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16.1 MARE

16.1.1 NERUFEOEHEBBRE TCORE
INRBEOCEFEFEOREMEREZIC) AN Fr§Ex 0.01~
0.08mg/kg/HOMH®=T 1 H 2 MIEREORG Lz& &, K
EH7-H OHE 0.0dmg/kg/ H THMEAL L 72 L h k2 1{b
fA® Cmax,ss K O AUC 1 ss [ &F4E & Il L C/RNECTHT
Bl T o725, MEEPFEAHY 9- Fuox ) Ax) F
> ® Cmaxss KON AUCt,ss l3/NEEFETHEETH
5729 (BHEAT—%),

INB R ONFAEORMEEEZIZ) AR N2 NERLOERS
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Cmax,ss | Cminss | AUC 7 ss CL/F
(ng/mL) | (ng/mL) | (ng - hr/mL) | (mL/min.kg)
| FE| 12.4= | 2.06= 87.5% 6.11%
MR ets| 9.0 2.68 61.5 4.159
(6~117%) —
(ne12) |Ef| 16.7% | 8.98% 152= 252+
@ 6.8 3.58 58 1.00
i R 225+ | 8.61= 190= 6.51=
W k] 239 | 131 2350 6.72>
(12~16 %) ———
(n=12) |Eft] 16.8x | 11.7=+ 172+ 2.37=
@ 8.8 6.9 94 1.01
a) n=9 b) n=11
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TR L7 g A F — N — 10 &0 I R 2 LA A
EL. Bon - YERE S S 2 — % (AUC, Cmax) 22w
T 90% 1 HA X 32 CRERTIAT % 47 o 7245 #:. log (0.80) ~
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1) A R AL 1% o AT 00mg (1 %
REXE VAT = VAL | ) e b L Img)

HWENEE ST X — 5 (WA RS

HIEINT A =% BEINT A =4
AUC (0-24) Cmax Tmax T2

(ng - hr/mL) | (ng/mL) (hr) (hr)
VAR
Ut lmg | 32.34%24.84| 6.59+3.54 | 1.41+0.70 | 3.51*+1.28
[7 2]
VA ) 14£22.70 | 6.11%2.96 | 1.34+0.51 | 3.58+1.30
JVEE Img

(Mean*S.D., n = 30)



(ng/mL)

101 —e— U ZARY KRG 1ngl 7 A

-0 U ANY —)LEE L ng

m gt Mean=S.D., n=30

;{ﬁ

th

FS

=

it

2

b

HE

24 (IR§F)

0123456 8

12

G RFH

IMEE T ARZALRBREE (R R SEE)
Y BRE/ ST A — 5 (EWFHI )

HENT A—=% BEINT A—F
AUC (0—-20) Cmax Tmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
AN R
V§E2mg | 50.57%42.43 | 9.92+4.65 | 1.76+1.09 | 3.03%1.75
[7 2V
'I) Z/\°§7»__
sz 50.67+40.39(10.33+4.90 | 1.44+0.83 | 3.04+1.39
JUEE 2mg
(Mean*=S.D., n = 44)
(ng/mL)
14 r —e— Y ZAXY K gE2mgl 7 AL
--O--- 1 ANY —)VEE 2 g
ifiL 12 r Mean=+S.D., n=44
510
i
&£ 8 F
E
f 6
&
w4
By |
0 .'
0123456 8 12 24 (IKfFe))
e G IFH]
MR R AR (A= RSEE)
SEWENRE ST X —F  (AEWFEREEEE)
BT A =% BEINT A—F
AUC 0-12) Cmax Tmax T2
(ng - hr/mL) | (ng/mL) (hr) (hr)
VAR
UKL 1% | 28.71%£24.34 | 6.68+3.46 | 0.96+0.26 | 3.04%1.01
[7 4]
28T~ 29.55+23.09 | 7.17+3.79 | 0.89+0.23 | 3.06*1.11
VAT 1% e T U U

(Mean=S.D., n = 16)

(ng/mL)
10 1

—o— JANRY R MK 1 %7 AL )
-0 U 28— )UHIKL 1 %
Mean=*S.D., n=16

BEFCSMMEERE

01 2 3 4 5 6 8
G RIEH
AP RAA LR e (AR B IR 451
) AR

12 (R§Fe)

(2

MraRELE (B6pl, 4Bl (CHEKRIM 1, 1H2

M, 7 H e %

Tt A 5 A G-E (1 hE)
1) AR R Y §E 3mg i g FTNENLEE () AR
] 1) ZA78% — V§E 3mg k> E LT 3me)
FWERE X T X — ¥ (EMFERIESEN)
HENT A =% BEING A4
AUC 0-12) Cmax Tmax T
(ng - hr/mL) | (ng/mL) (hr) (hr)
AN N
v $E3mg  |531.81+477.94(65.72+45.96| 2.3+1.3 | 7.96+7.20
[7 2]
) ZINY —
e 538.94+466.38(62.39+42.32| 2.7+2.2 |11.24*16.79
JVEE 3mg
(Mean*S.D., n = 10)
(ng/mL)
120 - —e— AR R BE3ng 7 AL
---0--- U ZNY —)VEE 3mg
ifg 100 Mean=S.D., n=10
i3
m 80 |
ES
2 60 fr | m
{t.
&40
b
I 20
0 11 1 1

0051 2 4 8 12 (58
P HIER (7 0B, EHIRE)

MSE R LRIE R (WA R SEE)

MAEFEEENE O AUC, Cmax 220785 X — ¥ 13, s
ORI, AR ORI 5 - B O BRSM I L > TR L S
WHetEN D %o
16.3 27
16.3.1 AEADS M (BE: v b TOT—4)

T MIBUFAHUC-1 AR F O HEH S 50 Mk
SFIREIEER 1L, 13 & A E ORI BV THS- 2 BRI LIS s
fEIZE L, ZOBOMEEIMEE D2 5 O & Rk Em %
Rz

TR I CR D E <L By M. BIE., B 0%
FERRALRESE O BT REIR EE 25520 6 7210,
16.3.2 IM#&-fEEEFEE M

TR AIZY) AR RV Img $E% HIAE S L, I8
HERERI VD Ot k= 5-HTe S EREIMFRIZON
THGET L 2R3 BB RIGE S E AT 5 2 & HHERR

Iy (A
L7285 Ty ) AN R A M-I B M Z il 3 5 2 & A
R &7,

16.3.3 MIFEAFEESE

JANRY R 1 #90.0% (in vitro. “FH7#ENTE:, 10ng/mL)
9- PO ¥ ) AXRY K #77.4% (in vitro. “FEENT
7. 50ng/mL) 12
16.4 X3

TEHERALZ ) AR R 2 2% L2 54a ., B TR
Frahs bEEsh, EREWIZO- Faox i) 2ax) R
M VC‘&) D 77::13>o

WEEBR RO AR SZO8E  HY) (HEIIRE)
REWOFEEOFE - ERHEW - FuFxi ) A1) Fr
DOIEMNL in vitro KO in vivo DEILFER |2 BT 1) AR
Fi*%%%kﬁ@ﬁﬁ%#@%%wztﬁ%éhfw
W,

REESE (F b2 10— 24 P450) O4FFES 1 CYP2D6,
CYP3A4
16.5 HEtt

TERERALCY) 21 B> Img $E /& U 2mg $E & FE %5 L
723 E . PGk 72 R F TSRS Nz R SR LRI
20 CTH Y. ERBEWDO-v Fax 1) AR R U389 20%
T 7210, FLEANTOF—F T, R AIZHC-1) A
J F ¥ lmg Z HRE %S L2a, 5% 7 HE Tl
HFHE D 14%75FH 2, 69%A R A IZHEE 7z,



16.6 HENDEEEF I HEE

16.6.1 SE RV BHEEESEE CORE
TEHER N, s, A AE R & B B OVER R S R 12 )
AN RV Img $E% BEFRIES L2 & & s (U
AN FY+9-L FaFxy ) AR FY) O3EYEHREIL,
TR A &L LT, hEEEREEERE (2 LT Ty
V75 A 30~60mL/min/1.73m2) T Ti2 2 35%DIEE
JeON AUC 2 2.7 fs ok, BEEEREEERE (Z LT 5
—Zo7) 79 A 10~29mL/min/1.73m?) T Tui2 12 55%
DIEE TN AUC 12 2.6 fEoBi k., Eiig T Tie 12 30% D iE
FER O AUC 12 1.4 o AAFRO 520 (ALEA T —
%), 109.2. 9.3, 9.8, 11.1.5 Z&]

16.7 EMHEEIER
fRERER N, eSS LB (A RTE. A RMKE
B WM PERE S KEHIR) ARG LA E R o
FHRERALDTICRYT WMEAT—%),

16.7.1 U AN K> OEYBNRE IS T 2 MmF D
Bg]

(1) AIVNTEEY
WA SHAE R F 11 B CYP3AA FEMEHE AT B AN
~ ¥ ¥ (400~1000mg/ H FAEHS-) & 1) A1) K (6mg/
HREE#S) 2475 e 4B Lz X DB
(JARY) R+ 9-L FaF ) AR K) Il
Z. JANRY FUHMERG L2 E LB L THEICET
L/f:3)o

2 NaxteFr
AR RS 12601 CYP2D6 HEEH 2 A3 580+
tF > (10, 20 K O 40mg/ H KiE#HG) &) Ax1) R
(4mg/H BB S) #PEH L7z & & TGMEHD O % IRAE L
BFAL NI 7ESFNLZFENLS, 1.6 ROV 1.8 5 LA L7722,

(3) ®IWrSU
A JIRAE XA e A I s 3 11 112 CYP2D6 Fi
EER 2 ET AN 5~ (50mg/HEHKS) &9 AR
) K (4~6mg/HAEHS) A L& &, EERGO
MR ARSI % TS o ze T2 2V b
51 ¥ % 100mg/ H I2B& L 7238 Tld, iR oIk
FEIZBIT A T 7D 15% L5 L, 150mg/ H ICH&E L7z 2
BITlE, FI2I 36% M O 52% 5 L7218,

(4) ZIWVEKRFHI>
WA R 11 B CYP3A4 J 0° CYP2D6 FHEMEH %
HTBH7IVEFS I (100mg/ HEERS) &) 2~ R
v (3~6mg/H IAERS) =B L7z & & GRS o 1sE

RS PERISRIA R RT & o, 0. TR FY
3 0% 200mg/ HIZHI R L2 BETIX, U AR FYOEHR

REEICBIT S+ T 7MHA 6% EFH L7275, 9-L Fax )

E/
%

[10.2 &

N F Y QMR R E RS o721,

5) A hZaFJ—I
AR RAESRE 196112 CYP3AL THE/ER #H 3564
a4 — ) (200mg/ H B ig#:5) &) A1) K (2~8mg/
H %5 #0000 L7z & & O OERIRREIZ BT 5
kT 7% 65% 5L 725,
(6) NZINIJ
EREBERN 12 6012 PHEEHHEER G T A2 XT/83 )L
(240mg JE#HG) L) A~ F¥ (Img HAF%S) %061
L7z & X0iFH R @ Cmax K ¥ AUClE Z 21 1.3 45
TN 1.4 B L 722,
16.8 Z Mt
AR FU8E0.5mg [ 7 ANV] 122\, [GEEL 5
ROFEIZEA O LY EWESEERBE 1 91 2 CFRL1S
E11H 24 B SEAFREIEH 1124004 5) | 2o E, VR
N R Vg Img [ 7 AV | wfREHI L Uiz b & BIHEE)
PRI LI S A, EWERIIC SR & A Sz,

17. BERREIE
17.1 EERUREMICEET 55 5%
(IREKIRBE)
17.1.1 EREERRER

FEIN CHEM & N7z T EE R 2 &G aat 727 ek
VF % BRI GRER O A . A B TERF AT SUE B 722 29 %
S L E o ERIL51.5% (372/722 61) THo7z0 F
7o TEEHLEGRIC X o TREEFREICHT 251 2x)
K oFHEIRD LN TWA,

PR ETA R S AER] 7237 Bk 429 61 (59.3%) (ZEIEH S
HOOLNTz, TARIDIE, THYIT 1248 (17.2%) . E
i 02 B (12.7%). SHleatE: 31 61 (4.3%) . ASARAE 92 f1
(12.7%) . o5 lEl4E 84 B (11.6%). WHEE % 82 1 (11.3%)
’C“;)O 7:22)~31)0

E) ABHBENDOY AR Py 2 FEG SN BEEET,
CANREAOBBANY b T LEICHES BRI
17.1.2 ERE MIHEHER

DSM#ED -IV-TR 2 & ) HEAMEREE & 22 S v, Sl %
B 5EE G 18 MR % RICEN CEM L7
MRS O —FEMIIIC BV, 7T R T A1) Ko
(A 15kg LI F 20kg i 0 0.25~1.0mg/H . 4&E 20kg L
- 45kg K5 :0.5~2.5mg/ H AE 45kg YL F:0.5~3.0mg/
) 251 H 2 [\ 8 BT Sz,
FEEEFMIE H CTd 5w - MikE (LOCFE2) 128175 ABC-
JED WA T A — VA AT OR— AT A ¥ b DAL
BIXTEOEBYVTHY, 7T7REELY) AR FUFHOIL
BBV TR 2 B EERO 51 (p=0.0030. 3k
BEEGHT) 393,
CEEMY (8EM) 2B 5 ABC-] BUEMEY T 2 — L R
AT DN—AF A »pboEbiE (FASEY, LOCF)

ABC-J #4514
FT A=) b
- Aa7r
P ?;Eg e | TTeREEE DL
=2 | e |94 [ wTem
T4 v | FHliEE | 2250 DR 7= p 1t
ZEALRE | 95915 HEIX ]
794 | o |205% |247% | 2.8% ) )
AR 52 | 9.47 | 6.62
YA 98,2+ | 18.5% | 9.7+ 7.1
%_} 22 s L1057 | 7.20 | [-11.6-2.6] | 00030
SEIfE + AR

a) HEEZHT. N—2F 4 O ABC-] HUEMY 7 A — Vv 2a7
[ R VA i/ i
CEEBRMOK, U AR KU R 48 ARG L - B S
WIZBIF 5 ABC-] BB 7 A — VAT T DONRN—A 54
UhEDBLRIITEROEBY) TH o7,

E%51 (48 A1) 12817 % ABC-] BIfEEY 7 2/ — )L A

AT DON—AF54 b0k (FAS, OCHED)

- - ) AR R BRSO
R N 1 .
7T X REED S OBITHI Bl
ABC-] % | R— 25 4 | ABC-] B | R—2 5 4
W72 Ve | W7 AT SIBD
—VZAaT A= —VAa7 ZAbs
N—Z | 24.5%9.73 B 19.8+10.65 B
FA4 (17) (18)
gugp | 12:9£9.90 |-10.8%10.47 13.7+10.46 | -5.8+8.75
¥ (16) (16) (16) (16)
oqygp | 12-8%9.90 |-10.9=10.76| 13.129.67 | -6.8+9.65
v (16) (16) (14) (14)
sg s | 11.6%8.18 |-12.5%10.32| 12.6%9.84 | -7.9%9.18
= (14) (14) (12) (12)
SR | 13.1+8.31 |-11.4£10.70/13.0£10.28 | -6.8%9.70
(LOCF) a7 17 (18) (18)

Ml + a2 GRBIED

a) FEMWHE G- oG ERSE IR A B G

7 1) American Psychiatric Association CKEFEME#S) @
Diagnostic and Statistical Manual of Mental Disorders (ki E o
W - #ERE~ =2 7 v)

i 2) Last-observation-carried-forward (LTI 1% S 72l <l
fiti % i 5e)

7 3) Aberrant behavior checklist-Japanese version (F#TEIF =
v 7 ) A N HAGERR)

12 4) Full analysis set (5RO ENTRT R AER)

1 5) Observed Case (1% S M7zfl. KMEOHTEZ L)

ANBH o | BEREE LD SRl AT A ER R R L
L 7z EWEE RO ZEE RPN B0 2 8IERH 1Z 21 fil

EN

Rz

S



14 61 (66.7%) WO NIz ZDF 70 H OILMER 11 6]
(52.4%) . ERITHE S B (23.8%) . ARSI 4 61 (19.0%)
HCTHhotze Tz, BIBGMICBIT L EIEHIE 35 Fld 28
Bl (80.0%) ICEDH BN, ZDO T4 b OIZMHEIR 17§
(48.6%) . fREBENN 12 1] (34.3%) . EHKIUHE 9 B (25.7%) .
m7UT s F ME 46 (11.4%) EETHh-72%

18. ZEHEIP

18.1 fEATRF
ATEYSEBE IR LZ M ERROK R L ) . EE LT R/83
v Do ZHEREPEM RO T b = ¥ 5-HT2 AR

&S WRMERORATIZL2bDLER 5N
23035
18.2 ZEIE{EA

18.2.1 HiK/NI 2 EH

FR3 Y Do ZHFMFEPUEHZH L, 9y b CTT Y724 3
CAET AREIT 4 VKD R S L B R FATE S
DFTENVEAL 2 RIS Lz ZORE I3 T RY
F—)b & S L IZRRiiun 2 LR S 723,
18.2.2 HitO = 1EH

‘o b= 5-HT: H5EEPUEREE L. S T 7
IR AZAN) XD FHE SN LIRS EHIR D EB)
EDITENZEAL % JIH] L 7239,
18.2.3 A& LT —ERER

Ty NTOHY LTI —ERIEHIZ »uxRY F—)L L) 55
Vo T Ty bOWN - iR (BEEE) ToO R8I v
Do ZHEARIIH§ BREEEAEIE, HEAVIRFER & DB
HWE SN TVABMERTOIMEL Y EHV, Lo
AR K=V TIERERIIBIT D56 %%m&wﬁw¢wx TS
B, o b= 5-HT: S BEEREIEAIEEMEIIBIT 5 K
I8 2 AEEDMEWT % FRA LT\ B A REMEDS S 53030,

19. B ICREY 2E{LEMAR
—fit &
1J ZA~1) K (Risperidone)
1LE4#
3-12-[4- (6-Fluoro-1,2-benzisoxazol-3-yl) piperidin-1-
yllethyl}-2-methyl-6,7,8 9-tetrahydro-4 A-pyrido[1,2-
alpyrimidin-4-one
SFR
CasH27FN4O2
SFE
410.48
i IR 7N
HE~iE A E O SEEoOBREKTH %,
A ) =)VIET Y /=99 5 REITIZL (., 2-71
N = AR THEITIZ L L, KIZIZEAEBIT 20,
BER

o=
169~173C

20. BURL EDEE
20.1 R = BEIFCTRET LI L,
20.2 NEDOFOJEDP VIR ET L 2 &,

k%22, @ik

(UZANRI K8 0.5mg [7XIL])
100 $ [10 48 (PTP) x10]
1,000 ¢ Ui, 2¥7]

(UARY K8 1mg [7Z A IV])
100 $¢ [10 & (PTP) x10]
1,000 $¢ [, N7]

(VAR K 2mg [7 AIV])
100 ¢ [10 8 (PTP) x10]
1,000 $2 . /N7]

(VAN K28 3mg [7XIV])
100 ¢ [10 8 (PTP) x10]
1,000 $& [, /N7 ]

(UZANRY KR 1% [ AI0])
100g [k, 737]
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