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FAEIZHES T, 1A dmg, 1 H2[AIBEZBEOEEGE X VBB L, RAIEETDHIZ L, RAlhL 70
F o U RN ARIAI AT 0 B2 AR, ROEETERZNCEIY B2 FEETH 508,
BEOREBESBET L2 L, UVRBRZICEL T, et ot U RIS o TR
g OHAEBEBICHEZRINT 22 L, ok, R T a1 R W LA % [F] 5 5]
WCRGTHZLICEVBERGIIRLRVWEIEETHZ L,

(fifEn)

7.1 NEHRAKIVERE 22X L U BEEEER L ORI 535k T, BREEMAE 1 AR R L
TEBRE D2 BEMEN TR SN TWARNWI L2 E 2, #HETHHADOBRICONT
TEMRS 570 L,

72 RAZBOWTARAINS 7ot o ) URERIEEI~OE 0 B2 HEix, 7 arrtv ) URER
ISR DOBRIR A A BB IRINRT 2 2 L, 7 uFd ot U U RIS T/ NI 53 2 @i A
AN
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[7w )t ) U RERIRE] (n )t T —7)
)]

B SIIRMSGE  BRRAE (—Ek

17.1.2 BNE 3 HHEHERE5HR

EN O IFTVERE 2RI, AFI~OEHY) D B 212 L 2IEEH 52 @ R W& G RBR & F20E L
72 (1 H 11[8], 40mg. 60mg 31X 80mg DM EHIEE)

(FFHE)

2B, v U EEHA 6 BB G RICARBIAA 2 BME Lz ak— N Tk, FRICRTHETE T,

VEEDNDARKINGI D B2V [7.5H]
0 ) BRI G AT BR AR RE AT &
8mg/ H 40mg/H
12mg/H 60mg/ H
16mg/ H 80mg/ H

B, Tutre) rolTREAEMERFTLZLAENE LT et U R BRI R K& O
AR PRS2 2 LITRBERGICER D, EET DI L,

5. BRPRRLIE
1t U BEER O R R S OIS IR B A S O RS R A lik L7,
MEERT—4/\vH5r—2
[Hk ]
EINIZIB W TARE OB M ZRGTTT D 72O A RIHE RS 2 I3 L - BRRBRIE, —HEER
FemgiER 2 3RBR)  —REERRE QR KUORMRGHEE GREB) o07HBRTH S,
e PR AR OB B 2 IR IR T,

45 RER4 THA 5 N Huhik

# B ) G | TERUIE L B
T W R R
o5 IUFH 3R P N
(rmsy ey | SIEAIECEER ] SEHNITE og 8 i
[AD5423-301-5]

g | B R N

| ()% ) R G DO Y 8 31

é [AD5423-308-17]

G| R (8 A —7 2 #ER)
ATHAZE O AR R F—T 2~20mg/ H .
[AD5423-201-2] (72L) 1H 20 80 1 8 B
TIN5 1 AHERBR F—=7 4~24mg/ A .
[AD5423-202-3] (72L) 10 2 140 B 8 1
EE SRR (1) F—7 4~24mg/ H ens

g | [AD5423-203-4] (72 L) 1 H 2 5141 26~60 @™

o] B 5RER (2) F—7 4~24mg/ B eas

#| [AD5423-302-8] (72L) 1H 2 61 %1 26~56 @M

5 B 58 (3) P— 4~24mg/ ‘
[AD5423-302-12] (72 L) 1A 2 32141 26~56 @M

#1: BYIE THARBR CoOBREHIM L2 & Te

- 11 -



[/hIE]

R
BRI, T O B I RAE
#H (BT 2 THA AR OHE AEAm B ﬁ@@ﬁi@@ﬁ
M | EAE ISR, % % 2 [ TR (6 W) FAS : 150 7
WRAEHRER 75 & R 75K, 8mglH . 77 R R AT
(D4907001) A N4 16mg/ H 8mg ¥ 51
“HER BATH kE2® 16mg ¥ 52 i
AT HE R Hei M) 7 7ER, e 2P O O O
8mg/H. 16mg/ A ££[H : 151 #i
S B REFT AT 52
1 H 2 ER&HXDS £ 101 4
ENEMR R | ZhiItm 523 [ e 2P
(D4907002) ST R 4~24mg/ B T H £ 106 1
IEER 5 S REFTAM T 52 O O O
TR ek v 1 H 2 ER&HXO#S A5 : 103 fi
(2) BRREIE A ER
%1 AR

R A B & % BRI B A R OSSR % 502 K D 2l NS Ehe 2 a4 5 BT,
ARY R—L xR e U THERIEIC LV RET 258 THEERBRZ 5 L 7o, RAENGRGL T,

LRMEZ RS L2 HWE  (R# 0.04~4mg, /e Y F—/L 0.25~3mg H[E$# 5., AHA] 1mg,
oY R—bimg & 1 H 187 AREIERE) L,
ZORER, BEELAEFESR, HOVIERGTILCES>T-AFERELII R, BHEENE N> =0
iR, REE, EHE, R TH o7,

) ARBOARRINZHEROCHEIT @, fAIZE7er &L TlEl4mg, 1 H 2 BIEEZED
BEIVBRBL, e RS S, MRS LTLH8~16mg Z 2 BT TREZRNEET S, 72
B. El, ERICEVEERET 5., 1 BEIX24mg 2B 2RV 2 &, | Thb,

Q) AERISERFAER
1) AT AHRER

M E RAAE B 81 Bl &2 BRI, ARME,

LM R OHERI S 0 5 B M &2 et 25 B A TR I

FHRREBR 2 FhtE U7=, 2mg/ H 2> 5 B4R LIEIRIZIE UC 20mg/ B & COFPH CHAJ (M skliE 2~4mg/ H)
L. 1H2ENZ/EILC 8 M (FiH MM : 6 i, DIRIXEdEH &Lk s) &5 L

776

ZORER, AIEIZOW TR SRS RN 48.1% (38/79 ) RN A BTz, etk
WZOWTEFFIC R Z e EIE A O T, SRS REIER X ERPUBHRIE L 0 e LR S
72 E7-. 20mg/H £ TO®HPA CEWEH ORIUIH EKGFN2 L O TIE/AR <, 24mg/ B B3 &5 iz
JEFTH-2BIER b AL D-T2Z e b, AKHEELZ 20mg/HLUL EE T A2 EHR[EEEE XD
iz,

v | O mmwar | rx [mmmie | TOE | wmmie | aer | e | s
&:’ lu‘{t
8 30 17 7 7 8 2
101 | @80) | (215) 8.9) 89 | w1 | @5 & ! 48.1%

#1 . PEEKED EOEF ORI
#2  HIEARRED 1 B & BRSM L CTHI (38/79 1)

% (%)

1) AANOABSNIZHELROHER EE, RAZE7er v LT1E4mg, 1 H 2 BEZRED
BHE X VBB L, RalcfEd 5, ML LT1H8~16mg % 2 By TRBRO®RET 5, 72
B, Flih, ERICKVEEEERT 52, 1 BRI 24mg 2B AW &, | ThHD,
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2) HRII%E T AR
WA IAE B 149 Bl &2 Xt 5, AohtE. etk ALK OFERE A2 R 2 B TR T
RBRZ i U 7o, RIS TARRRERAS 2 JE2, dmgl B (BIVAWEGURT RS SR O RIS U 8mg/ H
AR AL, ERIZE U T 24mg/ B (RIS AHRERIF O @ &) £ TOFFH CHaR
(EEE 4mg/H) LT8R (Ed M Ematig - 6 B, LURII=EM & A2 keiy) 5 L,
F O R, B T R IT 48.6% (68/140 f5]) TH V. AFL 4~24mg/H THETHDH =
ENFERENTZ2N, Amg/ B 7> B BIAE L 72 JER TIHERBALIC L 2B G- FIERNE -T2 2 &b,
X3 B#PHIL 8~24mg/H TH D &z bz,

RMEIZOWTIL, 4~24mg/H THi S

FIE IS DR & L TRE REITA bR - T,

L B e I e
15 53 29 16 8 8 11
(10.7) (37.9) (20.7) (11.4) (5.7) (5.7) (7.9) 140 48.6%

% (%) #1 . PEESED EOER OFIE

) ARBOARRINZHEROCHET @, fAIZE7er &L TlEl4mg, 1 H 2 BIEEZED
BEIVBBL, e RS S, MRS LTLH8~16mg Z 2 BN/ TREZRNEET S, 72
B. . ERICEVEEEET S, 1 BEIX24mg B2 RW2 &, | Thb,

(4) HREERIERER

1) BEhMEHREEEAER
[HA]
O ENFEIFERR () ARY R 26k e Uz ZE 5 EiigtER) 2
KA RFRIEERE (15l b)) 302 il xtgis, U ARY RUARRIEE U CHEM 2T 2558
A — 8 S M sk & 20 L 72, EERFTE B (XA ERFIRF D PANSS ARt A a7 2k L, &
FIDY ARY R AT HIELMEEREE L 7o, AAIL 8~24mg/ B (BAEH & 8mg/ A . HEJRUNE 4mg/
H) . UANRY Ruid2~6mg/A (BAtAA & 2mg/B . BEEME Img/B) % 1 B 2 BN CTRIE#R &
Ry B%IC MR ORE LT,
FORER., RANIDOIALEHHRFD PANSS 65 A 2 7 2L B3 —11.1+173 TH VO, RAFEEGELE U A
ARY RUFREREOED 95%EHEIXM (—4.40~3.48) O TR, TORELEZHFEETHDL—T % 1
[Blo 72720, AAIDO U ALY RoAZKHT D IELVENKREES N7z, Wit & b RofEREfiRED PANSS A5t
FOETORER A7 X#ERTL D &#E L7 (p<0.001, Wilcoxon O SAHIEMRE) .
BIVE A IIAR AN 58 Tl 156 619 148 5] (94.9%) (2 824 fFRELL . ERRIER XA 7 Z 7 F
BEAN (45.5%) . EEIFEE (35.9%) . ARHEE (35.3%) . iRk (30.8%) . THI T (28.8%) & T
Hote, UARY RUEGHETIL 145 B 142 ] (97.9%) T 769 {5881 L7=,

@ ENEIAERE (oY =)L a2 RS Uz T HEREER)

RAFARFEESE (16 LA E) 265 flaxfBic, ~uXY R—/L&xtiR#E L U CHZIMER V24t
REr 2 H I EE R 2 I 06 U7-, EERIE B I3 A DS i ik i T Y
R— KT 2 IEL A BRGE L, RSN RRIEH I BLEIS CORRI I 21T - 72, AANZ
8~24mg/H (BAtAH & 8mg/H . HEJEIE 4mg/H) . a2~ F—uid 4~12mg/H (B4R A & 4mg/

H. E00E 2mg/H) % 1 B 2 [EN243 1) T 8 M5 L=,

TORER, REERBGEE BT puaER (PEESGED L) 13, AFIE G5 61.2% (74/121

) . el R— LG8 51.3% (60/117 ) T, N T 4 F v v 7R (J=10%) IZL VAR
FlD XY R—= /U39 HIELVEDRRGE S L7e, MRt & b BfEFEMRE D PANSS A3t TR
FERIA a7 i3RI L D L2 (p<0.001, Wilcoxon DIENFIRE)

PANSS &t A a7 Z L &EIZOWNW T, AAIBGREN —10.0£18.4, XY R—/LE5REN—7.8+

18.2 LIFIFFRE D EE R LT,

BIVENIAFIEE T 129 1+ 106 il (82.2%) (2, /=~ U R—/ L#ETiE 132 5+ 110 1 (83.3%) I
UL, MEEORIEHRBEISIXRBRE Ch o7z, HEARIERRIERRBBLEIGIIAFIR a XY R —
JZHEARBEREIIRLS , FriCiREk, 70 o 27, EEERILEORKBLEEG N ~xa XY R—/L XY K)o

77
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U ARY KL o ik 2 NEARY R—)L & O ER 3
A YRAY Ry AH AR R
PANSS & 2F 2 o 7 25L& @ —11.1+17.3 —115+17.4 —10.0+18.4 —7.8+18.2
(FFAT 41450 (156) (144) (114) (111)
SRKIE D £ 0> 95%1E FE X il —4.40~3.48 —2.61~7.00
SR 51.0% 56.6% 61.2% 51.3%
(WpEs et Ll oo BIBYELAT 5 (79/155) (81/143) (74/121) (60/117)
AN 720> 95%(E FH X —5.7~16.9 —2.7~22.4
¥ 1 H R 16.3mg 4.0mg 15.8mg 8.1mg

a) FEE £ AR E (R 22

7£) PANSS (Positive and Negative Syndrome Scale
A KREDOTHMEREDOO LD, LLFDF 30 EHEAE 1 (ERARL) "6 7

s BE - BEMERER AR RUEE)
(REE) £TO7BEBTIHMES 2 b0,

B IE RS MM R B R B R
=4 TEE DR DSUE NERZIEBENE
WEomaE:E |FBHNOoEIbY N ESUET
MR L7 |BustkoEE FRERK HEOmRE
BifE SEMEESRETICE 220 E 50 Bk I 71 & ek o K
EPNs FlGe i JE o IR B HIEHE & R ARRLE HEOEE
gL REED A FEME & P & o ) oo TEFEME D FR AR E
HE wRES BUENE BIE: A
FEW I B £ 72ethx ElkE
) AHICH T 5w F=LOFRINIZAEROHEDL ey F—L e LT, @HEmMA L H 0.75~

2.25mg M SR,

BrxIZHET D, MiFEL L T1H3~6mg 20K 535, ok, 4, JERICKVE

HEHT 5, | Thb,

(/]
OEWNENARRER (FREEAIRER) 49
T OB | BE (12~187) ORMERMERE xR E L, v) 88 Xk 1omg/ H % 6 5 L7-iFd
H OB | AEHCOW T I RISk D 2 e 5.
BB LR, o RAIE, T4 Mo, “EER. WTRREE
THA
12 3% 0L 18 3 LA T OFE A KIE RS (7 v X AMeEiviz) 165141 7 Z &8 47 #, 8mg ## 51
— %, 16mg #¥ 53 i
? FAS [Z-2— % F 1 > PANSS #4372 1> 16mg B 1 il % Bru 7= 150 6 © 75 & R EE 47 ], 8mg B
51 41, 16mg &f 52
1) Diagnostic and Statistical Manual of Mental Disorders, 4th edition, Text Revision (DSM-IVTR) D2t
FEHEI S MBI L 2 S 7-A%E (MINI INTERNATIONAL NEUROPSYCHIATRIC
4 7 INTERVIEW for Children and Adolescents (M.I.N.L.LKID) Z ##BhA9IZAf )
. e | 2) A7V —= T OVEIRWIBALARTO PANSS A2 =27 60~120 ¢ CGI-S #Ffhi2% 3 (Mildly)
4RI Y .
PL o BE
3) [FEBREREOEERN 12 Ll E 18 WL T 0B
1) v B BEDEERITHE T DB
2) EMREERE, BRMEC AR VT, RN LU A RO EAAE, BEEERIERAE, IHIEARAE .,
B ERIRIMARAE DA PEOTREE RS & 5 B
3) N—=F Y IFDORE
* Zi4)&m#t/@%%ﬁ#%é$% NE, A7V —=2FEORT 14 (365 H) LINIC 2 FEEll b
B A I i DY E -+ BARA L T H MR A U E U Ze o 72 & TEBR BT EE R X TR 5R 50 1 & Fifi A3
h I U7 R
5) A7 V—=Z7WORI3 #» A (90 H) LINIZHIEMEIRO T RA] (Fgttilg) o5 %2 %17
7R
6) 7rFrt) LV OREEZTILIEOHLBE
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RS (6 W) ]

7T RR, AHKl8mg Xix 16mg & 1 B 2 B4y T T, SRE LY RBEIC 6 BRI O 5,
(8mg B : B 5B S 7 HEIX 4mg/H., 8 H H LI 8mg/ H

16mg & : #5BRMES 7 HRElIE 4mg/ A, 8 HHE S 7 AR 8mg/H., 15 H H LA 16mg/H)
(BT (R 238R) ]

AR5k . o o P , e
T BRI TH#, RMESRBA~OBITEHE LTZEFIC OV TREN LM CARE &Y,
(7T ®RBE: 77 &R, 8mg # : 8mg/H. 16mg #f : 16mg/H)
[(Feemigdy (1~2iEmH) ]
BRI T, R GRBRA~OBITEHE Lo o BE OREL B
<AzhtE>
1) EFEFHMEEE : 1P 6 HIFFD PANSS Ait A 2 7 2k &
2) RIREVFALEE -
- A& R IRE B OV RFAT R 0D 4 5
PANSS 7 2 7r — W BIIGEEA 2 72 L&, PANSS 5 K& T ARG EN A 2 7 & L&, PANSS
JERBIA 27 2 &, PANSS 2 27 O'Ef#EZ . Clinical Global Impressions scale-Severity of
lliness (LLF, CGI-S) A =7 Z4k&., Clinical Global Impressions scale-Global Improvement (L4
T, CGI-l) Otki#E#H, PANSS responder (PANSS G5t A 7INR—RF A4 2 L0 20%LL ik
ELILBE) OfE
- AR O PANSS At A o 7 B L&
- ARABG-BRMA B 2 DIREMI O R IRIER £ TO HE
B A
¥ 1 2 <ZetE>
AEEZLORWEMORBETIG, BRI RAFEERORIRES
- I REREAMIRE Ko OV A IRF 5] 0D 45 5 Al
Drug-Induced Extra-Pyramidal Symptoms Scale (LLF. DIEPSS) &FtA =7 (MHEEIEE A FR<)
Z5{ . DIEPSS SEIRBIA 2 7 B L&, Fioi—F 0 Y v HoPA%I4A . Clinical Global Impression
of Suicide Severity (CGI-SS) 2 =72k f & B L#E [CGI-SS DEFOWEIRIEN 6 (Much
worse) XX 7 (Very muchworse) (2725 7-#BrE OEIG] | BRIRMRA - A Z P10 VKD
BEOELE, DERFTREOLER T A —2E{bE
<FEWEhE >
MR 7 a2l R
<At >
1) EEFHIEE : IAHEH 6 EED PANSS A8t A 2 7 A&
N=Z2F A4 b 6 %D PANSS it A a7 ZbEIFKRDO LB ThoTo,
PANSS &it2 a7 77w AR L DL
. " . _ h 6 BZRICBITD
LRt (RS S G Z y
N5 A e DL Y M 2= -
7B ORIER [95%(5 i1 [1] p
ERIE + RERERAE | o IRPAE + fRYERRE
77 'R 47 89.8 +10.41 -10.6£2.78 - -
8mg 51 86.5+ 13.53 -153+2.76 47 0.230
[-12.49,3.03]
16mg 52 88.7+ 13.81 20.5+2.71 99 0.012
@ m [-17.61,-2.25]

a) BEENREBGRE, PR, N—2 T A AER O 58 & TR 02 BAEH & S48 8 & 32 MMRM
(Mixed Model for Repeated Measures) | & % fig#T % 32kt L 7=,

b) FH—EMt L LT, 77BN EARFOEE RF 8Smg B & 16mg FEOPFERE) O Lb# & A B /K ERE 5%
TV, BEEPRBDONTGEICOA, BB E LTRSS HEREL 77 2R B & ORI 2 HE
IKHER] 5% TITH 2 & T, MEOSZEMEZTE L, F—EMOT 7R E ARG L OIRICE
% p fEIX0.032 THHoTZ,

2)  ENRHIFEAGIEE -
- Bok&EM: (LOCF: Last observation carried forward) @ PANSS 7" 2 7 — L BI& 52 2 7 28k &
77w Rt 8mg #E, 16mg HEDNEIZ, LITFO@Y Th o7 CEHE R ),
PR~ 27—/ —2.1+583, —3.6+6.23, —4.6+5.27
FatEfEfkY~7 2 4 —)L —2.7+539, —3.4+451, —4.6+4.70
WA KRS 7 2 —/L -56+12.45, —6.8+8.60, —8.9+-10.19
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- H&ETEES (LOCF) @ CGI-l tiER
CGI-l1 231 (Very much improved) XiZ 2 (Muchimproved) 2725 72fBF OEIATX,
77 v AREE, 8mg B, 16mg HEDJEIZ,
17.4% (8/46 f51) . 35.3% (18/51 %) . 42.3% (22/52 ) TH 7=,
- A&FEMIEE (LOCF) @ PANSS responder D4
PANSS &8t A 27 NdiE LIz BEOFIGIEL. 77 8AREE 8mg BE, 16mg BEONRIZ,
20%LL FokE L7- BE OEIA 53.2%., 54.9%. 65.4%,
30%LL Rk L7 BF OEIG 31.9%. 41.2%. 59.6%.
40%LL FokE LI BEOEIS 19.1%, 25.5%, 48.1%.
50%LL ok Li-EOEIS  12.8%., 21.6%. 30.8%
TR RBELE DA v Xk (95%CI) (X, 8mg &, 16mg BEDJEIZ,
20%LL ik L-BEOEIS T, 1.10 (049, 2.45) | 1.68 (0.75. 3.78) .
30%LL ik L= BEOESG T, 1.52 (0.66, 3.51) . 3.17 (1.39, 7.26) .
40%LL FekE Li-BEOEIA T, 155 (0.59, 4.10) . 4.08 (1.63, 10.22) .
50%LL ik L= BE oEIS T, 1.97 (0.66. 5.87) . 3.09 (1.09, 8.78)

3) ElmBloRBRIRNT (BRZRAIMENT)
15 mERliE. 15l FOBEFEDOR—2F 0 b5 6 1% D PANSS &2 2 7 &8kl

RDEBY ThoT,

PANSS Gt A =7 FSEREDE
i = s Beh 6 H%RIZBIT S
S Bl | I WmRIAY NG S DI /NS E
[95%15 #E X M)
EE + RS | R/ SREME [95%E X ]
15 %A | 77 'R 14 85.4 +8.35 -5.1 [-15.15, 4.88] -
8mg 16 81.5+9.87 -8.0 [-17.56,1.51] 29
[-16.73, 10.95]
16mg 16 86.9 + 11.80 -26.8 [-36.23,-17.43] 21.7
[-35.42,-7.97]
15 E | 778K | 33 91.7+10.75 -13.3 [-19.73,-6.78] -
8mg 35 88.9 + 14.44 -18.5 [-25.01,-11.92] 52
[-14.42,4.01]
16mg 36 89.4 + 14.71 -17.6 [-24.06,-11.14] 43
[-13.49, 4.80]
a) FEENREBGRE, FHMORE, RX—2 T A AR O G-7 & TN O L BA/ER % 4 8 L 95 MMRM
W & DA 2 SN L7z,

FIBAEMER] (13 mkli. 13mbLF) DBREFONR—2F 4 b5 6 8% D PANSS 532 a7
TAbEIE, RDEFBY ThHoT-,

PANSS Ait2 =7 TR EDE
v "« . N #h5 6 HZIZHIT S
WP | BRGRE | B N—=AT A N AT A s OB o/ T E
[95%fE X ]
SEEIME £ R | oD SRME [95%EHE XM ]
3R | 7 78R 15 86.3 + 6.65 -12.3 [-19.40,-5.11] —
8mg 16 80.4+11.37 -10.7 [-17.95,-3.43] 1.6
[-8.66, 11.80]
16mg 21 83.3+ 13.24 -21.6 [-27.82,-15.37] 93
[-18.81,0.14]
Bl | 778K | 32 91.5+11.49 9.6 [-17.29,-1.88] —
8mg 35 89.4 +13.63 -18.1 [-25.68,-10.52] -8.5
[-19.33,2.30]
16mg 31 923+ 13.16 -19.6 [-27.67,-11.58] -10.0
[-21.18,1.10]

a) BEMREZEGHE, FHlR, N—2 T A AER OB L Al O 22 AEH 2 3628 8 2 4% MMRM
12 & 2 AT A St L7
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<‘ZZaME>
BRI OBIEMRIL., 77 vREE, 8mg BE. 16mg BEDIEIZ,
25.5% (12/47 5l) . 54.9% (28/51 f) . 75.5% (40/53 f3il) IZFB&H bz,
ERIER (77 24R8E, 8mg #. 16mg #f) 13X,
THIYT 43% 24#1) . 13.7% (761 | 32.1% (17 i)
fEEAR 21% (A #) . 13.7% (741) . 17.0% (9 4)
A=/ sk g 21% (1) . 9.8% (Bl . 17.0% (94l
m>raeZ 7 F U 8im 21% A6 . 5.9% Gl . 13.2% (7 #i)

PR 0% (Of) . 9.8% G . 9.4% (54])
DA R=7 0% (OF) . 2.0% (AFD . 11.3% (6 H4l)
EETHol,

HERRIEML LT, 77 2B LI TRAKLIME, 8mg #f 1§l TEBAKHTED b,

15 AR O EBHE (46 ) ORWEAIX. 77 &HREE, 8mg #f. 16mg FEDNAIZ,
14.3% (2/14 f51) . 56.3% (9/16 f3]) . 81.3% (13/16 fil) IZFE& BT,
15 R & /N EBE 2F CRWERARBE G ZRIIRO b ho T,

2) &M ER
[H ]
OENE##EHER (1)
BN A RTRE BT (16 sl 1) Zxtgic, REIGRORMNE, 2tk O HEZRET 2 8
MG, B TARRRER ) Dk L CREIE 5B 2 324056 U7-, %ME ITRRBGSREED > 6, FA
ELTHEELEL FOSRSEE LR L, DO S b RFICRIE O &I ST RER] % x5
& LTz, BEEFIEIIBIE WAEEAER & Ak, BEGHIMIE 6 » A~14FME L, 561503 52 i
T, D5 H6 » ALULERG EINIEFMN 37 H1, 12 5 AL ER G S NTIEFIN 9 FlTH - 7=,
FDOFER, EWRTGEE O R SHTR I 2R 1T 60.4% (29/48 f5l) Th - 77, BIVETFRBLEIA X 65.4%
(34152 ) TH V., Z DD HLEHERIKEREINER I 46.2% (24/52 f5il) (23RO BT, EREIERILT
BT (28.8%) . ARERSE (25.0%) . #E¥EE (15.4%) . WREEHZ (13.5%) . fHAR (135%) . A
FEREIE (11.5%) . f#f (11.5%) . O (11.5%) % Th o7z, iELZe2E X TEWERZ2 L) KO
MRERER® O GBI | 25721 50.0% (26/52 ) &A1 AR THRED
47.9% (70/146 f5]) CIEIFFEEEDOME AR LT,

OENESEGRE (2)

KA RTRIE RS (16 Pl b)) Zxtgic, BB GROLZ MR OEIEZ KRG % B CHEE
L7-. 8mg/H2>BBAMG L. LAt 8~24mg/ H O FH Culd T (HEJliE 2~8mg/H) L C1 H 2 [EZ%
T, 26~56 B G Lz, FAlE U TARKIHEAIR G 2170, JUBMREOF XLz e L
7o WMEGHEIL 61 BT, D HH 28 MLL EFRE INTAEFIN 48 ). 52 B UL EREE S LTz ER] D
BHITH-T,

T ORER, R B TR 68.3% (41/60 ) TdHho7-, BIEFARIEIAIL 72.1% (44/61
#Bl) THY., WELEE I TRIERAZR L) RO TRERWERH Y GRBRik) | 2bbil-ZwaeR
1% 28 H %, 52~56 H 1%, HALFHIFFCENEN 52.1% (25/48 f3]) . 52.6% (20/38 f5]) . 48.3%
(29/60 ) T o7z, EREWERIZT I PT (328%) . MH 70T 7 F 8N (295%) | IRk
(21.3%) . RHRAE (18.0%) . fHHR (14.8%) . IiE (14.8%) . EH#fEIE (13.1%) HTh-o7-, 28
W% & 52~56 % OLERITIFIFIFRED 2~ Lz,

OENEHE R (3)

AR RFRIERE (16 bl b)) Zxigis, B GREOLZ ML OAEIMEZRETT 2 B TIHEE L
7o G HEITEMZRGHEER 2) LREETH-7., PUSIHIREONAZ 7 & Lz, B&EGHI%I
21 BT, FDHH 28 WLL LG IHTZGEFIDS 264 B, 52 LA EFRE X7 EBI A 155 T - 7=,
FOFER, R TCEE USRI 48.1% (153/318 i) Th -7-, EIVEAFBEIS 1 68.5%
(220/321 ) TH o7z, TREWERIZIMF 7 0 F 7 F 8 (19.9%) . RIRE (17.1%) . 7
U7 (16.8%) . fEHk (15.9%) . fHFL (12.8%) . IR (11.5%) Z%ETh-o7-, MHFHELEETIE M8
ERZ2 L) RO TERIER SV GREKSD) | 2 HbYE a3 T 28 %, 52~56 %, HA&iT
i T ZEH 61.7% (163/264 #511) . 56.8% (88/155 f4]) . 53.6% (172/321 %) TH V. 28 ik &
52~56 H# DL ERITNFIFREDEZ R LT,
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T 156 T RH BRI BB~ O ke L 7= RN 538 (1) | SBIURERRGRBR & L TR GHR 2) ¥ &
ORMIR G 3) 7 & LT3 MBa L7z, £HBICHT 288 ROHR, KA a ik OueER
MO 1 BRGRIFRO LB ThoT,

F R ER ()P FE MR35 (2) 9 F R 55 (3) 9

—_— 3.9% 24.6% 24.6%

(2/51) (15/61) (79/321)
N - 75.9% 75.0% 51.9%

g 28 (22/29) (36/48) (137/264)
(e E e B DL LRk " 56,87 o5 59¢
AT % ~CE 6% .8% 5%

FiE) 5256 illt (12/17) (33/38) (86/155)
. 60.4% 68.3% 48.1%

AR (29/48) (41/60) (153/318)

PR L A G 14.4mg 12.8mg 13.0mg

EVGIRE S AR LR S Sl e
b)l H 2 [l e, G0 - AR5 TARERIRRBR I 2 29 6 » A LI L 14 2 » J K%
c)l H 2 ER&nfes. FEHIM : 26~56 1

CHERIEGER CHIREE - U ZAY FUs3am Y F—ov) o iRERRERER N OV R 18 GRS
B 2 BRABR (R BREEEEICB T 28EER) 1TROLEBY TH D,

R - — W R R -
T B AR (8 A — 7 5t Ei & 55
B AR EE BT iR 55.4% 48.2% 52.4%
(s ek 2= UL _E OB R F14%) (153/276) (106/220) (227/433)

[/hIE]
OENEHIE 5589
S INBOMAFFERE LR L L, 0t 88 4~24mg/ H % 52 WS LI 22t 7%
P, BBz W TR 5,
s | SSRGS, R, MR
* & | NEOHARIVERE (BRIFAERD S5 B1T LARBR TR EBILA L= 384) 106 4
1) MFERBRZ5E T L, ARB~0S &2 H8 4 5 RE
EE 72| 2) RBOBN, TSN DG « EREER R OMERMIEZE W THREEFIRER O 1R 6 % DT
R Ut T £ TITHoICEAZ 5 TEEA SO, RBRSMNCARERICL2AELEXETHE LN
mE
1) v EEDRERICHY T DB
¥ 72| 2) HEMEEREE, BRI AR R DT BREMEA L A BRSO RIRE, MR ERE . WZERE, 1
Bk o A v B ERIRIMASIE DA DFD B 5 B
3) N—F LV UEDBRE
AN a1 58 dmg/ B, 4~24mg ™ [P O CTEETHEE LT, 1 A 2 BN THle% kY
LB BRI 52 BMRR D BEE, BERII AR TV, 1 B0 EIL 4mg (1 H 8mg) #E@x 9, 1
e [ 58 12mg 2B 2 7200, HEEUTREE L= SAE. EO%RIE LRI ME - HEEETE L
AN
<AHHE>
1) BEFHMEEE R FEEE O PANSS &Rt 2 a7 Zb &
2) RIRAFEARIER -
- BORERTAN I f OV SRR 0O 45 AT
) PANSS H 7 2 o — LBIE 52 2 728 ki, PANSS 5 [KFE5 LBIEE A 2 725 k., PANSS
Al B JEARBIA 2 7 2 b, PANSS A 27 DEMESR, CGI-S A a7 (k. CGl-l D ER, PANSS
responder (PANSS A&t A a 7R _—2 7 1 L LV 20%LL kekE LI-RE) oFE4
- AR O PANSS &3t 2 o 7 b &
- AEIP5-BR4E B 0 IR EM ORKRIER £ TO R
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<ZEePE>

HEEG K ORIEHORBLEIS, HENRREEERORIEIS

- BotEREAM RS fo OV BEAMm R ] oD 4 51T
DIEPSS &ftA2 a7 (MHEEIEE #FR<) Zfb&E. DIEPSSIERBIA 27 £bE, P i—F
Y UHEOPEHEIG, CGI-SS R a7 & & AL [FEERER ORI B LG & D Ll ¢
CGI-SS O DU ERAED 6 (Muchworse) X1E 7 (Very much worse) 1272 - 7= #k5RE O E|
a1 . BRI - A XLV A2 KEEDBMI OZ(LE, DERFTRECLER ST A
— 2 b

< SRMyEhne >
MmigEF7aF o) CRE, RS M-1 (N-li=F /1K) RE

<A htE>

1) FEFHIEE  Hof&FENRF O PANSS G5t A2 a7 Ak &
FEYRGRBON—RAT 4 b5 52 it F TO PANSS AR A a2 7B {bmidkd LB T
Hol,

FEAMRE Bi%k PANSS AitAa 7T NR=Z T A D DEE
FH# 580 106 68.7 +16.01 —
R—=2F A
12 1% 95 62.0+15.26 5.6+ 11.34
28 JH % 81 60.3 £16.12 -6.7+13.51
52 W% 63 56.1 + 15.29 -9.7+16.18
S &SI (LOCF) @ 105 62.9 + 18.82 6.0+ 15.77

THE = FRYE(RE

a) LOCF : Last observation carried forward

2) EWRHIREAGEE -
- BcHEHImEF (LOCF) @ PANSS 7' 27 — LBIGE 2 2 7 & L&
EMBRGRBROR—AT 4 VinbOE{bE CEREEEERE) ZROEBY Tholz,
B MER Y7 2 - —/L -1.1+4.25 FaPEfEk Y7 A —L  -2.1+4.43
ORI 7 2 —)L -2.8+8.98
- A&FEMEE (LOCF) o CGI-l eiER
MRFE AR O VEFRI B 4G 2> B D EL#: T CGI-I 23 1 (Very much improved) i 2 (Much
improved) 278 o 7 #BRE OFIG 1L 43.3% (45/104 i) T -7z,
- ARFEMIEE (LOCF) @ PANSS responder D4
FeASETHIERED PANSS A3t 2 o 7 SMRGFHIRBR ORI — 2 T 1 935 20%., 30%., 40%.
50% Ll biksE L BEDOEIS I, JIEIZ, 75.5%, 70.8%. 57.5%. 44.3% Th o7,

3) AP O JERIAENT (PRIRAIAENT)
15 R, 15 REBA R0 BH ORI G RBRON— 2 F A > b AT % T PANSS &3t
AaTIERIIUTF O LBY Tholz,

EE 5RO
iy FEATG R B | PANSS At 2a7T | R—=ZRT7A4 U NHED
3%
15 IR A EEHERBROR—2F A 30 67.3 + 14.06 —
FRGERE (LOCF) @ 30 58.0 + 15.04 93+11.53
15 %Ll E EMEEHBON—25 1 76 69.2 +16.78 —
I #& MR (LOCF) @ 75 64.8 + 19.89 47 +17.07

FME + FEAER S
a) LOCF : Last observation carried forward

WIZEFRR (13 R, 13kl ) DREF DRI GRRON—R T A b ik iike £ ©
@ PANSS A5t A a7 2Lk D LB THoT=,

EE 5RO
HIFE Tt FAT A %% | PANSS BFt2 a7 | "R=ZAF A4 b0
2B &
13 R AT EHHEERBDON—2F A 42 66.7 + 15.83 —
B4 tii% (LOCF) 41 60.8 +18.15 63 +13.88
13 %Ll E EMEEHBONR—25 1 64 69.9 + 16.13 —
A (LOCF) @ 64 642+ 1927 5.8+16.98

FIME + AEAER S
a) LOCF : Last observation carried forward
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AF| ORI L BREEOSAITRDO LB THoTz,

B RRERE | NRREE | 1ssoki | smere | OETE IR
(mg/F) (106 1) (30 f) (76 1) 13 B 13mELE
(42 1) (64 1)
4 23 21L71%) 7 (233%) 162L1%) | 11(262%) | 12(18.8%)
6 10 (9.4%) 4(13.3%) 6(1.9%) 6 (14.3%) 4(6.3%)
8 35 (33.0%) 11(367%) | 24(1.6%) | 11(262%) | 24 (37.5%)
10 2 (1.9%) 1(3.3%) 1(1.3%) 2 (4.8%) 0
R 13 (12.3%) 2 (6.7%) 11 (145%) | 4(9.5%) 9 (14.1%)
14 0 0 0 0 0
16 15 (14.2%) 3 (10.0%) 12(158%) | 5 (11.9%) 10 (15.6%)
18 1(0.9%) 0 1(13%) 0 1(1.6%)
20 4(3.8%) 1(3.3%) 3 (3.9%) 2 (4.8%) 2 (3.1%)
22 0 0 0 0 0
24 3 2.8%) 133%) 22.6%) 12.4%) 2G.1%)
A B ERE | 96%5.12 89503 9.9+5.16 9.0+5.16 10.0 £ 511
<ZzaeitE>

BIYEMIE 65.1% (69/106 f5) 23R 7=,

ERFEWERIZT U7 (17.9%, 19 61) | #EHE (16.0%, 176#1) . A F=7 (11.3%, 12 #i)
w7 g7 FUomAE (9.4%, 10 ) | FEHEM (9.4%, 104)) | mH7aZ s F o8
(9.4%, 1041) . IR (9.4%. 10#1) . 1EF (5.7%. 6 ) HETh ol

FHEARREM L LT, RAFRBROIEHED 8mg B Th o 72 1 il THRELTENZED b,

15 i AN O B ORIEMIE 63.3% (19/30 B1) (278 biLiz,
15 A &/ N B 2 H CRITER B &1 2R ITE bR h o7z,

) AA DK

RENT-HELOCHET ek, ANLix7or ey LT1lE2mg, 1 H 2 FIEEZREARS X

DBHIA L., e ICHET S, MR L LT1H8~16mg Z 2 I TABRKROKE TS, k., FEi. IE

Wickv

TEBEWT 58, 1 HEIZ16mg #2202k, | Thd,

(5) & - JRAERIHER
AR L

(6) ;& Ao fE F

) AFtUE/HBOERMERAE (—REARERAE. BECARERE. EARKELRARER) . RE
RFERT—IN—RRE. WERTRBERABROANR

a) MR AE (1) 0

H AFN O BLEIRTE% OEFERE T ICk 1) 2 ZeM R OE LR 5,
HREH AF 2 T\ G- BRAG T D RA KRIRAE S

A R xR d 7

SiE (12K AR AE 1% 3,182 51 (H A5E B %k 3,000 f41)

AT 2008 4 10 H ~2012 46 A

(B2 HIM) (12 )

EEVAS TP

e

LA NEFAT R SORE B4k 3,130 B 730 B EIER 3 RBL L. BIFEABELEIG1E 23.32% T
Hotz, BHREEDELENSTZEWERIZT V7 (435%) . &1 7 F o MiE
(2.84%) | SEARSFEREE (240%) ThoT-, HEEARBEWERILG6  (FE22FIMER TR
Jide 71E, @EfL31F) THo7 10,

F7o, HARAREOBYREE (14ER) 12BWT, LM SaEs] 1,311 F % 421 4]
WCEIWER S L, BIEASEEISI1E 32.11% Th - 72, EHIE I T2 LW IEES o8N
RO LT, E/EORER T -T2, ROBED S TZEWERIZT ho v T
(5.26%) . EWmF v T I FUMIE (458%) | #EAIMKESE (4.12%) Tho7 W,

Hah

N R SER] 3,011 B DD BPRS Aft A 27 (44.7+15.9) 1%, #5081 (54.9+
16.8) LV AZITHD LTm, MoBUEHREDRE L R U AHIEAE 55T 5
BPRS 55l A 27 b fig#&iF (40.9=15.8) & Gal (54.7+17.4) KV ABEICE D LI (£H
5t Wilcoxon D= HHIBLLFnkEE) 19,
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EREGEFIAEOIBIFAACH . A ZWEMRNT < SUEH] 1,256 #1100 BPRS A&F A =2 7 13 &R
L., EfEA (14ER) CTLHRKEEO BPRS ARt 227 (43.1%16.2) (3#5a7 (54.8£16.6)
T EZER LT (Wilcoxon OFFBAHIENFIE) L,

b) BEGR S OB 2 R sl A () 1) 12

HE REARTE O FERE T ¢, FERIE 2 A0 LI A RIERE 26 8IC, ARtk
BohMEERET 5,
R R B AR & BT B 5509 D B5IR W & & 0F Lo & KiliE B
ATk RS W=
IE G5 UNARSE 1%L 244 51 (B AZ5RE 513 200 $1)
AR 2009 4= 4 H~2014 %9 H
(Blz2m) (12 % A)
TR et

ZARVERRAT R GUEGIEL 237 Bl 47 GHZEWEA BB L. BIEHREEEHIE1L19.8% TH -
7ro MBS B UZBWERIIT 127 (25%) . I~ Ko (25%) Th -7,
HERBIERZTMH B6H) 2o,

Hht

HIHVERAT R SER] 222 Bl DO BA&LIFD BPRS A5t A 27 (44.7+14.1) X, & 501 (53.9%
15.4) X W AEIZED L= (Wilcoxon D& BTN FIRE)

c) HIFEBNT K4 2 K fil A (1) 19

H ) WA ITWE B % R GUARKN D 2 R OF & et 5,
KGR AHN e J T B 5 BRAR T D R A TR B
TRE L H kg 5
IE B2 UNARSEBIER 172 51 (B A 55 140 B1)
AR 2009 4E 4 A ~2012 4£ 12 A
(22 411) (12 @)
o fE R et

2 NEMRAT R SUE B %L 152 B 69 B BIPER S BBL L, BIVERFRILEIE1L 45.4% CTh >

7o OB BB LEEWERIZT AT T (23.7%) THOH ., BdONT-BHWEH D% < 138
BHABIER CH 7o, EEARBIEME L TAHZRER LHEAHE S, FEBORS KT
JELDOBELEZ SNTERTH T,

B

B PEREAT X ST 144 Bl D EALHFD BPRS At A 27 (38.3£15.1) 1&, #5h1 (58.6%
15.9) LW AHEICHED L= (Wilcoxon D&% BAHIEM FkE) o

d) SR ERE S D R E TR A (R T)

H FUEIRE% OMEFEIE T T, #1525 < QB E G R IE BE 2 /50, RAIO#F 58
UL, BEMEROEEERET 2.
IO dge] VIR T ARH & B\ B G BhA T D A I ERE R
A1k MR N
JE 15K UNAESEBIER 1,174 1 (B AZAE 515 1,000 1)
AR 2014 45 7 A ~2015 45 12 H
(B1ZL1) (12 3#19)
EEVA P S e

L2 ANERHTRI GUE B4 1,144 Bl 234 BHCEITERARBL L, BIEAZBIEIA 1 2045% T Hh >

7o OHEL BB LEZBERIZ. TH2 YT (455%) . B (2.45%) . SRS RRIESE
(236%) Th o7, EEZRIEMIL 20 6 33 RICHIL L, HHGRO LILTZFRIT, T

D7 BEMEERE, MER, P LT FURRARITF BRI (%218 Thoti, EER

AN RENWERNZ 5 B 8 RICREL L, THI DT (L2 . PR =7, HERS KR

BT, ESRIE. W, HER (%18 Thol,

Hahk

NSRRI SER] 1,128 B D& D BPRS A3t A 27 (43.5+16.6) 1%, #5081 (59.8+

16.8) LW AEICHEAD L= (Wilcoxon D&% SAINEM Ik E) o
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e) BB ERATER | PR O EEEIC X 2 B IEE & G- B Oflkie ik (& T)

H RLEIR BRI . B ER 535 &2 JERTEZ IR & LT, AFIO T2 Y
FLIE RSB CREF PTRE & 72 D F Tk IENET D,

JE %R B 595515 9 41

ey g 2008 451 A ~8 A

MEROHE | RS GABRE TR O AR O B2 itl L TRAOKREGT 2, 2. HEIT 1 A 24mg
£ TOFRPHAN TIEROLITIE Ul I 5.

T7pkER LAV SOEGIEL 9 Bl 4 GICRIMEM S FEBL Lz, B LRIERIE, h 7w Z 27 F
HIM @B Ly NF IV T AT =T — BRI OMEIR (45 161, [RERD TH

ST,

f) BOERGCERERARRER | A RIVEREE 2R E LI PETIZK D RSV Dy AR SR oG (K T)

H AF % 2 WELL B Lz & & OMEERE ., MEER O TERE R Iy D2ZRE AR
PET IZ L W #itd %,

OESiEA e I aiiE R

BTV A | IEER, WX

JE %R P GSEFIEL 15 B (7 ESE B % 15 1)

52 Jiii £ ] 2008 4F 10 A ~2009 47 H

FEROVHE | PET JIERNC. A% 8mg/H. 16mg/H & 5 % 24mg/ B %2 2 BRI L. &% 5

FRRER LR NN R SOE B ER 15 BFR, BIVER & L C 1 BICIEER, 1 pICEmLARI LT,

DABEHELTERFEOANRXIIEREL-AE - RBOME
BEARSANA

QEIY
AR L
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VI. EMNEIEIZEH9 HIEH

1. ZEZMICHEEH L LEYMRITLEYE
NYRY R Na A n SRR, U AT Ry A
EE  BED H LG ORRESUTNRFIL, B OB LSNIRICEEZRT L2 L,

2. EIEEH
(D ERERML - 1ERRF

@ Invitro Z&FEHE G

7Y i, invitro ZABEGRBRICE N T RV DyRARY 77 7 3 U — (Dy, Do) K
VB b= 5-HT W AT L CHBAMEZ R Lz, BRI THD NPT F AR E R D,
ZRETT 77 IV — (D D3) MO E b=V 5-HToa ZRMIZ T U CHAMEZ R LTZA, F83 v
Dy ZRA~DOBFIEL T 1 F 2 ) L ORI 110 Th o1, NRTF/URITE R k=2 5-HT A
KON 5-HTe S22 AU ifbf%ﬁfuféﬁm&b%hto F72, a7 R U e, BEAX
TV H, AANT Y My KO Mg EDOZEBIZ L TCEERTH D RSV D Z R Y777 1) —
(m\m)&UtHF:VSMQxﬁW“®ﬁﬁT THEARTERWBIFEZ R L, N-R=F RS 7 K
VU va, BEAZ IV H,, AATY My EDOSZEERITKRES 2 BIFEITR D - 72 1510,

AR Y E . AR~ D BIFME

2ok ok ) A K BT
Kif& (nmol/L)
AR
Dy 7 a— 1kt k 3H-SCH23390 1,070 +328
D2 7 m—Ake k SH-A Bl 0.142 +0.002
Ds 7 m— Ak k SH-A Bl 0.494 +0.137
Da2 7 a—1tt k SH-A Bl 150 +7
Ds 7 a—21tt k 3H-SCH23390 2,600+91
o =%
5-HTia VAR (AN 3H-8-OH-DPAT 804 =39
5-HT2a 7 a—Atk k H-ra vty v 0.812+0.220
5-HT2s 7mu—Afbk b 12[.LSD 31.8+0.8
5-HTac 7a— Atk k SH-A AL LY 26.4+0.4
5-HT3 s a—2Att k 3H-GR65630 >100,000*
5-HT4 EE Y MRSIE 3H-GR113808 2,980 +517
5-HTsa s a— ke k I51.LSD 349 +22
5-HTs 7ma—Afke b 125[.LSD 419+74
5-HT7 s a— ke k 125.LSD 183 £23
JNT RLF U %k
ol 7 v MK SH-7"F v 26.7£0.7
02 Z v MRMPEE 3H-RX821002 530 =100
B 7 v M SH-DHA 14,300=3,700
EAXIVFHR
Hi 7ma—Afke b SH-E'Y 73 765 £103
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TEFLaY R
M 7m—fkk b SH-AF L ZRART I v 100 =7
M; Jm—4kk b S H-AF NN RaART I v 652 +183

* 5 1Cso (nmol/L) | “EEIfE - AEHERRTE - Ki ; BHSEEEL. 1Cs0 ; 50% Nl

@In vitro ZFREHUVE AR

TaF ol 0L, invitro SR EEREMRHMERERIZIBW T, B b FXI 2 Dy, DeZBFREL T
=V B-HT A BEEDOWNTIUZEB N TS, FEERGHE CIE /RIS ST Dk Y 7 R ([®SIGTP
yS) BEEBIMI o7y, HEHERRHME CIXZ RIS T 21 Y # v FEZ D S8, @y
HHER Z xR L0,

R fEfE—F Tl VRE Ky_(nmol/L)
R332 Dy (EF) gfﬁﬁg 3331’_028 0.04;/';if£011)0977
F/$2Ds (E 1) g?ﬁﬁ;@ 3331—0(1)8 o.osgﬁzﬂq fob.ouo
r h=r 5-HToa (B 1) giﬁﬁ ;jgg 45??&0

FEME + FRYERRE. n=3. K, : MAER

(2) Eh & BT HHBRAAE
B ERRICE VT, ROIIEH RO TN D,

Vi F O T ED & %5\ ¥ EDso (mg/kg) e
¢ it}
(BFE, BEEREER) Sy | e Rl

S RIRE A IR PURBHIP 0 R & HH B

HEEE (> b, &AO) ¥ EDso : 0.55 EDso : 0.62

KE#E (Zv b, &O) W M 72 L 72 L
MIAeREN K8 U 52 & D EThE % ED : 0.3~3 ED: 1. 3 RS2 AR IS < A L TIE DR
OIHMER (Z > b, Q) ® BT L ~DOVEH
AZ T 2B FREFE IR Rk ED: 1 —_ RS2 ARG EE D < HEE FRIE DR
fEEOSEEA (v b #IRN) 1® BT T A ~OEM
AB LT 2B EFEIE RN I VE EDso : 0.446 | EDso: 0.287 | FMSEIREIER OfeiE

(Zvh &o) 9
T VR EEIEER (v ED: 03, 1 — R EAiE RO A D FE

A fEH) 1D

TR L FFER T Lo VLA EESE | ED : 0.3~3 ED: 1, 3 | RmpEEUEEH O E
ER (Zvh o) 19

HE VTR (Tyh #&n) 19 EDso : 16.4 EDso : 5.63 | MRS IR R EIVEH O FEHE
R

~
SKF38393 #%%¢ B [ i B e s /F 10mg/kg/day ED : 3 8 A B (R A B R BIE F O FaiE
(v h &o) TIER7ZR L

ED : {fEF A&, EDso : 50%fF M A=

DiERRDRETEMIT5ER
O EDRESOSIHEIER (> k) 19

Tl 01, 02, 05 & Imglkg & HilEl, 0.5 XU Imglkg # XETROKE L, 7 v M &
PERBEER T BAE T DR 2 ot BRI & PRl L7z,
HERGIZBWT, 7aet ot ) SIHEERFIC T v b OGRS Z 30l L. EDso fEIX
0.55mg/kg (F& 1) <, HEZD T v XY F—=L LIZER%E ThH o7, £2, ZuF e k0N
ANRY RUbRp e ZNENE8HELO6.T G Th o7,
7z, Tmt vl 214 HEBAER DGR T, SOEERRESOSENHIEH O S IS T~ b
o,
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) HeRoE e E O JEAT SR HE N TR T 2 AP 2 BRI TE) L CEBEES 2 5OG  (GFElRE
) ST AEIER & PURBMIREIZ L K HBETAZ BN Me N TR Y . FUBEMHIREROFLE T L
&L THURBMIR SO IFHMMIC W B T 5,

EDsofE (mg/kg £ M1#5) [95% 5 fHIX [H]
TaFrvyy | ~mly F—L VAS N=2 Y ALY R
- - 0.55 0.62 32 3.7
HRAFELESISHHIER (7> 1) [0.33~0.76] [0.42~0.83] [21~44] [2.7~4.8]
EDso ; 50%/EHHE. n=6/H&
100 ¢ Blonanserin 100 Haloperidol
=}
Bt
£ g5l 50
%
0123456738 074 2 3 35677 8
100 Clopine 100 Risperidone
% 3
E Ol
%
~ 0 L =] " N - N i " "
012345678 012345¢678
BeESorsE (D
(O) »fEet, (@ 0.1 mg)/kg , (O ) 0.2 mg/kg p. 0.
(m) 0.5 mg/ke p.o. mg/kg p.o., (A) 2 mg/kg p.o.
(V) 5 me/keg p.o., (V) 10 mg/kg p.o., (O) 20 mg/kg p.o.
(®) 50 mg/ke p.o.. (@) 100 mg/ke p.o.
7 NOSMERRERERSIHIER  (HEEE . REERGE)
FAIL TR AEHERR L (n=06)
Blonanserin
100 F
% 75}
f 50 F
% %}
0 b ' Y I 4 ']
Haloperidol
100
. 5l k5] HH 8y
i3
£ 5t
@ 25
b | S .
024 024 0 4 024 024 002 40D
1st 2nd 3rd 5th 7th 10th I4th (B

(O) »ifE#, (@ 0.2 mg/kg p.o., (M) 0.5 mg/kg p.o., (A) 1 mg/keg p.o.

v b OSRAFEBRESOSHHIER (BAE#5)
I PEIE Eiﬁ% OcF B Je OV M) O v BRI n=5, KA ERF I n=6)
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QAL 7 X I UFREBRZIGEIEN (Z7 > ) 9
AR T 2 B UFEREIERSY [ KIET T e 1) 2003, 0.1, 0.3 &8 Img/kg HiEl K O
TERR O B 5 DR % R IRIE & LRt L7,
TtV k. HEKGFENICT v bOAZ T =X 3 UFFRENRS 2HH Lz, ZOMEHO
EDso (% 0.446mg/kg T, W& /IZ R F—L KDY 22 R L 3FR%ETh -7, 14 A
AR G% b, WA GE L RREOHEN I TAZ 7 =% I U EmBSMmEIEMR 4R L

77
EDsofE (mg/kg XI% mg/kg/H) [95%/EHE X ]
72 =0y R NS el R—)u JARY Ko
A BT o B R EENR LS ER 0.446 0.287 0.763

- HEEn&E (7> )

[0.315~0.671]

[0.218~0.376]

[0.440~1.38]

AL T I HFEEEIE SRR
CKERAREG (T v b)

0.620
[0.376~1.45]

1.02
[0.637~2.70]

1.16
[0.524~4.93]

EDso ; 50%EA A&, n=6/H&

W) RS VIEMERO A 2 T 2 2 v m e MCRET D & A KRIIEO BRI Cl7 Rk 2 i
SNHZEED. Ty MCBIAA S YT =4 I VBREBBE S, RO ET L & LCHR
EOFZIFHHZ AN E TV D,

@7 RENERFERHT L7 ZMHIFEE IS H8E# B (T F) B
TARENERFIET LoV AMIEEY (SRS T m o ) v O Z e XY Rl b g
L7z,
T ARELE R 0.5mglkg AR TG LT T v b (TARELE R HEBRE) Ik, AABEAEER
G L7cT v b CERREEIR - ([T Lo 2SR T RO b, 7 e
F V0303, 1 KO 38mglkg (&) ICTH L2V ZMBIRIE T 2WE LT, et F—L
1 KLU 3mglkg (F2A) T, FERARSGEER NGRS Hivl,

100 1 Blonanserin Haloperidol
*k  Fk Fk
] 30k
801 . .
60 4
4 t

(2) ENTSCY
3 8

(=]

(mg/kg p.o.)
B A% 0.1 03 1 3 3

Blonanserin

4% =—AP0 0.5 mg/kg s.c. =

anE Ei% 0.1 0.3 1
Haloperidol

4$& =AP0 0.5 mg/kg s.c. =

T v FOTREINE RFEIET L 2N BEE D e EH]
FEITFIECRIRAE 0=12), &R ; ARAHEE. APO ; 7 RE/L b RIFHEE
#p<0.01 (AR +IRERE L DL, Student D t IRTE)

p<0.05, "p<0.01 (APO-+IFBEAEL DOLLlEE, Dunnett D% HE LR E)

W) BRI (BOTEEZOL o EEDTRIG) ZFET2EH OOV AR IS8T LTl BRI
(T L VR HART 5L, ZOREIIHShD, ZOBREIET L L 240 (prepulse
inhibition) & META. HAEMERLE TIIHEIB L TWA Z RN TS, Z0 L&) REFEIIRLE
IetE AT 2SI ORT & AR I, MAKREORMEEIZEGR T EEX DN TND, P33
VERKT A=A MOTREAE X EFREINTZT v MZBWTH T LoV AR EN BRSNS 2
LD, BaEEOETLELTHOYLRATWS,
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D7 =7 VY UEREMINT HEEER (v R) B
T2 ) VU RERGIC L D EBHSIERY (T 7t ) v oERE Y ARY Ry
& R L7,
TuaF vy (03 KO Imgkg #&H) 1. 7= 7 U VR (10mglkg 2 T) O RIERYS-
(2 & B EBFR OER 2 L CHEIER 27 Lz, U AU K> (0.3mglkg #%%1) T FEEEOME
MDD BT,

180 r 44

160

140 | -
& 120 T T - .
F 100 i I / / """' T
m 80 F Hele
B 60| / f B
Z awt Z1/ 5%

20 // // R

: N 3

(mg/kg p.o.)
b S 1 B 03 1 0.1 0.3
B R Blonanserin(B) Risperidone(R)

—E 140 =—  =——PCP 10 mg/kg/day s.c.14 HfE =

NUANDT =7 ) VU R GHRITIT 2 MR R Rk D iR
BT EHEEEHER S (h=12), &8 ; £HEHK,. PCP; V=7 U U UIFIEIE
Mp<0.01 (B +IAIERE E Ol Wilcoxon DB FIHRE)

*p<0.05, *"<0.01 (PCP X1 +V&EERE L OLLES, Steel fRIE)

) NMDA (N-AF-D-T ARG EUER) SRET BT DT 237 VP& MIRET B L,
A IFRIE OB EER O A7 & T RaERIC B 7B ER R E R SN D L by T b, BELOITENE
fLiZ= 7 2B THBE SN, 727 U Y0 G % OTRBIKIK AR A 6 11 5 MEEhRERHIE
FlIIRMERDOEF L E LTEREINTNS,

OMIALEEN KX G X DEIRRZ T 20HEER (7> ~) ®
MAREN RS B GIC LD FRESNLEBIRSY ICKIFT T et ) v RO ArRY R—L
DB RE LT,
Tat el ok, RS UOMIBENEANC LD ERL S D EBIEBS A 0.3, 1 &0 3mgkg (F
1) TEHEI L7z, ~aXY R—3 1 RO 3mglkg (B&H) CTHIGITER RO Siiz,

) MAERKWEDHED—> & L THIHRIZITIKIT D R U FRBRIFIEAEZ AN TWDS 2 &b, 7
v MU B 2 EA L CRBRZFEZ BB S E DM A RKMEDHEET VL L THO LA T
50

®OAX 7 X I UFHFATERNRE AR K EFE T 28EEH (7 h) ©
RTBERT R EARIEIC BT 2 A Z 7 = 7 I U AR AKEED [Zxtd 57tk ) v ofE
MZEE Lz,
Ttk (Amglkg §E) XA X T o X 2 X D RITTART R ARRSHIIE O B 3 K EEIC
* L CEEERZ R LT,

AR 23T D R X S R EBREIHIIIHR G RIEDHRRNO—2 B2 6 TnD, AX Tz
I 0%, RS VilEEEE T LCT » MATSHRATEE ARSI O AR KB D E0nD, AR
FEDOIREETT L E LTHWSLA TS,

%)
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)RIERICEET SREER

OhFVFU—FEIEH (v ) B
Tuarrv ) rOhE LT U—EREERTY Zoa Y R—)L b IR LT,
Tutrt ) AITHEERGENICHZ LT U—E2RIE L, 80mg/kg TIXEBNZRE L, ZOEHD
EDso i1 16.4mg/kg (% 101) T, AEDNIFZ B RY =1 D 129 Th-oT-, ARBRICHITET
nFt V) o OEHME (EDs ; 16.4mglkg #211) 1%, HUkEmE b R BEERER (S EIERS & OY
MERMIEET V) (TR THEHHE (R/MEHHE XX EDs ; 0.3~0.55mg/kg #£1) LV &)
ofc, —J, Tatrrk ) oL REFEOTRBMFESREEER 2R T A e XY R—LE, Fhbic
FWHBETHZ LT —2HEiE LT,

EDsofli (mg/kg #& 0% 5) [95%(= X ]

Tufrky NEAY R
o - 16.4 5.63
AEVT—HEER (Fv ) [10.8~25.0] [3.82~8.61]

EDso ; 50%fEA A&, n=10/H &

) v rFe—¢
EOLBERT
bTND

LI, EBICH LB E L OEL L, TNRFTARREAE TH-oTHVOETHLZDE
. HRADEEE L TV OREEZ V9, HURHINEIC & 5 SESERABRIEIR DFRIE & & 2

(@SKF38393 7 %ﬁ N EENC T 2 H5EER (v ) 9
RGP 54123 1F % SKF38393 i 76 B i L REEN IR E™ 27 n ) ot U 2OV THE LTz,
m~a~Y R—)L3mglkg/H % 21 HRERAEEG L7 v MIBWTIX, SKF38393 512X D
FH DE@@JFQ?@#M oz, L, 7aF kU 10mgk/ H &2 KERE LZZ v Tl
*Ef/l@ﬁzﬂ% i 1RO NSY AWANIRES 7:_0

) RNV DiBRIRT A=A | SKF38393 & 7 » MIfxhG4 5L, NEER (21 <6 178) 2
#8553 % (vacuous oral movement : ¥t OUEER)) . Z ORE DEEEITERME D A X3 U7 OfERICHE
L, ~aXY R= L REHRGHICHEREND Z L5, PUBMREIC L 2 BRED A XX T HREME
FAOEEICRD EEZLNTND

@M rue s Fr EHEMR (7> ) B
mH7raZ 7 F  RECRIET 7 et rv ) roREs oY) R—/L L gt Lz,
ZuFrt U001, 03 XN Imglkg (F&0) TinF 7 v T 7 F R &K 28~51ng/mL @ L
NETER I, FEERERN N2 Y R—1 0.3 KO Imgkg (1) TR LI,

@R TEEEEH (T > ) B
IRER FREAEER™ (COWTHIEEK (XY R—L, Z7adr, URRY Ry) & ligiai L
77
TaF k) L 80mgkg AR ML LCH A7 OME FiXb e, IRk FEREEEHO EDs
1@61 80mg/kg PlETHoT=, {&jj\ raXYy R—)v, 7 D'HSI:O:/&U“U 22 ]\V@i}ﬂ%ﬁkﬁﬂ/{j
R FIRAFERL L, Z£0 EDso fHIZENE41 17.9, 64.1 XX 7.78mg/kg (F&0) THo7-,

EDsofE (mg/kg #% 0% 5) [95%(EHHIX ]
Juatrwl Ny R—)L A= N =g JARY R
P - >80 17.9 64.1 7.78
R FRADENA (7 B) [15.6~20.2] [54.8~73.3] [6.77~8.79]
EDso ; 50%fEA A&, n=10/H &
) PURSHRIRIC X A8 - RKOEELEZEZ LN TS
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ORREATEIIHIEN (F v b))

IRIEATEMIHIER™ IOV THRIE (Na ) R—b, Zuey, U AR Ry) L lgga L,
Tt ) ATHBEREICIEE TE 2 IH L, EDsoEI% 50.9mg/kg (F:H) Thotm, ZDIE
HoREH NI xmXY R— Z7a¥Fer k) A ROz 145, 1/2.9 KON 17.0

ThoT,
EDsofli (mg/kg #& O 5) [95%(F#HIX[H]
Turrely | ~aslY R—L VAR A= U ARY R
S = . 50.9 11.4 17.7 7.25
RATBHIHIER (7> 1) [33.1~113] [8.37~16.8] [12.8~24.0] [5.14~10.1]

EDso ; 50%fEAAE. n=10/H&

1) PUMREKIC L 2500 R EOEBKER TOREL E2 5TV 5,

(3) Y FISTBRR - FAERERS
AR L

- 29 -




VI

1.

EWEREICEHT SHE

PR E DS
(1) B LA 7 M epi
AR L

(2) RREABR CTHER S - IiRE

W

o) U EEE DO REIR uigﬁ@ﬁ%%naﬁ L7,
VRN DSE
@i@&%(%@ﬁ&@)
HARNfERE R AN BRI AR 4, 8, KON 12mg % %2 @ﬁ%@&m&%btk% AFNLIECHM
WEN, WTFHOHETHES 0.5~3 % I m Mg gEIcE L,
(ng/mL)]
14 —m— 4
i \1 —— g
3% y \l —*— l2mg
i y
z Lo
3‘ 13 *\P{\I I\
s .,
i’E&: 00l - \ \1
B \1
Pl + R E
0 I 1|0 | 2|0 | 3|0 | 4‘0 I 5|0
B G- R (h)
(fERERR N 8 51, 22 B IRE A a ] % 11 5 )
& 5‘ % Tmax Cmax t AUC last
(mg) (h)® (ng/mL) (hgﬁ) (ng * h/mL) ®
4 1.5 (1-3) 0.14£0.04 10.7+9.4 0.91+0.34
8 1.5 (0.5-2) 0.45+£0.22 12.0t4.4 2.82+1.38
12 1.5 (1-3) 0.76£0.44 16.2+4.9 6.341+6.34

1) AHNOAR SN HEROHEIT Td

a) FUfE (R/IME—FKIE) | b) FHAE SRR 2=

LN YN i7mf/t)/kbfl@mW 1 H2EAEEREA
WELVBRBL, Rhe lTHEETD, MEEFELE LT1H8~16mg % 2 [HICS ) CTRERAKEGT 5, 7
B, T, ERIC ibﬁﬂ%ﬁféﬁ\la%mzm@%%z&w: oJT&éo

Fo, BALINTIRMALED 1141 FHIRMREOFE ] 12 TRFORIIIEFORELZITOT
<. AR OLZEMEITAEBRBRGICL VRSN TS D, BRICRAT X R8T 2L, | &
LT3,
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QHEIEE (BH%EE)
H A AR A B M AH] 2mg 1 &2 584 30 20 IS HEIRR O35 L7z & & D Crax & Y AUCo12 1,
ZERERER S L I LT, TN FN 268 [Z TN 269 (% EA L., AFOEYEEIIREFDOLELZIT
HTEMNRENT, £, BEBREGRED Toa X OEEH R (MRT) X, ZEMERER G120~ T
BEIIER L2, HRHEETEE (ko) IZZETRBD LR oT,
BHBEEHREOWINEO FHIZE, AR OIGENTOREMIEON E, AFIC X2 MmjEEOBENC X
DAEEIED RO T RS T AR FE LTELLND, T2, et VEFRICENLSHT
RGP LRI END Z D (VIS4 R OIESM) | BRI X5 EHNEDPEIRE O 4E
EDRRINOBIEZ 76T &2 HND,

(ng/mL) ]
0.1 / l
RN SN
FF‘ 4 g £
7‘* ] /8‘ _"'"‘C\ \l"*—-_,\_‘l
= ]
Z / |
v 1 L 1
; ™~
i
&om- —o— ZEfEREIk G- \\\
] —o— S
] gl + (2
0 é | i é | é fo 12
L5 EFH (h)
(fEEERR A 12 B, 2mg ™ A% B AR 0 & 5.)
Tinax Cmax AUCo-12 MRT Kel
Be keI (h) (ng/mL) (ng-h/mL) (h) (1/h)
ZE e IR 1.8+0.6 0.06+0.03 0.36+0.17 7.19+1.26 0.16£0.03
B4 3.8+1.7 0.14+0.07 0.83+0.38 9.63+4.04 0.15%0.05
I R 2

) AFNOABSNIZHEROCHERT NEaE., kA7 arr) L LTLlE4mg, 1 H 2 [BIR%RN
BEXVBEL, the BT D, HFFREL LT1H 8~16mg % 2 [MIZ/) ) CRBRAKRST 5, 7
B, Flin, ERICK O ETHERT 52, 1 A& 24mg 2B RN &, | THD,

Fo, BTSN TED 141 FERAZMREOREE ] 1213 TAROWRIITEFORELZ TR0
<. AR OLEMIIBBREIC L VGRS TWA 2D, BRICIRATA L2485 L, | &
LTW3,
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OG-
A A AR A BEIC A 2mg ™ 2 1 A 2 [BEA A £ 1212 10 HREIKER OB Uiz & & RANT
BOMNTRIL Zdu, Beh- 2 RER % 1 B i EP/;;%I“ L, 3MMEOMEKERLE, b7 o)
VRV VREIINERE- 5 B EH £ T ’*ﬁﬂk WZEE L. Crax (ZHLE 5B D 2 5K CTdH - 72,
ZTaF v o TIREERRRGRO AUCLIT T L TR G% D AUC12 | ﬁﬂ%&%mﬁ@ﬁ14
G ChHoTzn, HERHY (M-1) TR GRFOIEYENRE) D OHEEE 4/ 2 5 FHMEILEED
SR Do T,

14

gl - EEES
i o R#ERE

P AN NG PN B ==

\4

0O 10 20 30 40 5 60 70 8 9 100
®’E5&EFRE (h)

(fERERE A 10 61, 118 2mg ™ 1 A 2[a] (] - &%) 10 HFERE 0#5E)

}ﬂ (£ Tmax Cmax t1/2 AUCO-] 2
(h) @ (ng/mL) (h)® (ng-h/mL) »
i [A] 2(1-4) 0.36+0.18 13.1+4.0 2.27+0.83°
Tarrel) g 2(2-2) 0.57%0.19 67.9+27.6 322+1.109
CREARIK)
e 1.70 1.43
SR/ HEILE [1.13-2.56] ® [1.04-1.97]©
HA ] 5.5(5-14) 0.050.01 28.9+9.8 1.89+0.63 ©
M-1 <1 5(0.5-10) 0.23£0.09 36.5+10.5 2.13£0.679
() ©
. 4.51 1.15
AR/ [3.25-6.25] D [0.80-1.66] ©

a) Ui GR/ME—FKRM) | b)F¥IE EEHER A, ¢)AUC., d)AUCo12

e) REMWEEIZT 7T uF vl U HBEETRLE

f) (EEED (KEHEGHD Cra) | (BEFEGHZ D Crad 2> 5 HH S 72 FHIE[95%(F HE X [H]]

0) fEkED (KEHKE#0D AUCo12) | (HREIE GO AUC.) H 6 E H S 7= SEHIME[95%(E FEH X [H#]]

) AFOABSN-MER AT EE, RACE7Te o) ok LTlIEMmg 1 H 2 ERE%EOH

HBYXVBMHBL, $hall¥aT 5, #iEL LT1H8~16mg % 2 FIC/HF TRBROEBET S, 2k, £
i, ERIC X VEEET 2., 1 BEIZ24mg 2B RN &, | U@éo
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2)/NEHEE KFEEE OSGE

OS5 20
N (12~18 7%) DA LIRIERE 2 %614 & L= BEErRBR &K OREERIRER 258 T L5t & ik
L7 ENEMEGRBRICB VT, AH 4~24mg/ B % 2 [ANZ/ T CHIA R 52 38R RERE O
HBLlbE&, RiERTO#EG (1 B 5 & 4mg T 8mg) 7O OFREEREM A 2~4 KFH RN~ 7 7
MiEomiEh7a > ROM-1 BEIZRO EBY Th-oT-, 15 mAlm & /N BE 26 03K
YR EE L L T,

ChRFEAAFESRSE (12~1853%) . 1 H 2 (#] - ¥ &%) | 4~24mg/A™ | RIER DS

FRMERTO | SRR | FRXs MAEPIRE (ng/mL)
1 [El¥e 55 6 28~36 52~60 i
Tafreyy 4mg 2-4 FfH] 25 0.46+0.26 (14)
(RZAEAK) [REU 15 ik A i 0.29+0.14 (7)
N e 0.25+0.12 (38) | 0.29+0.13 (6) | 0.19+0.13 (21)
fF56 15 B3 | 0.21£0.07 (12) | 0.32£0.16 (4) | 0.17£0.10 (11)
8mg 2-4 I A5 0.79+0.30 (7)
i3 15 AT ) 0.97 (1)
N Xl 0.45£0.19 (36) | 0.41+0.48 (5) | 0.51£0.27 (12)
£t 15 meAST | 0.43£0.18 (11) 0.35(1) 0.37£0.03 (4)
M-1 4mg 2-4 IR =l 0.36£0.17 (14)
(&) fF3T 15 B ) 0.29:£0.09 (7)
N7 25 i 0.39+0.17 (6) | 0.29+£0.18 (21)
fF56E 15 B 0.39+0.22 (4) | 0.27+0.17 (11)
8mg 2-4 W] 2451 0.72+0.15 (7)
ik 15 ATl ) 0.85 (1)
N7z 415 ) 0.57+0.53 (5) | 0.67£0.27 (12)
fF56 15 B 0.69 (1) 0.58+0.11 (4)

PEIE EAEAE R (B
TR

E) AANOAGBSINIZHEROCHER aw, AR 7aerrvY) L LTLE 2mg, 1 H 2 [BIEZREO#
X oBlMBL, BhelZ¥ET S, MEFES LTL1H8~16mg & 2 HICH T TRERAKET S, B, F
e, JEIRIC LV EERET A28, 1 HREIX 16mg 2B220W2 &, | ThAD,

(3) L
M ER e L

DBE-HHAEODEE
D)EFOFE
MVI-1-(2)-1)-@H [ 5 (&%&FE) | OEEHR

PEIEE k7

1 VR O SRR EAERRBR O R A i L7,

ITYRATA Y UHABOENERE 2

HARNfEFRR A S 126 QRE6H], 282/ n At — —) [T, =J Ar~A 2 300mg % 1
4@ 7 AMKEROES L, 8 HHOFEIRKICAK2mg™ 2= U 2a~A 22 300mg & fFH#
B XiFx= ) 2~ R GIZBWTAA 2mg P 2 A% ICEME S Lz & S omEh 7 e
e U DOIYENRE T A — X R LT,

T 2u~vA 2 L GG D Cra LY AUC I ZHLMFE 5.1 L W 220 2.37 15 KON 2.65 {515

<. MEHFNICHERRZENRBD b,
(e A 12 Bl AH] 2mg ™ & ik &% 5)
Tmax Cmax ti2 AUClaSt
(h)? (ng/mL) (h)® (ng*h/mL)®
B 5-IF 2(1-3) 0.26+0.11 14.9+8.5 1.94+1.03
GidasEs e 3(2-3) 0.63+0.24 27.0+11.0 493+1.65

a) HRME (/ME—RKME) |« b) FRE AR
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c) AFIE 7T HATL W FRGRTHETTY 2u~<A 32 1200mg/H (43 4) ZREROEE L,
ARFIPE GRTT Y 2 1~ o 20 300mg % B H

HL—FIIN—YS1—REABOEYEE 2
HANBERER A BYE 12 61 (LEE6 I, 28E2 7 v 24— 3—) |2, &Kl 2mg ™ D# 5 60 43l
(EERD ROEIBBOEEGIFICT L —F 71—V Y 2 — 2 200mL # B S 17 & X XI3AHK
2mg’™t 7L —T T =Y Y 2 — AIFHERICB W CEME LS Lz L E oM T a o ) v odk
WENEE/ R T A — & Z kRt LT,
TL—TTN— Y 2 — B (DG O Cra 2 N AUC 1ZFEFBEREE (b 5.0) L v
TNENLIT RN 1.82 f5m <, FFHFEMICABERERRD b,

(BEEERY A 12 BlICAFHK] 2mg ™ % gl Atk %5

Tmax Cmax tin AUClaSI kel
(h) (ng/mL) (h)® (ng*h/mL) (1/h)
B 5. 2(1-3) 0.22+0.13 123£11.7 1.73+0.96 0.076+0.027
PR GRE 9 2.5(1-6) 0.3920.25 15.7+8.7 3.17*1.71 0.052+0.017

a) R (R/IME— K)o b) SIS AR
¢) AHHEE 60 EI R OGN 7 L —F 71— 22— Z 200mL % BN

harI—ILRBOENEE GEAT—42) P
SME MR A B 1261 ARE6H) 1o, & b=y —1400mg & 1 H 1187 HEEROKRS
L. 8 HH®DIEHIIAA 25mg ™ 247 b=V —/L400mg & OF G Lz & & ofigh 7 v
YU ORPYEAE T A — K ZAHK| 2.5mg P EREE G L g L7z,
ThaFY = EOHHICEY . Chox KON AUC IZZNZENR 13 F RO 16~17 fF LA L, Thax I
L7 FBIE L7220y, i ISR BITRR O oo Tz,

(BEEERR A 12 Bl AK] 2.5mg ™ @R #Es UMEAT—4) )

Tmax Cmax tin AUClast
(h)» (ng/mL) (h)® (ng-h/mL)»
BB - 3(1-5) 0.32+0.13 20.9+9.0 2.60+1.39
PR G © 4.3(2-5) 4.22+2.05 18.2+55 45.17+22.82

a) HHRAE (/M — S K ME) | b) P fE =R e A
c) AAIG 7 AETL V&G Y H ETH b =)y —)1 400mg/ B AR #E F #¢ 5

DO HF DL
VI-7. BE/ERA) OESMR

) ABNOARBINT-HELOCHET B, RAZE7er 20 LT1lE4mg, 1 H 2 [BIEHE D&
BYXOBMBL, Brll¥ET 5, MiEL LT1H8~16mg % 2 FlICH TREBROKET S, i, F
W, JERIC K VI E BTS2, 1 HEIX 2dmg 222w L, | THhD,

2. EYRERNTA—4
(1) R A&
BN RS E BT T OVITIRIE L7 W I K 0 B, WIGRE E%, 7V 7 7 > A% 1 IR
WREOH D 1-a 23—~ A2 MNET VAW RHEERSEY B REAEAT 12 L 0 B H,
N L RIRISOETRE D d D 2-3 28— F A v NETF VA T RHERSE B R AT 1T L 0 B

(2) IR ISR FE TE 31
BN : ka=0.974 ht
(AR ESERE 135 FlomifEd 7 uF & U R 351 57— Z % H\ 7= RHE M 3 B e fibr)
/R : ka=0.805 ht
UNBSEAITHERE 1R FlofMigEdh 7t ) VB 347 5 — & % 7= FHE SR B e feiT)
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Q) HEEEEH
RN 0 TVI-1-(2) -1)-@#E# G (B%&%L) | KO VI-1-(4)-2) 7L —F TN —2 ¥ 2 — 2k
DIYERE | DES W
N R R L

BDOIVTIUR
RN ERFPELREOMAEF 7Tt ot ) VRET — ¥ % AW CREER EMBHREMNT 217 - 7o fE R,
CLIF IZxt9 BAEROEENTD b, @lnE (65 Ll L) T EHHEISEEIME T2 2 L 2VURE
i,
INRFARTEREOMET T a2 ) VRET — X & W CREEFSE B REET 217 - T h5 5.
EnigolfisgEs V72 & (CLIF) 1% 0.970kL/h TH - 7=,

B) T ETE
BN B E R L
N o= R XA RO RNT O EFE (VelF) =17.9 kL,
KRz X— A2 O RMNTOSAEFE (VplF) =111kL
NGRS JSFRIE fB A 132 Bl oD I E T SRR 347 7 — & % I\ T R4 [ S Bh REfRAT)

(6) £ Dtk
AR L

3. B&H (REaL—>av) @

(1) fEMr A%
o B DO RERRER O R 2wl E L7,
PN

WA RKRIE RS 285 L - R GRBR o on- i (g wrerrv) Vv RET—4
(135 f3i], 351 5 — %) % W CRHE SR BRI 217 - 7=,

A IR AE BT D 24 RE O HEE M4 R B — AT AR R imifE (AUCos, ss) (X RHERIMEAT OFE RS O 1
TEHEE N T A—ZNBEE L, BEATO 1R 2 [FB%REREG%D AUCu ss 1T, HAIH 535

( VI-1-(2)-1)-OH A G| DEBM) THOLN-EHETO AUCICEEHFR G R ORERGICE S
AUC O FRMER QIT{HERDLARE) 2R LD EICLVHEE L,

HE RIRIE B S O A O W T B W T H R OEB IR E VWb OO, IZIEHEICKHE L7z
RO ERW NS AR & o REOMEERIZEICEE U CE3EEL L T,

L)
100+ o oe
b .DE
= s °*
E s 3 %3 .
=
o S I
it E 3 s 3
2 . s D e
o 104 . s
5 s 3
.
L]
= . B
f ———— : : -
3 4 5 6 78910 20 30 40

AE (mg/R)

@ BEIZRBITD 1 H2EEMBGZOHER (1 BHE 4~32mg IFMHEIEICR T 2 Bk H &)
O : fEREAICE T 5 228 R 5. O AUCL» 5O 1 H 2 [HE1 Y &% K 5% OHEEE
(BB OREHRGIZED AUC D ERRZ2THEEC 1475 LTHIE)
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[/hE] 2

N (12~18 5%) DOFEA ITIERE 2568 & LT MEEARER K DR #3535k 2B\ T AH 4~

24mg/ A % 2 [ANZAy 1 THIR B RO A% G Lo miEh 7 a v U iEE (s
132 5l PREET— X%k . 347 T — %) & W CREEMERY B REMAT 2 5266 L 7=,

Y BhEE X T A — X ORHENIE¥NIRT OIsEZ V7 Z A2 (CLIF) =0.970kL/h, Hbr= 73—k
A MORPTOSAERFE (VelF) =17.9kL, Ao ar R—h 2 vEZ V77 % (QIF) =

0.554kL/h, KAz /83— b A hDEMNT OAEFE (VplF) = 111kL, WIGHEE E# (ka) =0.805
h Thotz, 1 HFGE) 8mg ik 16mg D EE D AUCy ss HEEME CEBME L IEYERE) 1T Z
#19.043.48ng- h/mL (42 f5]) . 17.7£9.46ng- h/mL (30 f5) TH -7z, FAEXD LBV AUCuss 1%
1 HEGEOHEIMIEH L THM L, £/, TARDOEBY A IHEEICL Y B L& 5RE O
CL/F 1% 15 i A & /N A 25 TR L Tz,

3
S .
< 21 .
g /f\ . L] N i
o - e
g = 154 ° e
S & : o i &
2 a ° e .
o ° °
i | s st § i
[ ]
# . $ ]
i 3 s 1
05 * ° o $ o
L4 °
0 T T T T
12 14 16 18
A= (mg/H) F# ()

) AFOAR SN AELOAREIT H@d., NN 7e ek LTlE2mg. 1 H 2 EAEHRAEK
SRR L., tha |l ET D, #EFREL LT1H8~16mg % 2 [EICy T CAEZRAK ST, k., 4
fi, ERIC K VEEET A, 1 BRI 16mg 222w &, | ThHAD,

(2185 A — S EHER
LR L

4, TRIR
(O E N IONTNES
Z v M YUCAE# 7 )& U v 2mglkg % 0 K ORI G- L 72O HED AUC Lt HHEE
N7 LB WU ER T 84% Tdh - 72,
Insitu L—7HEEHWTT v MEIEES AN ORI ERET L= 2 A, 7t rtv ) IiEH %2R
< VHABE B3 G S v, Z OWILERIT 80~98% Th - 7=,
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Rovet 277 Endn

¢
L8

0 30 60 120
BEROFRE (5)

ST AERERR S (n=
)BT TEER
7 v M UCHER# 7 vk U v 10mg/kg Z BRI O 5% BRH HICI3 % G RED 52% 5 PR &
L. ZORK 40% (Be5EOHK 1/5) DEWI S, BBIFRER D b v,

@A AT AT F 4
S 9 b, A XROH T B F o U 2 a0 R OEIRA RS L 7= R0 A2 LR D AUC Heps B35 L
=AY FRIRIARIZ, FF 10~15, 19~53 KX 3% Th 7=,

5. O
(1) I iR —R BE P @ @t
Fy hMcTaFrtvl v 3mg/kg ZHE R 5%, RERIERDINAN Cinax (BRI Crax D 24 5T o T,
Z v M7 aF U Imglkg % 13 K ER O£ 5% OREICR L OEPI[M-1, M-3(80H), M-
3(70H). M-4 KT M-8] DM A T A fiGt L 7o i R . REMKITH AT M-LITRRm WM T A < L
72 DD, M-3(80H) e ) M-3(TOH)IZRZALIKR L V&Ko 72, F£72 M-4 LN M-8 DN Crax 1 EARZAE
TRDIUN Crax D 1125 X 0 K> 72,

(2) I ;%Z—RABE RE P9 @B 14
FHR 13 AR KNI HAED T v M UCAE7# 7 1 F & U o 10mg/kg HIEHR O #5- 4 B o i5 I
TRERERREE X, WP OIRERICE W T H RHMAMEPRE S 1TE% LWBE 2R L, 72 BiR% TR
FEAR D S B RRIZ I O L=,

Q) Eit~D#BITHE
EAM T v M UCHER 7 a o Y v 10molkg Z HEIRE O #5515 ORIt BRI R 1L, R G 2 B
eIk (MEFRREOK T/ L7220 DILmEF BN ERE S 1ZIE AT L TR T Lz, it
HERE DK TTWIIRBALETH - 7,

@) BERA~ DB THE
DR L
(5) Z DDA DB T

Z v MZ UCHZ# 7 v )& U > 10mg/kg HLRIER O 565 . K855 ORLRR PN B e BE 13l A e
Wt LT G 4 R 2 iem & 7 o 7o AERNIR BT LE LA TIEi & b <. IRV T —4
—HR, B, BB CTHY . TOMOMBNEE L MEHRE XD S otn, 0, KR, BER LA
O DB REDWHKITFER ThH o 72,

Z v M UCHE# 7 u) kv U L 10mgkg 2 1 H 18] 21 HBEER DK GHZICB T E A E DM
PR REIR EE ITBEICEHIRIBICE L TRV | kx5 4 iR ORI IR B X BRI G- 4 FFfEE L0
FIRE THoT2h, SAEIC KR ERZIT 7 < FREDMMBIZ T o &I VW EE X BN D,

(6) MIBEAFEESE
Invitro SFELEHTEICK T 57 vt v ot MiEEA~OFARL, 10ng/mL~2ug/mL O
BT 99.7%EL L Tlhore, Fi. E MILIET AT L o BRI (BT O AL, 2ugimL O
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EIZBWTENEN 98.07%., 80.71%THV., Y ut vl v OEHEEBIIT LTIV ¢EZLND
24, 25)

TNT U5 FD 3FEOMSL LI=fESEAICENETNRAET LI ENRMOENTWDLILT 7 U v ¥
TERAKRORFE NF o T U C-Eg 7 a2 /d)t MVEE AHE S R~DEEZ in vitro

TR LR, 7a o2 ) VOBEAKARIIINOEMIC L D BEZ T b oTz, £z, “C-iZ
u*k?/lz77’ Uy, PHIE# S 7B R A R OPHEE R V% f\=\"//0)t B EAMEERICTe kY

NIRE R BT S TR0n - 72 ),

6. 1t
(1) 4B ER 1L By UM SR R
TuFrt o MBI AHEEMNRERKZ U TFIORT, & MFI 7 v Y —2A%HH = in vitro 55k
OFER, 7uF k) i idE s LTCYP3AL IZ L WAFICAEI S, REWME LT M-1 (BT Vv
B DAL N-lii =FL4k) | M-2 (N-FF 2 Ffk) . M-3(TOH). M-3(80H) % T* M-3(90H) (27 =4
7B UBOM) & U M-11L (A o BBAE) HAWI M4 (BT UBOBER) iy
WERT A, 7208, M2 DAERITIZIFMO (75 EVEHT ) X145 F—8) BREELTWAZ &N

R I 2,
N N/_\NechH
oy O
(N-AFIRE) S

; S orior:
‘ FMO
CYP3A4 M-3(90H)
F [ woog
/\N‘ N\_/N*CH;CHJ HO. /N‘ N/\:/\N*CHQCHz Q N N N—CH,CHs
CYP3A4 3 : i
M-3(80H) M-11(80G)
Sty Cveane
/N
GREIER) S Q
HO’
M-3(70H) M-11(70G)
I
CYP3A4 L
M-3 — M-11
(KBEAEIR) OKEEAD S L0V BEEER)
N N/_\NH B N\
O e O Q e
! % M-5(80H) % wsees
'
M-1 e
(N-BETFJLE) J Q
HO’
‘ MS(7OH) M-13(70G)
L F Ea L
M-5
NN
X ‘ ﬁCOOH
—_ ]
" M-4 M-8
(TFLUSTIUR) P ko)

Q) R#ICEA5I 58K CYPFHF) OnFiE, HFEX

InvitrolIcBW\W Tt NFI 7 Y—2aZHnT7uet o) v oREZHBSHE LR, Turokvl v
O ERHPEEF L M-1 LOM-3 DAERRICE S35 CYP3A4d THhHEEZEZHND 2,

@) VEEENRDEERVZFDEE
KBRS RITT v b, A4 X KOV TENFN 10~15%, 19~53% KL R3%THYH . T
v MZBWTIX “C@ﬁfmf/ﬁ)/@%D&Uﬁmw&ﬁﬁwmﬁﬁmﬁﬁﬁﬁwAmwmi
M%f@ot_&%%ﬁfé& WIEEE R E N ERBE I NS,

4 REVOFEDERERVEMSL., FHELE
Turrl rnbAER SN D EEARRHEY[M-1, M-2, M-3(TOH)-R, M-3(70H)-S, M-3(80H)-R,
M-3(80H)-S. M-4 XX M-8]DHF T, M-11EL K 332 D, KTt 1 b= 5-HToma B~ DFEA1EH &
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FTHOZRROER 2N 2EHEH 2R L, TNENOZEEEBEEER (invitro & OV invivo) DR
SIIRZEAARD 1/9.7~1/25 }e (X 11.6~1/4.4 To - 7=, WZHEITT 5 LSO o H ik
EM-1 L0 o7 M1, RAAI U D KR =0 5-HT W R KICIZ . RV DR
RIZHR L CTHRER & FRRICEWEMEZ R Lz, L L, 26 OZFEIRIZH, o 16 FEO
PR EEM E S AR~ D BUFPEITIR D o 72,

FEAHFPE KD (nmol/L)
SR -

REAGIE M-1 ({RE)
KX D (E ) 1,070 =*=328 1,020 £173
KX Dy (B ) 0.142 =£0.002 1.38 +0.04
KX Ds (B ) 0.494 £0.137 0.232 £0.048
KX Dy (B 1) 150 +7 325 +25
K822 Ds (E ) 2,600 =£91 2,340 £391
v b= 5HTan (E}) 804 *£39 1,190 £55
ta h=r5HTa (& k) 0.812 +0.220 1.28 +0.12
tw b= 5HTs (t ) 31.8 =*£0.8 14.1 *£0.2
o b= 5HTx (EF) 264 *0.4 450 *£0.41
o b=V 5HTs (B F) >100,000 (ICso) 7,500 £278
e b= 5HTs (ELEY F) 2,980 =517 7,290 1,120
o b= 5HTsa (B 1) 349 £22 636 =48
e h=15HTs (E K) 419 =*74 5.03 £1.11
tr h=25HT; (E }) 183 £23 977 *153
TRLFI v (T ) 267 +0.7 206 18
TRLvFU Y a (T ) 530 *£100 698 197
TRLFUUB (T ) 14,300 3,700 5,090 *1,390
EAZ IV H (B R) 765 103 1,030 =217
LAHY M (B B) 100 *7 367 £33

FEITFEEEAEAERE (n=3) | Ki; [EEE 1Cs0 ; 50% MMl

7. HEtt

(D) BEMEAT M OV
PR A R OVEE{ o

()Pt ==
HMEBERER A B (6 6) 1T UCHER T m It Y v Amg AR A 2 BRI I R &G LT &
&, &5 11 B E TR R OZEMEFICHE SN - e IX T 2 & 580 58.6% K% 1) 30.4% T H
57228 RE(LRIZIR IR ST EEFBEHEED 5% A Th o722 @), Zutb ot vidE
W2 L TR B AT A2 V7T S o ARIOEY Th b L E 2 b, F7-. RPICKRE
BIE, M-1 RO M-2 i3 S ¢, R & LT M-11(70G). M-11(80G). M-13(70G). M-13(80G)
RENRREO LN, a2 U A3 T VAL R OUKER L % & TeFR AR R N E 5] &
e 7 v UBEAIC L 0 ECHITRE S, BTV v U BREAIRE L TED DRI HE
sz LaREnz 2,

(3) Pt i
MU ER L
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8. S UARKR—E2—IZET B1ER

B N R T o AR—X—DORBMREHNC T o) VO T o AKR—2— (P-gp.

BCRP, OATP1B1, OATP1B3) ~O#FHfMEZMa L-fEE, “arr v i, 2hbD b7 v AKR—

X —DFEE LT BTz,

KR NERY N T U AR—X —ORBFAMPLH DVIIR I NVEEHWNCT a2 0L T oA

N—%— (P-gp. BCRP, OAT1, OAT3, OATP1B1, OATP1B3. OCT2. MATELl, MATE2-K } T}

BSEP) IZxI 3 2HERT vy v E2ET LR, 7 etk ) E, P-gp ikt UL CHEMERZ R LT
(ICso : 4011 nmol/L) 23, DD b T o AR—Z —iEEZ2 1T L A FRLE L2 > 7= (BCRP: ICso>

49300 nmol/L, OAT1 } T} OAT3: ICs > 3.22 nmol/L, OCT2: ICso > 3.83 nmol/L. OATP1B1 }% (X OATP1B3:

ICso > 629 nmol/L, MATE2 } T8 MATE2-K: ICsp > 2.92 nmol/L. BSEP: ICs >303 nmol/L) .

0. BAFEIZL BRAE
L L

0. BEOEREHT SBE
KPR L

1. 0
L L
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VI. Z2% (FALOFEES) ICEI HIEE

ERNREZNDER
EZ LTV

Xe D

ﬂ

SERREEDER

%%(kw%%luasbmu &)

1 SiEReo 238 [(FERESEATIBENEH D, ]

ZAWE/~wﬁ%%¢ D HAXAF RN HI A O TRV TIC & 5 A [ RS E 23 5k

s, ]

237FV%UV%&5¢®%%(7FVTUV%7%74?%V~®ﬁ%ﬁ%\Xﬁ@ﬂﬁﬁh%ﬁ
DRI D L BRI 256 25k<)  [10.1 &0H]

24 4 v arY— R aFV =, 2 aFY— (BROFl., OEERFL. A . rary—
b, IRAZ)aF ) —)v Rw"YypafFy—v U M FELEEeRA, Fr-en, TE2YFENL R

AT L FEN, T RNLALEL, abi Ry NESREK a7y =T R 5RO BRE
[10.1 ]

2.5 RHFN ORIk LiEBUE OREFERED & % B#E

(fg#)

2.1 ZaF o) AIEPHEARRINEIER 0N 5 5 72, SRR ED B E TIIAF O 52 L v SRk bE
NE(T I BENLH D,

2.2 7uat o) AIEHFHAEREER N H D720, L B — LR ERE O R AR A O 58
W IZH D BE T, AFOEHIZL Y &SI RsRMmEERA SR I B8ZN0NH 5,

23 7 RLFUE, TaF okl v oo B/EERERIZL Y BZREHBLIERASEA L 220 | ifiE
B TERMEMENL2BEFNLRH D, 72720, TFH 7 4 7% — 13 BIEARIRREICE 5 /THetEny &
D, MERRENESE LTT RLF U UGN UNELINDZ ENnD, TFH7 47X —I1HERIC
BEORRFRREOENICLIGTE DEH FIZBWTT RLFH Y v a2 EHT2 80, VA 2%
BLTHLHATEDLELTHBAINTWD, o, ARCEREICESEITE LR, 7 KL+
CEAERREENI AR TR TR L L,
C[FHRNICHB T, PO EFICRT AT RUH U oS AERREA] (U RO 8K off
%%%mﬁﬁéh\ﬁm@iﬁﬁ%é ERFEINTEY, Ak T FLF ) KR

CEDLEZONDIELNITLEAEHESNTNRN ),

-#%@ﬁi%ﬁ@?bti/h 7 KLU vagE L, mER ORI EZRGT LIz E 2
A, BEREADBDOONTZT RUF U rofbaEide MaBW CTHlEHRELANIC L 0 EFRFEH &
nawHEZ K& < kR3S ¥,
c PUREHIREN R G5 SN TV BFEICBWC, 5T T KLU Ry KA v z2#%5 1L
72& A, TEREIBICHEL B2 o2 ENRESHTNDE 0,
( I-7-() tRES L FDER] OHESR)

2.4 7 o) o OFENRHIIESE THD CYPIAL R LET H720, AFIOKOZ VT T AW
YIABENRD D, (TW7(Uﬁﬁ¥Et%®EEJ®E%%)

2.5 AFNORSIR L CRBUEDBEERED & % 88 T, AR OHEEIZ L0 HBUER ¥ 5 6
RN EEZEZ NS,

2.
2.
2.

MEXIIHRICEET HFE L TDER
PRE LTV

RERUVAEICEET 5TB L ZTNER
V-4 RZERUVREICEEY 5E8) OHZM

. BEERERMIE L TDOER

8. EELEAMIE
&1$ﬂ®&5%ﬁ%%%¢@kﬁéiﬁ BEZLICHEICBE LN OMET 5 2 L,
8.2 IR, MBS - ) - JKAEFBRENFORTEZ D Z L0 H DD T, AR GHOBEITITA
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B OEIRE LR Z O R OBEICE R SN E 3BT L,

8.3 HlE HAM., BEZEOBMERE BN I AEEENH 5 O THEEZ +0I12470 ., BALR AL
TS AI T OB BRI W B 2 5 7 ETEYI LB AAT D Z L,

8.4 RE|IDOF LT LY | BIIHEFCHERIFDOIEALR B B iodu, FERFEM 7 b7 v K= A BERIFE MR
WCEDLZLENHDLDOT, AFOHRGIEL TE, Ho0UDINODRWERNEAT 2580365 =
Lx, BEKORZEOFBEICHSIZEA L, 0B, 28 2R, BHIREOERN S b b 5HE1213,
EHIZEGEZTWE L, EOBEEZZ TS L), BHET 52 L, FRICHERFE UIZ OBEER S 5\
ZOERK T EH/ T HEEIZONTE, MFEEONEEDOBIZE A +mIi2iT5> 2 &, [9.15, 11.19%
i

(figan)

8.1 AFIDOHERFEIL 8~16mg/H TH Y . B A CTlddrm & 24mg/H £ THET L Z ENARETH S
N, BEZLICHEEBICBELAN L HEHAS 21T HOLERD D,

8.2 AANIHHAFRIGIER N 5, vt BB O ENBERRERIZISO T, BITEA & L THIRE WS
InTW5b, ( [VI-8-(2)-@H B BIEWEFRBUSEE & KRR EREY %) OESMW)

8.3 )t BB OENERFHERICIW T, BWEH & LTHEEM, B EsHE ST d,

( TVI-8-(2) -8 H BIREIVE AR BLEE K O AR MR AL R —& | OHZMH)

8.4 vt BRI OENERRERIZIBN T, BRATIHENEA & LTl EAEAHRE SN TR0 T

LIEHEE -7, 0T U ORERFGER T EEMN 2 EDEERANRESNATWEN, T e
U OB N IRIERNZ DI T2, NETIE v T BB O ENEERRRICRB VT, b
BHL BERPIZ EORWERITRD bz oTo,  ( TVI-8-(2) -5 H BIEIE RS BB EE K ORI R
TEEE %] OHESM)
—J7. FEETLHUREAR R OMBFRER F RIUCEIE L TWDH L EXDLNDL L AN Y v My ARG~
DIERN DB H 5 2 L. &R OB IS E TE 20 S O DOMHEE R 1268 5 BELE
FINHMESNTEY, BRLUEBAICIERREBIFICESREEND 5, ( [VI-6-(1) &FHE - BE
ERFEOHDSEH-9.15) KO VI-8-(1) EXLZENEA & WHAMEIR-11.1.9) DEZH)

6. BENEREHIHBEICHIT HERE
() BHHE - BMEREFOHLEE

9.1 GHHE - BIEEZFDOHLHEE

9.1.1 0 - MERKE, BME. REETNoDRVDHLHEE
—IBMEDOMERE TR bbb D Z ENd D,

9.1.2 R"—F UV URXFLE—/MARBIEDH D EE
HERIMIER DB T 22D D 5,

9.1.3 TAMAFDEEMERE. RIThoDEREEEDHDEE
RRREZIR TS E2BENNH D,

9.1.4 BREHOBERVERZEZET SEE

JERZB LS E LB ZNRH D,
9.1.5 WRAEXIFZDREEDHLHEE. HAHVIERFORKEE., SMmME. BHEFDOHERRFDER
HFEzHIHBE

MAFEN EHT5 2 nH 5, [84, 11.1.9 ]

9.1.6 fiK - FBEFRKREZZHES BRNEROHIESE
MEMEERESE Z 0 o, [11.1.1 2]

9.1.7 FEMKEE. REIBARR. BB, BRKKREZOERE

JHFEARIE . FRIRMARIESS D MARZERIEN G SN TV, [11.1.7 ]

(fiF70)

9.1.1 BUBMIREIZT R U v oy X BRZEW L CESMEREE2 R 3220835, 7 KLF U
Vo AT A8 (invitro) X, Y et U Ki=26.7nmol/L, ~a XY K—)L
23 Ki=8.75nmol/L TH Y ¥ AKFIOT KLtV v a HEEEREHIZ a2~ F—/ 2T
PN EEBZ BN, v BB O A OENERRER TIX, BWEA & LR SR,
MR FEN, vt @ o/NEOENBRRE I, BIEH & U CHREMm) SR T, i
JEEDN S STV S,  ( TVI-8-(2) -@Xa B BIRIVE R RSB & ORI R T —F ) oI’
Z )

9.1.2 PURBMIRIRIL RN U Dy BMGERIER N S 5720, $ERMNRIERZ ISR T2 L0 H 5.
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9.1.3 PUkSHmRIRIC X 0 i B N BT 5 2 LR BIENME T 5 2 E3d 5,

9.1.4 ABRECMOEERVCAZSELZATHHRETIL. AFOBEGIZE VIERNELTI2BZRAND 5,
9.1.5 BERIF X ITZ DBEERO B 5 8BE . &5 WITHERIE OFZREE, mifilhE, IR O RIE O Lk
W 2HT5EBETIE, KFORLGIZEY fEHES ERTo682nnd 5, (-5 BEEGE
AHGEE L ZDOEH-84) LU VI-8-(1) EXLREIER & #1HAEIK-11.1.9] OHESH)

MVI-8- (1) EXRAZEIVER & MHALEIKR-11.1.1) DESMH

ENIZBW TR TOHREMFER (2010 4E 3 AME ) ZxtBIc, ZERIE, FlRIAGRESS O fAs
FERIEDRIWERZEBURI 2 b L IZL R OMEMEIZ O W TR TOI TR R, HUR R 3R
HEOFEFHE LR H 2 Ll olz, v U BEBOMRANE RS E LT EREHIC
FEE 5 % & T i ZE AR I K ORER AR IMARIE S S Cnd,  ( I-8-(D) EXGEIER &M
HAGEIR-11.1.7) DIASMR)

© ©
—_ =
— o

FRIE STV

Q) FrirefzE 8L

9.3 FFHaEEERE
MPRER LRI 282001 H D,

(Fi#L)
AFNTEICHE TR SN D B2 bND, HEEPAMOZ VT T ARG 2 8B a it LieT
— 2TV, FFEE O H 5 BE TEIAFOMPHREN L7 2BThRH 5,

D ETEREEET 5E
BRE STV

(5) B4

9.5 yE4m
R SOFHEYR L T2 TREME D & 5 ISR, 18R Lo A e etz ERl S s h 2 56
(CDOHBES D T &, IREINICHURIINE DS 55 STV D 5E, BrERIHTLES, BR,
WeRE . RER, AREORINT . BRIk O BEBUER-CHEARIMBIEIR 2N & B oIz L OWEDR D D,

(fiF75)

1 BRI O KGRI £ TOENERRBRICB W TG, ER~DOFGEORBRN < HiRF o5
BT DR EMEITMNL STV, BiER (T v b, U IZBWT, #HEHEITRO b
note, (TX-2-0)&EBEEESHRER OHSHR)

2010 4F 12 A KERMAERS R (FDA) OFfF/RICE Y . HERGIICHBMRIE A L7-/80 6 1
B LT AR R B80T 2 BEDUEIR-OSEMR S BIE IR I BT~ 2 B2 K E O HURE R SO IR SCGEICIBRL &
Nz, EWNIZBWTYH, 2 TOHEMREIE (2011 4 3 ARER) xR, #FAERICBT 2 BEDUER <
FEARANRIER S O RITER R BLIR LA © & ISR ERR O MBI DWW TREIT DM T OV RS R, PUdhH
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[P 30 U 1 (009 )
DEEEE 3 (02 )
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9. BRBRERRICRIZTTEZE
PREZILTWVD R

10. BE®RE
REEN TV

N EREDIE

14.1 EFIRFEHOEFE

14.1.1 AR OWNUIBRFEOFELZ 0T <, AIMEROLEEITEBEGICLVERIN TS
O, BRICRHT X H5EET 524, [16.1.2 2]

14.1.2 PTP @2EDHANL PTP > — b bWV L CIRAT A L o884+ 252 &, PTP v — h DA
IR0 BEOELA TN BRI AT U, BIIEZRILE B 2 U CHENR IR 28 %5 o B 7oA BHIE 2 BF 8
THZERNH D,

(fi#50)
14.1.1 AR Oz @R G- ORI A% G L i L TEY,  ( TVI-1-(2) -1)-@H RS (&%#E) |
DIES)

14.1.2 ¥Rk 8 4 3 A 27 B A+ HIEEIKE 240 5 [PTP ORI HEICHOWT ) IS X, PTP OBMKIED
—Er L LCit#E LT,

12. ZDMDEE
(D ERERERAICE D < 1ER

15.1 BRERREAICE D  1F#R

15. 1.1 AFNC L2300, BRI OZERENHE SN TN D,

15.1. 2 AMECTHEME SN /- mlnalaE RS 255 L Lz 17 OFERBRICB VT, RO IEER PR
RGBT T AR BGRE L R U TR T RN L6~ 1.7 EEmho T L OMEND 5, 2B,
AR E OBIEMEICOW TR SN T 63, HETIERY, £, AETOEFEREICE W
T, EMPUREHREE L IEERPURB R IR & RIS T RO ERICEET 5 L oWmERD 5,

k=11
=X

(fFw)
15.1.1 vt /o RERGE & ORIER B JEHE IR TRRBIR G E T & 2 WA D%
SREEDEGI DN E S iz,

15.1. 2 PuEehmEIC B OEEFH L L TRIE LT,

—_

(2) FFERPREXBRICE D < 15 #R

15.2 FERGEREABRICE D < 1R

15. 2. 1 B ER (f X) THIMIERANZEO b=z, MoOEANIES P, BH%E, IMiEEs
(2 X DIRHER 2 R LT A A REME A S S, [11.1.3 BR]

15.2.2 Fota (T A, v b)) (2104 BEREOEG LB AFEERRICKENT, w7 &
(Img/kg/ B LA L) CELBRIER:. FEKER., 7> N (Imglkg/H) THMRERORAEHE D LA
DD LN, THOOFRIT, a7 F ACEELEZ2bE LT, TowmETIxI<mbhn

Tb\éo
(figa)
15.2.1 8 ER ((X) T, 7t ot 37 RENL b RFERIEMOEEZ H &I S8
7

15.2.2 7)) o ONRAEMERBRICEW T, M~ A TIHARIRA AL O T RAIRE, M~ >~ T
FUBRBRIS A DFAEZR D LR DR Hivz, ME 2 H W IR SRR, WAEOEEMEE
WK BB K N~ T 2 B W IMERBR ClE T a ok ) ViRl mEE R R S o
722 END, INLBEORARDO FRITERTFOEBEMEZSICEIVIEZEZ SO TR
RWEEZLND, v T A, Ty FTRLNIZINGDZEIE K33 2 Dy A REERHEH %2
H O T o EHEICEYRG Lzt SRR b, e 7 F U awoTtEICER
THEEEZ SN TWS B3, (([IX-2-(7) #DMOE%EME ] OEBR)
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X. JERGREAERICRE9I HIER

1. EBRER
(1) FExhE A ER
VI, EHEEICEHTHIER OHSMR

(2) RE AR
1) HARRR (AR - 178 [T KITTRE
7 v MZBWT, 0.3mglkg UL EO#k A #eb THIER &L S, 3mglkg UL ETAF Y v
— VB IEAR 2 45K L. 10mg/kg LA_E & O 30mglkg TENENRIE TR E Ay 7 L— MEIZBIT S
FOSIERFOIER (W IEN) 28 L,

SR %?@ pk | RO o
n) (mg/kg)
B 0.01, 0.03 BERL
A 3 76} wn o1 R
03, 1, 3, 10 | B
| WA L (B30 5y R O8 2 B
%)
~NE VLB — LRI S .
R “ob ol wa | WERL (530 5%)
MR (25 2 BERITR)
10. 30 FER (#2530 25RO 2 %)
Bokmss gy omwnek | 00 | mn | 32100300 T
(10) 100
‘ J v k , 3 W L
1. B
(i (5~6) & 10, 30, 100 TR
SR 1E ) Sk wn 0.3. 3 WRTa L
(v FFL— ) (8) " 30 SRS 0D S

2) PRI R OIS R I R

BB A XAZIN T, 1 KON 10mglkg O B RN $¢ 5 CRPIRECA BEIN S, — (8] & OV RpH & 2 B 0 72
D UL @O %I S 7o, TS, ME N, DA SR O RREIR M & O

A LIz, 10mg/kg OEFIRNIEE ST, OER RR KON QT MEOIEER., QTc MELEERNM, P. R

FONT W ok, SO E, ST BN O EAMNRD Sz, RR BIEOEMESCIERIZME- T QT
MRIZEE 5720, 7utrtvl o ick? QT MOERITX RR BIBOLEREICERNT S EEZ 5N
77

HEA X TliX, 30mg/kg OFF 5 COAZ O EEHEIN K OV R PR FRIRE O 8 A 23788 B L7z
D, MECM D LER ST A —Z ~OEBITFED DiehoTz,

TLE Y MEHAOEIZEBW T, 10pumol/L T B FEIUHE D 3 1 K& OBEE & b S 872,

BRI B B (n) | 5 | AR R
0.lmg/kg | HER L
Ik | T IR OPIE R O RS RSN, 2
W, —El . FEE | B3 RO s Akl A R AN
*ﬁfra&—(){y\ H%T@H—/r;( i%ﬂrlﬁ] =
AT @) ik B 1~3 53 8% IR OB, — [ R4
SRt ook | T IAETHD L 5 Sy DU CREEAIC I, 5y
MYKE | e g 5 1~3 20 CRIM L. 15 49LURE
Friger BN
0.1lmg/kg | 2 L
7R ~ INFL TS 2
e, g | T gy | Imeke (BRI HECIE TR
4 omake | FEF 1T OB THUE T, B9 1~30 55 T
E58 | sy

- 60 -



KB gﬁ@ W | AR o
—— 10mg/kg | &R L
N w 5 4 .
[1INECARTINE ¢ @) I 0ma/k DB OB RN (B EGRIEIC S TRAT
EKE | 350
0.lmg/kg | & L
©§§°* , Imghkg | B4 1 %10 R EOWE
i vem | et - W5 1 /LA RR KO QT MIROIEE. QTc
b (4) i DR JEE 70 S A
%%@gfﬁfT lomghkg | £5 1 5T TR, 85 1 HLMETP &
QTI;H;/\RR) b R O'R B, B5 2 UL 3 LI T S ok
S ROT KOl . ST FMEHO L5
iE. ST fRfAE(L | SLARA X g |0meke | RELL
(4) ’ 30mg/kg | PR [HIIE o088 A
0.1lmg/kg | #8e L
REORRBRG | B | e | Imeke | B | 0t CREBIRIER OB
i i ) omaka | BT 15T TR ORI . 5>
mg/Kg N
_ ELEY b lumol/L | %270 L
AT D5 1 R in vit, \
7 ) T Opmol/L | WA ) e O D I b

3) HAMRERICKIZTHE
lumol/L TENE » MEHEIGO T B F /0= U CFFHIGHEZ 8l L, 10umol/L THIZt A ¥ I K&
Ok b = a8 IHE 2 il L 7=,

BT %ﬁﬁ W | G
0.lumol/L | %72 L
fHERBO T EFLa N N o
V., BEXEZIVEROER B %/(ng) b in vitro Ipmol/L T F v A REFEINGHE D i
= VI P TEFLalr, B AKX IUEOE
Hmo 7 k= BRI O

4) THLERRICKIT TR
1 KO 10pmol/L T w7 - 4§ [RIN5 o> B FEULE & il L 7=,
7w MZEWT, 3mglkg UL EOR A5 THPEHREZ I L. 10mg/kg LA Lo+ "IN #EE TH
R, HERW I N BRI 2 S, Bk pH 2 EA &8z, LaL7es s, 30mglkg D%
5 /N EEERICERITGRD b o Tz,

B ﬁﬁ? Bl ik S o
. 0.01. 0.lpmol/L B L
T BB B 38 s vYyx in vitro K *
(4-5) 1. 10pmol/L ehil
/NS A 7(?) % RN 3. 10, 30mgkg % 2730
0.3, Imgkg HE L
A 7 b - bl (530 531%%)
A PkHiE ©) FEH |3, 10mgke WAL (£25 2 %)
30mg/kg il (530 %)
_ 1. 3mg/kg BB L
B g 7\ DN — 1 B ok = B g N\ B N
B 57 s (7) + =N 10. 30me/k Bk, BEEOWEN OYRE
s JmERE DRy, Bl pH O LR
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5) WS RAEIC KT S

AFREHIR AT T » MW T, 100mg/kg DO O #5CRE. Y Nat, K& O Cl PEit& % )

H7,
KB H @%@ 5 g1k i T
ARG 3. 10, 30mgkg | &L
JRE, R Na', K' MO Cl Hhilt& A7 v b s R, Rt Nat, K*
(©) 100mg/ke RO Cl R

6) MiKHEREIC K IT 3528

10pmol/L TZ » b MLE§ERE & E/VE v MMIVIMREEEREICHEL T S Rh o T,

PO H %%@ Bk e G
LU S
(71 ke B R OVE ALY (g inviro | 1. 10pmol/L - D
bR T RAF R
TIN5 ELE Y R o o
(ADP [ (K2t 5 — /7 L 3 6 ) (3~4) in vitro 1, 10pmol/L 2

7) FI R IR BAE

7 v MZBWT, 0.3mglkg DG T4 /) — 2 X DEEIR O R RER (17 S O JE I RF )
BIEE XH7-, ZOfERIT. AERT X ) — L O INEIE 2 iR S5 = L a2 RIET 5,
—h. VT EBREADXF LT b T VBRI ER IS R RIE S 2o Tz,

SREIE PR s B5 R s
. Sk 0.1mg/kg R L
L FEE &0
T IR (5~6) ﬁg 03. 1. 3mgkg | iEE
TR F LT R T — L ~ 7 A . 10. 30. S
s s ai~12 | T joomgke el
(3) ZFD D EEIRAER
LR L
2. EMHER
() BEEE5EMRAER

BB G L2827 v b CidEnis (58 : 250~2000mg/kg) K OVERERN S S (%5 : 500
~2000mg/kg) T. A X TIEROHEE (58 : 120~960mg/kg) (CXVFHEL7Z, T v b Tldm& 5
BRI B W TR ES OWRA . KGR, IRk T, IR, MR, RERD & 5 WIEFLIRO T ED A
B, BIEWIRFICE TR DLz, A X TIENEFH O HEE), GH, BFESH OB, EIR &L
mADR OGN, BIEEMBRIZCITRD bhienolz,

Sy PRI G- HENE 0> BHE
Vi3 >2000mg/k
. : g mese
7wk il g 2000mg/kg
e MEREN 5 500mg/kg
A X B RO >960mg/kg
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(2) RIEHREGHMHHR
KR ORI L 23 E2T7 v PR XTROBEGICE VMO L, 13 EMERUN26 B H 50X
52 WO E G- F M RBR ORISR, TR A s UT—BIRIED AL, (REOBIMIHI ST .
BEEEORD ., HKEORD . MKFEH 5 VISR R BRAE O E), AFEESEOHMN, R
FEAR, T/ NBERE O ME O IF AR ZE fa 2 K OFEEM G R IO N7 E3Bd bz, b D&
(BT REEENR O DI, FBEFERICERE R TIE ol A XIZB T 2EHEOKERSGIZ
L BEEIEN Y o SRR AR O Sy, [BIEREOZETH Y . B TIREENHER SN
e b L ERRH & & ORI wﬁiﬁ(%W4mP?#%oto
A XOEEFME (Img/kg/H) ICBIT2BTEEL v M K1 HREGE (24mg. 1 H 2 BIpEFRE) 28
Hé%ﬁ%ﬁ%k@ﬁ@ﬁéﬁﬁCmﬂH5W4&H%/WCT5&42%T%otO

=R A= b EL*
DR | S E (m*i/fil) &’;ﬁg/ﬁ) (L

2 mg/kg/ H = @ HISEB) ORI ONIEEE L O
7 b 13EE 04, 2,10, 50 04 ﬁﬁ;@?i RN TR K OV ELR

50 mg/kg/ H : FFl&OFEX EE O

I mg/kg/H = BEEE K OMBEKEOHEZD, M+
R T o Ca DWW ONC T/ NEED P o AR ZE K25 e

10 mg/kg/ A« HIEEE O, ARM: T M MK
NI

10 mg/kg/H = : M@, =2 ONC AR MmERE, ~

Er/ub LN~ 7 U v MEOEN

100 mg/kg/ H = BIEIEB) O, BEHE T DML

A X 13 F 1. 10, 100 1 &, RE K OB S O I QNS O IER

b’?"f“ (U U i ORI O U 2o
BiFb~7 0 77— OEREIONT KN, 4T

%‘J@&W&%c:mi5%#5%%%&5@@5@()

3 mgkg/H = : (REOININEHI SOXA . g
ALP {EPED KN
01 03 1. 3 10mg/kg/E|< i vV 7YY Kol
A X 52 JAfH o 16 A 3 0 A 1 NZJF Cytochrome P-450 £ & N Aminopyrine

: N-demethylase & D HE N
30 mg/kg/ H - 1B abEBERR G R D 8D K OV Ak
RO

* HEEMEOHIE  KERGEERBROEFEEEIL, T et ) CoFIER O RN 2 Dy A RERTERIC
ERLTEBRS M 70T 7 F o EREEET L REZBE L THE L., $72bb, (RERTTE, #E
BEOMMN, BEREHOER, ETIEEOZEEHIT MR, 5 R OYNE MR 7R 81T AR D HE
TERINO T LGS TH Y . O EDZ(ETH D Z LI O AKDEE L AR S eh o T,

Q) BinEMAER
ME (RAIF 7 AEKOKRGE) 202 E8IRERRLEEAR, Fv A ==X LA Z —filifkOH
M (CHLNU M) & Hv % Qe R F B L O~ 7 2 2 IV 2 /ERBRIC & 0 3l L 72 /5 R, W
ThbRIETHY ., Tuf ) MTBnmtte A LR s sh s,

4) DA TR ER
MEREZ ~ M7 e 'Y @01, 0.3 X UImgkg 2 1 B 1[8], 104 BBz 7= 0 AER IR 0 &5
L7-fbSe, Mo m M (Img/kg/ BEE) CTHEBENAORAELEN EH Lz, £, M~y Ric7 R
FreVro1, 3K 10mgkg & 1 B 18], 104 EMICH7- 0 KEMRSIRE O # G Lz fER, o3
TOHRGETHBEN A KO T RAEIEOFE AN LH Lz,
Fv b, vUADOMTRONTZZNEOE bIE, X2V Dy ZRERER 26T 282 7 > i
WZHBE LRI —RIICB O b, 717 7 F oW TUEICRRT 22 LB 2 HitTn 5 3530,
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(0) £ER A S 1EHER
A AR EZ T v PR TRAKEGICE

R L7z, SRS A TEIERBR ORR D b Ay T

IFERO Lo Tz,
- B Fd 5 & MR B P
P (PRI e (mg/kg/H) (mg/kg/H) ks
T — HEBBY (HEBEY - F1E1A)
= - P 14 7= =1 B YHR
72 mn 2 EEo | 04, 2. 10 Pt 04 ) JERR L
(1) S 11 Gk rélo
Al LR FLIRE 1
MEH B (B E ]
—#EME 0.1 | Img/kg/ A = : BERIEHOMER &
G rEO 1 | CZFHUTHE S FIERER ORI & 2R
TEHRAT FLAE 1 FTE B ORI NI BRDOIET
K® Z v b AZBCRIT 2 B ]~ 0.01, 0.1, 2L < oMM
IR (1) RRALSLATA E T 1. 10 10mg/kg/ B : SRS ORD K OE R
e 53R WZPE 9 ZER O
[F1RIE]
10mg/kg/ B @ SRS ORI S £
TERR IR E DD
HEB B - BB - FL I 2]
) _ 0.01, 0.1, —fkEEE L | AL
(1) KEIR 0~7 H 1. 10 Nl ﬁlo
FLAE 1
e B 1.5mglkg/ H = : HAESR O T EIA K
—fEEPE 05 | OVEH% 4 HAEGFROEKT
7w b _ @‘ﬁ%ﬁ 0.5 | 5mg/kg/H : AAFMR O EIA
. g | ERIVITHO 03133 [05 | WPEROUS T, SEREILED LR
RS <u%1a B E (R I I B B O
RN P VR 0o 7 B T > P AT
ESaE v - ”
HEBLENY) WL
7Y ¥ . — M 10
(i) IR 6~18 H 2.5, 10, 40 éﬁﬂﬁm
FLARE : 4
i B EY) img/kg/ B : FEPERFE D EH KO
;gﬁﬁﬁ Fu b | HEHR17 B~ 004, 0o 1 | THREHEOQ4 | IUITHED HUEROUE TN AR 4
&gg%’ (itfe) HE 21 H AR NN 0.2 | BAFEROET
i F12:0.2
(6) B I el 8 4k 2 B
HMER L
(N FDthiE%E
DHLF MR BR

ENEy MR- RZTr o) UCRIELTZRER, STy NTIRESMNEGET T 4 T

F 3 — (ASA) UG,
IRIMEREEE (PHA) KUt
oty £z,

PRIER R G5 (DTH)

. ZHET
WCBWTHIRIZRE ST, <7 X Tk PCA Kt
Turr U BIAT AT I UREEY (BBERER) CRIEL7ZEMH 2V IEEN

F7 4 5% — (PCA) s M OVl

IRV THIRIIRH S

ONLELNME CZHRIEL-8Mmc T nt o) v 2EERE L THT LS —RINEERE
L7=No T, 7ar vl AchiEMET v S s s,

INzmoTz,

)R AP R

7 v b &2 OIS RMEAFTERGRERIZ
HHBRIZEWTIE, 7 ad ok ) o2 iRz ER LB
H OGO AFE D Eht#
N5 B OG- RO

AIREME AR &y & i“béo

BOTHIREFE K AE
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X.

1.

10.

11.

EEMSEHEICAIT SEE

RHERES

# Kl 7uarrwY fE2mg [DSPB) #E 4mg [DSPB| $i 8mg [DSPBJ /% 2% [DSPB|

PR AL S T
E) EE-EASEOLGFEICLVERTDZ &
GRS : TaFrtvy s EER

AHARM
AN - 34F (e MERERRS RICHES )

BEKETORE
EtTREER

Wik EDEE
REINTWVWN

BEMEITEM
BEMERLTAR : HY
<TFHoLEY : HY
DM DBFE T ER -
- 7uf kU B TDSPB) AR STV 5~
[ BEIfRE BT Y1 R ] https://www.prm.sumitomo-pharma.co.jp/product/ 2

ERELEFR B
2008 41 4 25 B (EIPNBAYE)

HERFTARDFABRVARES. EMBENHEFAB. RETHKFEAR

Hr5e44 HERREAAEREH H AR5 SRAMFLAEI A H B WRFeRAMeA A B
*‘H ~ _k 1] >
saFetl s 2019452 A 15 0 | 23100AMX00158 | 201946 H 14 H | 20194F6 f 14 H
#& 2mg DSPB]
=iy RS ) IV
ZeFot) 201942 A 15 0 | 23100AMX00159 | 201946 H 14 H | 20194F6 f 14 H
#& 4mg DSPB]
=0 R ) NS
g 8mg rDSPBJ 201942 A 15 H 23100AMX00160 201946 A 14 H 201946 A 14 H
Tafrkvl
5 2% 1DSPB) 2019452 4150 | 23100AMX00161 | 2019456 4 14 H | 201946 /1 14 A

MEERXIHREM,. FEARVAZZEENEOEABRUVZOARE
202547 A 23 H : /NEOHEROHEBMN

BEEHR. BIMEBRRARFABRVZTORE
R L72VN,

BEEYR
G RORANAN
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12, I R HARMGIRICEE I 5 FH

BRI _ERDSER T BTV D EEIZEE Y LRV,

13. &fEa—F
JE A G . b 1 s
. I . EH M = — R L . L7 MERLE
W st | FIURESTE ot o g | UT7 MR
EIHGa—F
A= RV ) I
% 2mg [DSPB) 1179048F1019 1179048F1043 126720401 622672001
A= RN ) I
% 4mg [DSPB) 1179048F2015 1179048F2040 126721101 622672101
a N _IZ] N
?itlﬂA“/ e 1179048F3046 1179048F3046 126722801 622672201
#& 8mg DSPB]
Tufrty v
5 206 [DSPB) 1179048B1017 1179048B1033 126719801 622671901

14, RER#afT LDERE
AFNT2HRRIN L D% FIEIGTH D,
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XI. f§&E

1. FA%F - BREXIRICIR L CTEREKRFIBZT O ICHT-> TOESERBR
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