s% 20254F | HIET (B8 3 0%) D29 AR EE S
% 2024410 5 24ET (58 2 hi) 871179
PR AEl
RIS, WABERR®
BAXRERA YARNU RVEE
o \‘Q " - -
PYAANURY 51 g ravr=]
o Yo, . -
PDAAURY 520 13vr=]
(-] \‘~ " - —_
'JZ’\'J l“JﬁiE3mg =P
BEERA Y ANRU Rl
0 “~ Wl ~ —
PDAANURY @1y ravr=)
Risperidone TaBLETS, FINE GRANULES [YOSHITOMI]
RREE Wi
L - BIRRE $E 1 mg 21900AMZ00034
ﬁTsT‘jJE!EFEﬁ D 34 $E 2 mg 21900AMZ00035 200757 A
W) EE—EMSEOMSEIC L $E3mg | 22000AMX00631| 20085 7 A
5L kL1 % | 21900AMZ00036 200747 H
2. BRROBEICIFBELENT &) 3.2 BAIDER _ _
2.1 SEREOBE SWRELBLSEIBINIH 5] g | VAN RS UARY KRG UANY K
2.2 LYY — LEE TR 0 R R EIR OB L BB R 12 . Imgla> b3 | 2mgla3> b3 |3mgla3> b+ 3]
BB EE [FPHERIEIER RSN S 2 L85 5. R B
23 7RLFY Y EREHOBE(T FLF )V ETF T4 5% K| mgp [PRADZALVAL o sy
Y —OHEEE, UTERRERICE T 5 BEHED L <135 -7 4 VTS
ERECER T 218582k <) [10.1 2]
R e I B R T=
B g
# = = =
3. #HRE - R $¢% (mm) 6.6 7.1 8.1
3.1 #8R8 B9 mm) 3.2 3.8 45
s | VAU FYEEUARY FUE ) URRY B #8 (mg) 97 134 204
i Imga> b3 | 2mgla ¥+ 3] |3mgla> b3 HAla— R Y-RI Y-R2 Y-R3
W5y - 2R AR VARY RV AR VARY RV AR VAR Fv e VUL TIEDAE
(15EH) Lmg 2mg 3mg HEIR - AT F - kL

FUBAKAY . b Eoay Ty A\ AN, b
V. vla—A, e o Xug—2|UEQITT v
WAKTFAB. AT TY VB IR TV, Era—
L, v 7aI—=)L6000, I A, KEBREL
7, BItF¥>, ALFonNay | RuoFySovr
Lo — 2R,
v7axu—2A,

A WA A B A
FTY VBT
Ay NN/
o3 —J)16000.
V7. BILF
Y. hIVFT
Nary

HR7E 44 Y AR R UMIRII%[ 32 b 3

Aas—1
mﬁgqﬁ% HRE U AXY K >10mg
R AR, D-v>=+—JL, e Faxo—RA, &

KT A B

4. FEEXIFFHR
(URARY RVEEIMg[I Y bE]. URRU RVEE2mg[a Y b=,
UZRY R %3 M)
OMERBIE
OINBHDBERANRT b3 LECHES BRIBME
(URRU RVEBmglay b))

5. FWREXFHRICEHET JiER
(NEEADBRIZART bS5 LEEICHES SR
5.1 JRHEIE UT5BL EISEARMOBE ICHERT S &.

6. FIENURE

6.1 MEKIE
BHE. BRAIKIZY AR Ry & LTlElimg 1H2E K DBE L.
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8.3 AANDEEICL . BIELCHERKOELYH S b, FEIR
WS T Y =Y 2, BRFEUEBRICESZEFH LD T,
AEFES R, OB, 2R, 2R, HEREFOEROFEBIER
THEEBIZ, BICHERRXIIZFOBERD 5 VIXZFDOEKRK
FERETHEZFIIOVTI, MEEOHEEDBEZ+73I12/7
52 &, [8.5. 9.1.6. 11.1.9 ZI&]

8.4 BIFENHS5LNDZENHEHDT. KFEHFIX, BT
BRI, W, R¥E. ER. BREEFORMEERICERT
ey, MBEEOHEEOBEE 71275 T L. [8.5.
11.1.10 Z#]

8.5 AFNIDEEICKE L. H 5 L LS. 3%V 40BWEH P FHIR
THREENHH L%, BERVPZOFKRICHFICHHAL. &I
HER (08, 28K, 2R, SRE). KIFER (R B2
BT IRER. AR, BGRRES) ICHEE L. 2o &S aiER
W obNIGEICE. E5ICEEZRL. BRMOZE2Z T
AHEHEETHT &, [8.3. 8.4, 9.1.64 11.1.9, 11.1.10 =H&]

(REKRAE)

8.6 HE., FHAM. BMEFEOBMEERELZENLSIELHRESDH D
OTEHREZT5IT0. BIEHFASNIZBEICIIhOIREEIC
VB2 2% @Y 2 NEEITS 2 &,

ONREADBRANRT b3S LSS SR

8.7 EHIMICREE R OENMEZFHG L. BREEHICOAVE
BLrnwz &,

9. BEDHRZEIIEEICHITIIER

9.1 BHHE - BIEEEDH D EE

9.1.1 i« MERKE. RIIE. XEZNSDERVDHBEE
—BHEOIMEETPHEDLNEZ ENDH 5.

9.1.2 FEIROBFENSH D EE. TRMQTIEREREDES
QTHEET 2 AREMED B 5 -

9.1.3 IN—F UV URXIFL E—IMFRIERAIED & B BE
BEMERBEASEC DRI R b, T2, HFNBIEROE(LIC
MA T, $&aEl. BEBLANLVLOETR, BEZES EKNUARESZD
ERPRRT 2B2hrH 5, [11.1.1 3]

9.1.4 TAhHAZEDEEHRENIFTNSDEHEREDSH DEE
BEMEZ2ERNSIEL2BZNMH 5,

9.1.5 BREHOBAENUBERIEBZEIDES
TERZELSEE2BENDH 5.

9.1.6 HERKX(FZDEIFREDH D EE. 55 VIIHERKDRKIE
. Sy, EEEORRROGREFEZET 28RS
MEEELS ERIT B ENH B, [8.3. 8.5, 11.1.9 E]
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15.2.2 o~ A, T v M)ICHRKRERRED4.7~75(5(0.63
~10mg/kg/H) % 18~25» AMREOHRE U A RMERERIC B
W, 0.63mg/kg/HU ETAREE (7 A, Tv b),
2.5mg/kg/ AL ETREBRREE (77 R ) K ORERR PY 53 158 R
(Zv b OREHED ERPERESN TV, ThH5DFTRIE,
TasrFUICEELLEEE LT, ToEETIRELLHS
TWa,

16. ZFEH)EHHEE

16.1 MOiRE

16.1.1 NERUBEORHEEEE COME
MNEROCEFEORBMBERBEEZEICY AXY FU§EE0.01 ~
0.08mg/kg/HOHRTIH2EREROKREG L& &, (KEDH
720 OFE0.04mg/kg/H THIEIL U 7z MEEHFRZAED Crax.ss
KUAUC, <EHFELHBE LU TUNETEHETEMBETH o 7245, 1
FRERE-¢ FaF 1) ZRY K2 OCrax,ss X TFAUC, i
INREBEETRRBETH 120 (HEAT—%),

NEROEBEFEOREMREBREFIC) AR R 2 REKEORS L HEomH
BEE/ST X —% ((KEDH7- 0 OFR0.04mg/kg/H THIEIL) (FHELS.D.)

Cmax,ss Cmin,ss AUC 7,88 CL/F
(ng/mL) | (ng/mL) | (ng - hr/mL) | (mL/min.kg)
12.4 2.06 87.5 6.11
(6’“15?%) REIEE | g0 | 2268 | +61.59 +4.159
~ LIS
- 16.7 8.98 152 2.52
(n=12) | ER#| oo | 135 +58 +1.00
N 22.5 8.61 190 6.51
(15?&) AR 53 | 113, +2350) +6.720)
( _15 S| 168 11.7 172 2.37
n= +8.8 | +6.9 +94 +1.01
a)n=9, b)n=11

16.1.2 EMZ2HEZE R

(UZARY RVEEImgIaY hE])
YARY RUElmgl3 ¥ b I &Y ZF —)LElmg%E. 70
AF=N—=1RIC LD ZNZNIEE () ARY R & LTlmg) B
FRABF (n=13) ICHE A B AR5 U C MR HHEE £ 81E L.
BoN-BEYEEI)NT A —% (AUC, Cuax) 12DV TI0%EHEX
BB THRETRIT 21T > 72658, 10og(0.80) ~log(1.25) D i
WTH D, WAOEYZAHFESFEEIER S N,

EHEINT =%

HIENT A =% BEINGA—4
AUC(0~24) Crax tmax ti2
(ng -h/mL) | (ng/mL) (h) (h)
] SR
/ Z‘/\ )‘ kv gtimg 19.28+17.28 | 3.32+1.43 |1.7£0.9]3.0%£1.3
IEEARY
Y Z8F —)LEElmg 18.26+£16.10 | 3.28%+1.45 |1.4%+0.4|3.4%=1.5

(Mean+S.D., n=13)

(ng/mL)
12

o

—o— UINRY R gEimg [FY 3]
U ZINE—IVEE 1 mg
Mean+S.D., n=13
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(UZRU Rugg2mgIY R
YARY FrgE2mgla s b I1&Y 28y —LfE2mgz. 71
AT —=N—HEICE D ENEFNIFE() AR R &L T2mg) R
RABF (n=12) I EREREO#RS U ClSEHEE %2 HE L.
Bon/-HEYEEEINT X —% (AUC. Cnax) 122V TIOBEHEX
B THEETRNT %217 - 72/, 1og(0.80) ~log(1.25) D #if
WTH D . WAIOEMENEEEI RS N,

HWEIREINT X — %

HEINT A =% BENTA—Y
AUC (0-24) Chmax tmax ti2
(ng-h/mL) | (ng/mL) (h) (h)

U AU LFRIMG| o et 16.74 | 7.0042.72 |1.240.4(2.8%1.5
IEFARY

Y 285 — LE2mg 30.93+23.20 | 7.76+£3.26 |1.3£0.4|3.2%1.6
(Mean=*S.D., n=12)

(ng/mL)

12 7
m 10
3%
f gt —e— U~RY KN gE2mg [FY 3]
2 U ZISE —IbEE 2 mg
Tj 6 r Mean=S.D., n=12
g
> 4
B
3 ol

0123456 789101112 24

R (h)
Magd Y 2R R UBEHER

(UZARU RUMRI%[IY R
YZARY RUHIRIL%I I b2 1ED 25— LRI %% . 7
OAF—=N—3FIZEDZENZFN1I00mg(V) ARY R &LT
Img) EEERA B (n=20) IR EHEO#RS U Tl HigE
ZHIE L. BONTHEYEREINT A —F (AUC, Crax) I2DW0T
90% 15 FEX VR I THEHRIT 21T - 7245 R, 1og(0.80) ~log
(1.25) 0&FEANTH VD . WHIOEYZHESEN PRSI,

HEMHFEINT A —%

HENRT A= BENRTA—¥
AUC (-2 Crax tmax ti2
(ng -h/mL) | (ng/mL) (h) (h)

; FETIERpETrrys
)Z\’\J\]‘/,’ﬁﬁ]*ﬁlé 7.38%£5.25 1.96+1.18 |1.3+0.5(2.8+1.8
avrz)

V) 28 — LR % 6.95+5.26 1.90+1.38 |1.2+0.3|2.7+1.7
(Mean=S.D., n=20)

(ng/mL)

12

10
1m
b
58 —e— YANY K1 % [ 13
2 1) ZINE— VAR 1 %
~ 6
1y MeanxS.D., n=20
S
L 4
=
= 2

oY A T

01234567 89101112 24

B (h)
M#EFY ZRY R BEHR

MAEFEEN NICAUC, CraFED/8T X —F 13, #ERE OFEIR,
R OERELEEL - REFEORERSMIC K > TR RN D 5,

16.3 9

16.3.1 (KEB~NDD | (BE : Iy b TOT—%)
F v MIBITFBUC-Y AR R > BRI S5% Ok EE
BEIZ, 1FEAEOHBICE W THRG 2B DI R EEIE L.
ZFOBOHEEIZMEE R 5 DHEE L R ER 2R L7z,
BEHEREIIFE TR EL B, /MG B, BERUOE&E
BRAHFEE TH BSOS EIRE SR 520,

16.3.2 IM/&-AEEAPS @&
BERRERAICY ARY K Imghtz BEEEG L. RMAICBT 2 F
NIVDRKOET b= U5-HT R BREIBRICOWTHET L
R, SZBMICHEERNEE2ET 52 PRSI,
L7zA5> T U ARY R URIMR-MBAMT 2 @@ 9 5 2 & AR
anil,

16.3.3 MIFELFEE
Y AR R #990.0% (in vitros “FEREHTE. 10ng/mL)
- FaF Y ARY KN 1 #77.4%(in vitro. FHHBENTE.
50ng/mL) "

16.4 X
BEERRAIC Y ARY R Y 2BO%E5 LS54 RICHE RS
ShaEHESN, ERFWIZO-L FaF Y ARY R T
Holz,

HIEEENROERE S EDEIE  HD

R#MOBEEOEE « FREW-L FuF ) AR RUOHF
Hixin vitroX in vivoOFEERERICB W T Y ARY R URE
{LALIZIZREEP PRV EARSNTWNSY,
B (F 7 0 —L4P450) O 537 - CYP2D6. CYP3A4®

16.5 HEtt
BRI Y ARY R 2 ImgfE Kk U2mght = ZO#%5 LizBa.
B 547205 & TIc Rt S N7z RAPREB(LRIZF2%TH D . E
KRB DI-L R F ) ARY R UEf20%TH - 7219, 4+EH
ANTOT =% Tld. @BERAIZHUC-Y AR RV Iimg# B[o#F
05 LiziGa. BE5%TAME TICREHEED14% 3 hi,
69% S FRAICHEHE S 117219

16.6 HEDERZHI 2EE

16.6.1 SEENUBKEESEE CORE
R SR, FEERERERUBEEREREIC)Y A
AU Y imghez BERREOKES Uiz & &, HERS () AR B
YH9-E R F Y ZARY V) OEMHEIL. BERASLL
T TEEERERERE(VLT7FVIUT7 T VA 30~
60mL/min/1.73m?) Tt121235% DIEE K CAUCIZ2 . TRED K.
BESHERERE(ZLT7F> 27U T T2 A 1 10~29mL/
min/1.73m?) Tt12lZ55% DIER R CAUCIZ2.6fE DR, Sl
FHTtLl30%DEE R FAUCIZ] . AEDEAHRD 57z (4}
EATF—%). [9.2. 9.3, 9.8, 11.1.5 B3]

16.7 EYIEEIER
TR . BEERE B (REREE. fakKHRER
E) 2R E LY ORGSR 2 TIORT (SHEA
F—5).

16.7.1 URRY R QOEMBNRE(ICH T D hFIDFLE[10.2 28]

(1) AILNIEEY
HAKFERZEFICCYPIAIFEEEAZ2ET 5 HUNTEYE
> (400~1000mg/HREHE) &) AR K (6mg/HREH
5) 2Dk 4R U & X OEHERS (U ARY R+
-t FuF Y AR RY)DIMFEFEEDS, VAR RUOH
MR SRHCHEBE L TERIETLEY,

2 nNOFtFv
HARFAERE2HICCYP2DOHEERH BT 20+t F
(10, 20% 0V40mg/HREHS) &) AR K (dmg/H KIE#H
)RR LZEE, BERSOEFEREICBT S 5 7ED1Z
nENL3. 1.6KXUL.8Z EF LY,

3) BILrZUY
RARINE M ERRRERERE]LFICCYP2DOHEIERH
BT S5 NTY Y (50mg/HRERS) LY AR RV (4~
6mg/HRERS) ZHH Lz & &, SRS O Mg 12 ot
I EL RIS D o7z, £iz. IV MF Y 2 %100mg/H
ICHEE L-BETIE., BERTOEFEREBICBI S T 7ED
15% EF U, 150mg/HICHEE L7226 TlE. #NnEh36% %D
52% A L7-®,

(4) ZILRFH=EY
HREIGRAERZFIFICCYP3A4R U CYP2DOEEERZE T 5
ZURFY I 2 (100mg/HRERE) &V 2R K2 (3~6mg/
HRERS) %0 Uc & &, SRS O AR B I pt R ZE I
HEBERITESBDP oIz, £low TUARFY I 2 %200mg/HICH
BLAEEETIE, VARY FUOEFREICBE TS N5 7@ED
86% LR LN, -t FuFx ) ARY RrOMIEHEEICE
BRRITSEDP>129,

B) A4 bZaFV-=IL
HERFAERZFIFNCCYPIALBEEEHZE T S5/ T aF
V' — )L (200mg/HXEHS) &V ARY R (2~8mg/HKEH
E)ZHALZEEOEERTOEFEIREICBT S b5 7EIZ
65%_ LR L72%,

6) RSIV=)L
REEERALGICPEEAMREFERAEZET AT NI
(240mgREHSE) &) AR R (ImgHi R E) ZHH L7z &
EDIER D D Crnax X FAUCIZFNZ N3G RO . HMER N
L7=2,



16.8 Z0ft

(UZRRU Rug3mglay hZ])

Y AU RUE3mel 3 k3 iE. [EBAR L 2 RO EEMA
DAEMENRSHRBEA A B 51 > CPRI2MELH14E 3%
H648) IcHESE, U ANRY FUg2mgl 3 b 3 )& i
EUREE, BHBEHASLL, AVENICESE Ak SNED,

17. BRFRRUE

17.1 BEERCREMEICRET D56k

(REKRFE)

17.1.1 ENERRER
BN TEM S N - —EHERIEGEZ S TORET2761IC B T 56
FRRBR DI R, BRIl SAERI7226112 53 5 sh B ek D
L OBERIIS].5%(372/72201) TH o 120 Fiow ZEEHRHE
RERIC K > THRARFEICHT 5 AR R OBERENIZRD
5NTWVW5,
L AP A SRAE B 723 1 Fh 43141 (59.6%) ICBHWER A58 &
Nice EdBDIE. 7HII712461(17.2%) . TEEI2H]
(12.7%) ZHIEAE34B (4.7%) « ANHREE2M1 (12.7%) « i EHE
84M1(11.6%) « TREEEBZ82M5(11.3%) T - 722730,
) ARHABNOARF 2 G s h iz BEN6 2 &,

(UNBHAIDBRRRT b3 LREICH S SREME)

17.1.2 EARE D8R
DSM#-IV-TRIC &k Y HEiERE LS h. S22 HET
% B (Sl 18w Am) 2 R RICE N T Lz B RRED —
HERBICBWLWT, 75EARXITY AR K> (AE15kg E
20kg i 1 0.25~1.0mg/H. {A&E20kgbl E45kgAi : 0.5~
2.5mg/H. {kE45kghl L : 0.5~3.0mg/H)»'1 H2[H8:E K%
Of5snsz,
FEIHIE E T % RAKEHM R (LOCF™) 12515 5 ABC-J#) #l
BUYTATr—LAaAT7DR—=A54 P 56DE{LBIZTTED
EBOTHD., TSERBEEY AR RUBOREICBWLWTH
SHER R ERZENRD 517z (p=0.0030. HA B2,

ZEERH (SEM) ICBIAABCTEELY T2 —)L
AT DNR—=AF1 > H5DE{LE (FASH), LOCF)

ABCIRE T -
YT Ar—)LAAT Zfc#
Gl o o= | TTEARBE O
BEH o~z | B S onl [RhwTEE
s | g 100 ommz | pi
[95% (X )
. 75 | %7 | 28
TIERB 18 | o | 4947 | +6.62 - -
U2 R %2 | 185 | 9.7 71
vit | 2| 2636 | £10.57 | £7.29 | [-11.6,-2.6] |-00%
e f+

A G5HE2RT. X—2AF5 14 YOABC-JREBWEY T2y — L 237 2%
BE L HRS#aT

TEHERBO®K, ) AR N E4GERERE L - ERR S
BIFBABC-THBMEY T A —LAITDR—AFTL VP 5D
ZBLBIITEDOEBY TH 719,

EH 5 (488) 12515 5 ABC-JEE M 7 A — )L
AT DNR—=A5 4 > H5DE({LE (FAS, OCH)

TS AR b OBIH ) AR F o BEh B OB
—JELEE] —JELEE]
AB(S JH N—AFA ABCE el N—AFA4
VTR s somig| T T  poonia
237 = zar =
24.549.73 19.8+10.65
R— 25 A Ya)
"oATAY 17) (18)
| 12:9%9.90 [-10.8£10.47] 13.7£10.46 | -5.8%8.75
) (16) (16) (16) (16)

. 12.849.90 | -10.9+10.76| 13.1£9.67 | 6.8+9.65
24 (16) (16) (14) (14)

\ 11.68.18 |-12.5510.32| 12.6%9.84 | 7.9%9.18
48R (14) (14) (12) (12)
TR | 13.128.31 | 11.4=10.70] 13.0£10.28 | 6.8£9.70
(LOCF) (17) (17) (18) (18)

S fE + AR HER 22 (R G140

a) RIS 511 0 GBS IR A B da iy

1) American Psychiatric Association CKEE#E2£4) ®Diagnostic
and Statistical Manual of Mental Disorders CF§#EE DT - #Hat
v=a27))

##2) Last-observation-carried-forward (E R IC 85 S W7 fH TREIEZ
f#58)

#3) Aberrant behavior checklist-Japanese version(2¥fT#F = v 7
U A b HAGERR)

4) Full analysis set (kDT RER)
#5) Observed Case (IS n/-fH. KRHEIEDHTEZ L)

NER O EFMEREICHES ZRIEEEZE T BEZNRE L
EHNERRBEO ~EEHRMICB T 5 EMER 216 H 1441
(66.7%) ICEBO 5Nz, ZDFE7 S OIMEIRILFI(52.4%) . &
RTTHEEST (23.8%) « AEIEMAH] (19.0%) FETH > 7z, Fiz,
EHIR G ST 2 BIMER 3356412841 (80.0%) I2380 5 1,
Z DX D OIIMERITH(48.6%)  FEIHEMI201(34.3%) . &
ATTEIRI(25.7%) . &7 0T 7 F > MIEAMFI(11.4%) FETH - 727,

18. ENEIR
18.1 {EFHER
TSN IR L EEBROBR LD, FE LTRSS Y
D2 AEEHREAROtT = U S-HT 2 A EEHERICED
<, HIRMRROFAMICE L2 DEEZHNZ¥ D,
18.2 FIB(EMA
18.2.1 IR/INZV1ER
R8I VDR AREFIERAEZBE L. 9 b TPy 729 3I VX
BT7RELT 4 VIZKDFRESNHEELHRTHEOTHE
b % FERENIIIE Lz, ZOREEINTRY F—)LEFE%
ZHLLIFRRF W EPRENY,
18.2.2 ;O = /1EH
to b= V5-HTZAERETHEREZE L. Sy b ThYTF 3
VRURAZAAY KD FERESNHBESLERVEHEZEDOTH
AL A L7230,
18.2.3 H9 LTy —&EielEA
Ty RNTOHY LTV —FEEMIZ. NaXY R=)LE D,
Fz. Ty b O —LBR (BEE) TO K83 U DREIRIC
W9 BEEBMEE $EARNEER & OB#ESFEL L ShTw
HBMEERTORMELDE V. LrLhaRY F—)LTIIHE
HIZBI AEABENMEO LG AEV, B, ta b= V5-HT.%
HAEFER PRSI BT 5 RS VR0 2B LT
WBEREMEN B 230,

19. BRRSICEY 2B(LFHNAR

—f%4 1 Y A~ R, risperidone (JAN)

{b24 : 3-{2-[4-(6-Fluoro-1,2-benzoisoxazol-3-yl)
piperidin-1-yl]ethyl}-2-methyl-6,7,8,9-
tetrahydro-4H-pyrido[l, 2-a]pyrimidin-4-one

TR - CuHrFNLO:;

SFE 1 410.48

% R Aea~BEAROEREONKRTH D, A¥ ) —ILX

FTH )= (99.5) I REITIC <, 2-Fast ) —
VTR TIBIFIZL K, KIZIFEAEBT 20,

A R 169~173C

20. BRWL EDEFR
NEDFOIEP B VFICRET 5T Lo

*£22, SIX

(UZRU RVEIMgIIY RS))
1008 [108& (PTP) x 10]
1,00082 (A&, /NT1]

(UZARY Ruge2mglay k=)
1008 [108& (PTP) x 10]
1.0008E [A#8. N T]

(URARU Rugg3mgl3 Y =)D
1008 [108E (PTP) X 10]
1,000 [A#R. N T]

(UZRY RU#RI1% [T hZ])
100g [A#8]
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