOSDIEROFEHITTEE L. BENRO SN
HEARF Z LT 5 75 ST R LE T 2 &,

20094E10H . MRIMCHMP (BESEimZEHSY) (&, PURAm3E ClkieiE (VTE) ORI HE S hTw
52 L, PRI OB G0 K O G IIVTED BN T2 i3 5 2 &, - PRHiNEEE2#T X
XTHDHILEBRMNCGEICKIT 2 & 585 Lz,

CofEE T ENICBWTHTXTOEM - JERIPURMmSE 2 xf g2, Mg, FIRIMARE S o
A ZERE DO RIVER FEIRIRR 2 b L IZZ &R RO LEEIZ O W THRE DT b7 4G . PU i 38 Jk @
OFEFHGRE E U<, [HERZEEN ] OEIC [IERE. EEHFIRIARE ] 23Rk L. AEpRE, RIEL
PRy G, BACRESE O BTS2 A ICERT 2 B2 EREIEL T,
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MEIHCHMP OB N% (ES0) LT O 4 b2 B (2020464 H13H 7 7 £ )

HokEd (2009.10.29) :
https://www.ema.europa.eu/en/documents/report/monthly-report-pharmacovigilance-working-party-phvwp-october-2009-
plenary-meeting_en.pdf

BEENUET4E (Antipsychotics and risk of venous thromboembolism (VTE)) :
http://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Product_Information/PhVWP_Recommendations/
Antipsychotics/CMDh-PhVWP-011-2009-Rev0.pdf
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http://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Product_Information/PhVWP_Recommendations/Antipsychotics/CMDh-PhVWP-011-2009-Rev0.pdf
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H3) WEIIRA AT R EEEICHSTHZ L,
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<WGLBEE, RS X OFLERE >

KHNOFGIZE Y, H7a5 7 F VMESRE SN T WS, 705 7 F VIZBERERRO K283 12 X ) ]
WIZHRET SN TV 525 DeZBHERTER 24 3 20U M3E. 7a 7 77 YR E2WER$ 5720, 7o
SOFUNERL, BT s F VMERRITEEZOND, ZOME i, R, ARR
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IR EAT) B &L WY R ALE 21T
< H Bkt >
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AHOFEGAT LD AR, Eol, WHFEOFHALEREEH A HE ST Twd, ThHORITE-IE. Bta ) 1k
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1521 A#NIA X CTHIHAEH 2 H T 5 2 EDER SN THE Z L5, MoK X 2 MEHGER 2 REELT 5
WREVED D B 72O TEEME L T 5,

1522 705 7 F MEAEMESEOAIZ. BT a5 7 F UVEZFERT AERTIRT s liHIcBVwWT L ash
TR TH 5,

49



]X FERRRFBR(CEA Y 2IRE

. RIEHER
(1)2%5‘%%@%%% (TVI. 3B ICRAT 21RE | $8])

(2) Bl R ZEEEER
AR L

() REeMEIEARR
1) hiRERERICH T B/ERY ™
ANF YNV E Y = VIRREEE O R (=7 A, O, Img/kgP b)), WibESOMH (= A, O, 10mg/kg)
MALNTH, KEEHZASN Lo (YA, T Mo —BRERBIETERBTE (A, KT,
EDs=0.39mg/kg). ## (v A, B F. EDs=059mg/kg). EELH (7 X, KT, EDso=178mg/kg)
DB ST,

2) EIBRBRICHT BERD

- SHIGT LB A ) 7 A (Tkr) T2 (hERGT v A V. in vitro)
VARY FYRU9-v FaFx ) ARY ]‘ M- JZ 52 z2 5N LTkrOH] (1C50=0.65=0.04 u MM 1.2+
0.06 u M) W3E N7z,

- ZOMOIEETRICKITTHE (FvEy b HEE L\iﬁﬁ%ﬁiﬁﬁ\ in vitro)
Y AR R ARG LB R ER (ks) Q3B ETH -7, 20 VAXRY FYEF MY Y 2AE
i LESA OV o N & F L2V B (10,(1 M. 16% K& T14%) L. 9-e Fafy ) ax) Fry
FREDIER 2R L7z,

GBI IATTRE A X TV F i FILEvE y ML, W F T o I RE i
vitro)
) ARY F AW TFROMERICBWTH, 1y MELECIEE) B FRR R % LR S & 5 a2 R L7z.

C FREEEIVE v MCRIZT R (FIRNES:)
FREE FIZBWT, ) AR F213016mg/kgD S RN 512 & 0 P IMTE % EA S87-, 72, 0.16mg/kg
225063mg/kgE TTOMEBEIM L 720 LEXI ST X — 712 L Tix0.08meg/kg?* 5 PQEKE. 0.16mg/kg
PO A CQTHIFEAM L. Bazett DML X A2 QTclME D M L7zo - FRF T ) AR FUTid
0.08mg/kgbh L CTHEICHIE L 2 W IME O T A57280 S, 0.325% 1M0.64mg/kg TQRS i b 2345 {1 %
RLZZUANE, U AR B EFREOEHEE SN,

- BERRIE A XA TR (RO
) AR K 130,08 0M0.31mg/kg T-OHAE 2 BN S 872205, QTcHBICEZETH > 720 /20 PQRY
QRSHIFEIZH L CTid. 0.08mg/kghf THEAMEAIA SN2 03lmg/kghf THHEETH 72, - FaF 1)
AT R Y TiE 0.08) 00.31mg/ kg TUHEL D ¥4I} OPQIAT KR @ %6, 0.31mg/kg TQTc[H k@ D I £ A5 A
SN70% QRSHEIFEICH L Ti30.3lmg/kgF CTHEETH - 72,

R FAEEIRE TS BT B IRES (RaiE)
BB B FIZT7 FLFH) ¥ a v ZBEREBHHETH LA P FH I V2 RFREEGT5 28Ty FARERE TV
PR L 720 ) AR KV idBazettDFiERIC L 2 QT 2 LR L 72 25QTHE R B L 72 08 3H4A X O
LEMBZFHE L o 7,

3) BEEHRERZRRUTEEH I /AP
JNVT FLFY) rTHEFEEINDL T v MRS oW IS L THRER A Sz (5 v bEHsgeE.
in vitro. 1L.OX1072uM)o

4) MRS BEEY
AR R, a b= KB MMEEE 2 L KRB IS 51C0lE1.2nMTHh o 720 F/20 —
Jiv T RELF) AT 2 EEIZI0u MTL9% OEHID A BTz, -8 FRF ) AR F U2 X o TH
DFRERDF SN, L b= VBRI B1CfEIZ05nM Tdh - 72 (i vitro) o
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(4) Z D DETEAER

LR L
2. SR
(1) BER 5 S4B
LDs (mg/kg)
Be G-t o ERIR P
P
<A 82.1 63.1 29.7 269
F vk 113 56.6 34.3 354
£ 18.3 183 - -

FER - FAAVERAE, TR, IR RO A, R, B Rk IRME TR, R, Ay LTy - RN
e BRI

(2) RiEH G SR
1) BaMsH

7 v 2016, 063, 25. 10mg/kgz3» HM#EOHRS Lz Cld. 3EEH (a5 25 v ER) Rtk L
Ty 0.16mg/kglh b CllEAE g #R O RIE G B OSFLIRIE R 25788 B 720 25mg/kgbh b CHREWARE B INENHI 23372
O 5N, HERHEMER12063mg/kgt E 2 SN/ TNHOFTRIZKRIEICL ) MEER %2R L7z 4 X120.31,
1.25. bmg/kg% 34 H MRS LB Tk, SIER ISR L <. 031mg/kgbh I THiE & UGG e
il 1.25mg/kgbl b CHEAGHEF DO AREEG R OMLIE T A b AF 0 Y O TSN 72, Wtk 13031me/kg
EEZ SN, INSOF RIS X Y mEGIN E R L7,

2) 18 =M
J v MI20.63. 25, 10mg/kg. A X120.31. 125, Smg/kg# 12 H MMHRIIRS L2 Bcix, marsn:
LATIZFEEEOF AAEER b, EEERIET v F25mg/kg. 4 X031lme/kgs E 2 iz,

IAMET v MBI B RERSEHHR™
W#ESDT v b (AEKI2H. MEME) (AR E (0. 004, 0165 00.63mg/kg/H) #1H1RBI39H M&ZEIOHSG L7
BT, 016mg/kg/ H LLETHISES O T K O —EBEIRAEED 5 11, 016mg/kg/ H LL_F o HE [ 1%004mg/kg/ H
P EoOMICEBEN (Fas 2 F v ER) 05Nz 063mg/keg/ HOMOAREG K OFIRICE 75 2
F ¥ MAE VB8 U 72 B IR % 7R § AR LSRR B, HEOFURIZ b B bize T o O—RIER
CE7a g7 F VMECEE LRI, URARY FYoBR 28 EHICENT D EEZ BN, &
B, EHETHEEA, FEEE. REORE. TR CAHRICH L TRBIZRRO S ko7,
MW#ESDT v b (ERI2H) (CEME (0. 125/ 025meg/kg/H) Z1H1M39H M&ZFIHRG LzRBETiE, &
HEE ORI (R ORE KL IR OBEERIE) 25780 5N 7225, MR A Mg 2RO Sk
otz 72 FEHEH (FusrF v ER) ITEwT a5 2 5 2B L 2o B R TR
b7z,
2ODMBRER LD, BFET v M A EEEEI3063me/kg/H & # 2 bz,

4) $hEA X B 5 RERS SHHERY
Y— 7k (E£103) 1200 031 1.25% U05mg/kg/ H %1 H 14058 B4 5- L 7238 <1d. 1.25mg/kg/H
P RO CHARME ORERESED Sz B, FUR. SRR OTEICBT 5705 7 F U A7tk odg
BEMLER AT B S O HEO SRR X AR T IRINOAREE £ b1, MiEHTF A M AFay RO 7ar 27a >y
WE DR DD HITze TN S IZ AR OMEMECHRADREIEA AR SN2 L 2R LTHY . 5mg/kg/H
BECIROLEE TH o7
RABHRER LD DA 2H T A EFHMEREIE1.25me/kg/H & # 2 b7z,
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(3) R AEFHRBR™
1) SHRET R OHEIRAVER IR 5 5B (5 v 1016, 063, 25mg/kgitl 1) Tld. WEIC016me/kglh k&5 L7235 f
e — R M DL A, HEVZ25me/ kg% $5- L7223t AREIIINEIAS A 5 7255, BB O A Fffe 1 K
(YR IO R ORI IERRD S ko 7,

2) IBROBREEKREHRESRR (5 v 1063, 25, 10mg/kgfkl 1., 7 H %031, 125, dmg/kgI 1) TiE, v b
10mg/kg. 79 F5mg/kg THEY OAKRFEBIIIH 25H SN 7205, RIEA~OFHE K RS IZRD Sk
Motz 2 7y PORIERAOEEIIRD b h o7z,

3) AEMRORIMBEHE (5 v F0.16, 063, 25mg/kghkl]) Tld, HIIEAICKEPEL T, 0.63mg/kgbl T
#iEh 0.16mg/ kgl ETHBETEOMT, oKL L THAERDAHAELFROMK T A0 Sz KA
DFBERD SN0 72

(4) 2 D D45 E M
1) BA ﬁ,l,,__tﬁ), 78)
<7 212063, 25, 10mg/kg#18» H RIS Lz BECld. v 5 7 F VIR oA UREE (0.63mg/kg
Plb) ROFREIEE (25mg/kgbh b)) SEAEBIEASECBEN L 72,0
Fy NTHHEMRICT T T 7 F VRO FUNRES (ff © 0.63mg/kgll I, HE : 10mg/kglh 1) T OVl CRERR 5
WKEES (25mg/kgbl L) OBMBEMAA SNz L L. 70T 7 F ¥ IFARAVEIESS O 56 A B m) & 72
DOHLNED o7z,

2) Eﬁﬁﬁeowsm
BIRZRERRER (A XI5 7 AW, KW, REARREFERR (CHLMR) ., MMGER (7 2) 12w
T ZRFEERIZREDO SN h o7z,

3) HEHE™
XY AL ELE Y P CHEERD Sk h o 7
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X. EEMNEIAICET 5IRE
1. SIS
B BIE, I
ST - BRI DM X ) B2 2
A

2. AEIRE IS EAEAR
AR 364 H

3. Bk - REERM
Fe. MR SIRORAE
OD$E  : FHimfkAr
W S bRAr

Bk o

Fe. MR BAEZMETTHRET A2 L. NEOFORPRVINIRET S &,

OD$t  : HiRZEEZEITHETLI L, NEDTORPLEVITIHRET S .

WH 2B TRET 228, 2B, WHESOMRIROLINIZRE T 2 LTI RERH 20T, £
OBITERICTIRE T AL L LTHRT AL, NEOTFOREI L VITIEET A2 L,

4, EFIBIRWV EDXES
MFEFTORYJREWVEDBESIZDOWT
M LRn

(2) ZFHIFZHFEORJRWVICOWVWT (BEHICHETNZWEEIESE)
[VI-11. @ FoiE] oEBER
BEMERELTA N A, {FHOLBY 1 AD

(3) FAFIEFDEERICOVT
FHULew

5. EBEHHE
M LRn

6. G

() 2285 — V5 1mg) 1008 [10%€ (PTP) x 101, 1,0008¢[108& (PTP) X 100]. 1,0008& AR v, 237 ]
() 2785 — N "%E2mg) 100$% [108E (PTP) x 10]. 1,0005£[10$% (PTP) x 1001, 1,0008E [ h v /X5 ]
(Y 2785 — N "%E3mg) 10052 [10%E (PTP) x 10]. 1,000%E[& v, /5]

(Y 2285 — V®0D%¢05mg) 1008 [105E (PTP) x 10]. 5008 [105€ (PTP) x50], 500%E[AR v, /5]

() 2237 =V 0D$E1mg) 1005 [108% (PTP) x 101, 1,0008% (1058 (PTP) x 100], 1,0008E[& kv, /35 ]
(Y 2284 — V"0D$E2mg) 1008 [105E (PTP) x 10]. 1,0005£[108E (PTP) x 1001, 1,0008E [ M v /X5 ]
(V) 235 — ViR %) 100g[K F V]

() 2% — VP Al lmg/mL)
(% A &) 05mL x50, ImL x50/, 2mL x50, 3mL X507
(A2 30mL [1K]
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7. RBOME
k7 SRV b= VT 4 v (PTP), 7V (PTP), RUZF Ly ONTEEMM)., RV 7oLy (Fxv )
OD#E : MEIEMARY Yu L y£E7 4 V4 (PTP). 73 (PTP). PTPHMEH 7 VI 4, R FL ¥y (N
SRR, K7Ly (Fxv )
il ﬁt%Ul%V/(ﬁ>
WHIH a9 A2 0K, R 7abLy (Fyvy 7)), RUZFLY (P, RVZFL Y (EXy b, 7r—
), RYZAFL Yy (KX bY)
A EYVIFLYFLZY L= (). TLVIE (5R)

8. A—m% - A%

Fl—Risrse - ) 27— 3 v A ¥ A

R AR TN F— R S BERT L TEARY K= 7 EAT T 3 SR,
URNB O B B R ) lﬁ%/]\

9. EFMEFEAR

199346 H1H (3£

. RERFTHERDFER BRVEZES

') 28—V $Elmg : 21200AMY00114000 19964F 416 H
1) 2285 — NV 52mg : 21200AMY00115000 19964 4H16H
1) 2285 — NV 5E3mg : 21400AMY00265000 20024:12H16H
) 2287 — L P0D§05mg  : 22100AMX02102000 20094E 7H13H
1) 2285 — L *0D$tlmg : 21900AMX00514000 20074 3H15H
1) 2285 — L *0D$E2mg : 21900AMX00515000 20074 3H15H
1) A28 — L Rk % : 21200AMY00116000 19964E 4H16H

1) A28 — )V P Img/mL : 21400AMY00139000 20024F 3H28H

1. EEELRHFEAR

) 285 — V" 5Elmg 1 19964F 6 H 14 H
1) 287 — V¥ E2mg : 19964F 6 14 H
1) 23—V ¥5E3mg : 20034E 7H 4H
1) 287 — L ¥0D$05mg ¢ 20094E11 ) 13H
1) 2284 —V*OD$tlmg 1 20074E 7H 6H
1) 22857 — L *0D$E2mg 1 20074E 7H 6H
1) A28 — L EHIR % : 19964 6 H 14H

1) 2285 — VEN R Img/mL : 20024F 67 14H

12. 2EERIIZIREM. RERVAERETEMFNER BRVZTOAR

FEHH :20014F11 716 H

WR5E4 1 ) A7 — V5L 2mg, ) A8 5 — L IR %

B ZEENE L - RO R

%« [HEFF Il TH2~8me 2 FH & LT 2 [l 1 H2~6mgZ Kl & L CJ 124W

4EH 1 20044E8 H

W52 0 1) A7 — V5L, 2mg, Y A28F — VORI %

BN - EENE REE - AR ORI E

fifi  [FEME% | %2 [RERIE] IT£8H
20024E1 HIZBAflE S N7z HARE AR T [N | OREH THERIIE] ([CEBE I N-%, 54
S5 OB (FH164:4 116 H A3 0 A58 5040600575 17457 ()48 P A £ b 9 e A0 BRSO, R
4550406001 5 TEA S B) B EHR AN R Kk R Em) 22 0AH

SETH  20054E6 120 H

Wi5E4 0 U A8 — VU lme/mL D4 E305, 1. 2mL

BN - BENE - B IRCAKGERIE—S A ER
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SEHH ¢ 200743 15H

Wise4 © ) 2284 — L 0D$El. 2mg

BN - ZHENE G IR ARRE

EAH :20074E5H17H

Wi5e4s ) A28 — VO lmg/mL O 5 5 3mL

JEI - ATENE BRI K R I — A KRR

SEHH ¢ 200947 13H

Wi5e4 © ) 2284 — L 0D$E05mg

BN - AR EE IR ARRE

EAH 2016420290 , ,

Wi5e4 - ) A8 — V%L, 2mg. VU AXF — VEHIRI1%, 1) A28 — L 0D$E05. 1. 2mg. U A XY — LEK
i 1mg/mL

BN - AN RhEE - R L OV - FEsEin

% KWAE - AR [VNEHOHB AT T Z3EIHE) Bl 28, 2 ftbwhEgo B AR S ©

T LHEWHRE D Bl T3 S i - HEZ B

13. BEERE. BMiZERAXREAHERVZOAR
<K RRE >
PR AR S AFAE A H 1 200842 H26H (1) 2784 — V" 81, 2mg. ) A28 5 — VML %, 1) 2285 — VA lmg/mL)
PRSI - SRS 1442 ST ORBIEGEH) OwT b N LR v,
<UNEBHIOHAANRZ b5 AFEIHE D B >
TR AFEAH 1 20214E6 H30H (U 2284 — V™81, 2mg. Y A% — VK1 %, ) Z28% — L 0D4
05. 1. 2mg. YV A28% — VN lmg/mL)
FRRAAER © RIS, RSSO M. AR R e ORI T 2 AR 145 B2THE3 S A O NE T
DWFTIIZHEH L2\,

14, BEEHHE
(FE B S FE )
64 (Gl T4E H20024E4 1)
UNBHHOBEMAXRY N LHEIZHED S REeE)
44E (G 74 H 202042 H )

15. HREHARFIRERE®ICE YT 2155
BB

16. &3 —FK
W, HOT OF) %% | s ef | L b= K
) A28% — V¢ lmg 101574402 1179038F1023 610409340
) A28 — L 52mg 101575102 1179038F 2020 610409341
) 2287 — L 53mg 115651501 1179038F3026 620000170
1) 2288 — L*0D$£0.5mg 119398501 1179038F7021 621939801
1) 2784 — L*0OD$Elmg 117840101 1179038F5029 620005586
1) 2788 — L*0D$E2mg 117841801 1179038F6025 620005587
1) A28 5 — VB HIRLL % 101573702 1179038C1027 610409339
) A28 — IV N H#Elmg/mL 114966101 117903851021 610462014

17. RIRIEAFLOEE
BN
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Schizophrenia

Adults

Usual Initial Dose

RISPERDAL® can be administered once or twice daily. Initial dosing is 2 mg per day. May increase
the dose at intervals of 24 hours or greater, in increments of 1 to 2 mg per day, as tolerated, to a
recommended dose of 4 to 8 mg per day. In some patients, slower titration may be appropriate.
Efficacy has been demonstrated in a range of 4 mg to 16 mg per day. However, doses above 6 mg
per day for twice daily dosing were not demonstrated to be more efficacious than lower doses,
were associated with more extrapyramidal symptoms and other adverse effects, and are generally
not recommended. In a single study supporting once-daily dosing, the efficacy results were
generally stronger for 8 mg than for 4 mg. The safety of doses above 16 mg per day has not been
evaluated in clinical trials.

Adolescents

The initial dose is 0.5 mg once daily, administered as a single-daily dose in the morning or evening.
The dose may be adjusted at intervals of 24 hours or greater, in increments of 0.5 mg or 1 mg per
day, as tolerated, to a recommended dose of 3 mg per day. Although efficacy has been demonstrated
in studies of adolescent patients with schizophrenia at doses between 1 mg to 6 mg per day, no
additional benefit was observed above 3 mg per day, and higher doses were associated with more
adverse events. Doses higher than 6 mg per day have not been studied.

Patients experiencing persistent somnolence may benefit from administering half the daily dose
twice daily.

Maintenance Therapy

While it is unknown how long a patient with schizophrenia should remain on RISPERDAL®, the
effectiveness of RISPERDAL" 2 mg per day to 8 mg per day at delaying relapse was demonstrated
in a controlled trial in adult patients who had been clinically stable for at least 4 weeks and were
then followed for a period of 1 to 2 years. Both adult and adolescent patients who respond acutely
should generally be maintained on their effective dose beyond the acute episode. Patients should be
periodically reassessed to determine the need for maintenance treatment.

Reinitiation of Treatment in Patients Previously Discontinued
Although there are no data to specifically address reinitiation of treatment, it is recommended that
after an interval off RISPERDAL, the initial titration schedule should be followed.

Switching From Other Antipsychotics
There are no systematically collected data to specifically address switching schizophrenic patients
from other antipsychotics to RISPERDAL®, or treating patients with concomitant antipsychotics.

Bipolar Mania

Usual Dose

Adults

The initial dose range is 2 mg to 3 mg per day. The dose may be adjusted at intervals of 24 hours
or greater, in increments of 1 mg per day. The effective dose range is 1 mg to 6 mg per day, as
studied in the short-term, placebo-controlled trials. In these trials, short-term (3 week) anti-manic
efficacy was demonstrated in a flexible dosage range of 1 mg to 6 mg per day. RISPERDAL® doses
higher than 6 mg per day were not studied.

Pediatrics

The initial dose is 0.5 mg once daily, administered as a single-daily dose in the morning or evening.
The dose may be adjusted at intervals of 24 hours or greater, in increments of 0.5 mg or 1 mg per
day, as tolerated, to the recommended target dose of 1 mg to 2.5 mg per day. Although efficacy has
been demonstrated in studies of pediatric patients with bipolar mania at doses between 0.5 mg and
6 mg per day, no additional benefit was observed above 2.5 mg per day, and higher doses were
associated with more adverse events. Doses higher than 6 mg per day have not been studied.

Patients experiencing persistent somnolence may benefit from administering half the daily dose
twice daily.
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Maintenance Therapy

There is no body of evidence available from controlled trials to guide a clinician in the longer-term
management of a patient who improves during treatment of an acute manic episode with
RISPERDAL®. While it is generally agreed that pharmacological treatment beyond an acute
response in mania is desirable, both for maintenance of the initial response and for prevention of
new manic episodes, there are no systematically obtained data to support the use of RISPERDAL"
in such longer-term treatment (i.e., beyond 3 weeks). The physician who elects to use RISPERDAL"
for extended periods should periodically re-evaluate the long-term risks and benefits of the drug for
the individual patient.

Irritability Associated with Autistic Disorder - Pediatrics (Children and Adolescents)

The dosage of RISPERDAL" should be individualized according to the response and tolerability of
the patient. The total daily dose of RISPERDAL® can be administered once daily, or half the total
daily dose can be administered twice daily.

For patients with body weight less than 20 kg, initiate dosing at 0.25 mg per day. For patients with
body weight greater than or equal to 20 kg, initiate dosing at 0.5 mg per day. After a minimum of
four days, the dose may be increased to the recommended dose of 0.5 mg per day for patients less
than 20 kg and 1.0 mg per day for patients greater than or equal to 20 kg. Maintain this dose for a
minimum of 14 days. In patients not achieving sufficient clinical response, the dose may be
increased at intervals of 2 weeks or greater, in increments of 0.25 mg per day for patients less than
20 kg, or increments of 0.5 mg per day for patients greater than or equal to 20 kg. The effective
dose range is 0.5 mg to 3 mg per day. No dosing data are available for children who weigh less
than 15 kg.

Once sufficient clinical response has been achieved and maintained, consider gradually lowering
the dose to achieve the optimal balance of efficacy and safety. The physician who elects to use
RISPERDAL” for extended periods should periodically re-evaluate the long-term risks and benefits
of the drug for the individual patient.

Patients experiencing persistent somnolence may benefit from a once-daily dose administered at
bedtime or administering half the daily dose twice daily, or a reduction of the dose.

Dosing in Patients with Severe Renal or Hepatic Impairment

For patients with severe renal impairment (Cler< 30 mL/min) or hepatic impairment (10-15 points
on Child Pugh System), the initial starting dose is 0.5 mg twice daily. The dose may be increased
in increments of 0.5 mg or less, administered twice daily. For doses above 1.5 mg twice daily,
increase in intervals of one week or greater.

Dose Adjustments for Specific Drug Interactions

When RISPERDAL® is co-administered with enzyme inducers (e.g., carbamazepine), the dose of
RISPERDAL® should be increased up to double the patient’s usual dose. It may be necessary to
decrease the RISPERDAL" dose when enzyme inducers such as carbamazepine are discontinued.
Similar effect may be expected with co-administration of RISPERDAL® with other enzyme

inducers (e.g., phenytoin, rifampin, and phenobarbital).

When fluoxetine or paroxetine is co-administered with RISPERDAL®, the dose of RISPERDAL®
should be reduced. The RISPERDAL® dose should not exceed 8 mg per day in adults when co-
administered with these drugs. When initiating therapy, RISPERDAL® should be titrated slowly. It

®

may be necessary to increase the RISPERDAL™ dose when enzyme inhibitors such as fluoxetine

or paroxetine are discontinued.

Administration of RISPERDAL" Oral Solution

RISPERDAL® Oral Solution can be administered directly from the calibrated pipette, or can be
mixed with a beverage prior to administration. RISPERDAL® Oral Solution is compatible in the
following beverages: water, coffee, orange juice, and low-fat milk; it is NOT compatible with either
cola or tea.
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Directions for Use of RISPERDAL® M-TAB Orally Disintegrating Tablets

Tablet Accessing

RISPERDAL® M-TAB Orally Disintegrating Tablets 0.5 mg, I mg, and 2 mg

RISPERDAL® M-TAB Orally Disintegrating Tablets 05 mg, 1 mg, and 2 mg are supplied in blister
packs of 4 tablets each.

Do not open the blister until ready to administer. For single tablet removal, separate one of the
four blister units by tearing apart at the perforations. Bend the corner where indicated. Peel back
foil to expose the tablet. DO NOT push the tablet through the foil because this could damage the
tablet.

RISPERDAL® M-TAB Orally Disintegrating Tablets 3 mg and 4 mg
RISPERDAL"® M-TAB Orally Disintegrating Tablets 3 mg and 4 mg are supplied in a child-
resistant pouch containing a blister with 1 tablet each.

HBERUHE

The child-resistant pouch should be torn open at the notch to access the blister. Do not open the
blister until ready to administer. Peel back foil from the side to expose the tablet. DO NOT push
the tablet through the foil, because this could damage the tablet.

Tablet Administration

Using dry hands, remove the tablet from the blister unit and immediately place the entire
RISPERDAL® M-TAB Orally Disintegrating Tablet on the tongue. The RISPERDAL® M-TAB
Orally Disintegrating Tablet should be consumed immediately, as the tablet cannot be stored once
removed from the blister unit. RISPERDAL® M-TAB Orally Disintegrating Tablets disintegrate in
the mouth within seconds and can be swallowed subsequently with or without liquid. Patients

should not attempt to split or to chew the tablet.
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Pregnancy

Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for
extrapyramidal and/or withdrawal symptoms following delivery. Overall, available data from published
epidemiologic studies of pregnant women exposed to risperidone have not established a drug-associated
risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the
mother associated with untreated schizophrenia or bipolar I disorder and with exposure to antipsychotics,
including RISPERDAL®, during pregnancy.

Oral administration of risperidone to pregnant mice caused cleft palate at doses 3 to 4 times the maximum
recommended human dose (MRHD) with maternal toxicity observed at 4-times MRHD based on mg/m®
body surface area. Risperidone was not teratogenic in rats or rabbits at doses up to 6-times the MRHD
based on mg/m* body surface area. Increased stillbirths and decreased birth weight occurred after oral
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risperidone administration to pregnant rats at 1.5-times the MRHD based on mg/m* body surface area.
Learning was impaired in offspring of rats when the dams were dosed at 0.6-times the MRHD and offspring
mortality increased at doses 0.1 to 3 times the MRHD based on mg/m® body surface area.

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

Lactation

Risk Summary

Limited data from published literature reports the presence of risperidone and its metabolite,
9-hydroxyrisperidone, in human breast milk at relative infant dose ranging between 2.3% and 4.7% of the
maternal weight-adjusted dosage. There are reports of sedation, failure to thrive, jitteriness, and
extrapyramidal symptoms (tremors and abnormal muscle movements) in breastfed infants exposed to
risperidone. There is no information on the effects of risperidone on milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’s clinical need for
RISPERDAL® and any potential adverse effects on the breastfed child from RISPERDAL® or from the
mother’s underlying condition.

Females and Males of Reproductive Potential

Infertility

Females

Based on the pharmacologic action of risperidone (D, receptor antagonism), treatment with RISPERDAL"
may result in an increase in serum prolactin levels, which may lead to a reversible reduction in fertility in
females of reproductive potential.

<F—AFS5 Y7 D5E (An Australian categorisation of risk of drug use in pregnancy) (20214E7 H i xi) >: C
C @ Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects may be

reversible. Accompanying texts should be consulted for further details.
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A8 {0 75 HH - - - - -

1:19 | &k (%) 996 987 977 98.1 97.9
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HHBL - et ]
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%) Z285 — VU I meg/mLEF] T O RER B GO 57— ¥
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J 284 — VB R Img/mLE Bk E & DESZ1E
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& Ak SRIERIE J /6\44 .
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) 4% et Rtet, W Rt Rt W Rt t, W
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T m ot - - Wi | Wit
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Va—2 (%) 1004 99.1 1009 1025
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BV RS

0.5mL % & 1mL 4%~ 5 2mL% i 3mL%d i
SEGPEE R (mL) 0.500-0.507 0.993-1.024 2.012-2.046 3.007 —3.027
CPHPERREIZ. £5aEm3uy MIoE&uy MEDRLIMATW, 55N FHEHEORAME & f/MEZ R L72.)
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