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57% I U8 30% 75 NIRRT R OB P S e SHEIAT— %),

16.6 BENHREZHT 2EBE

16.6.1 BipEEERE
BRI TR L0 B d 5 v o TRV 25 L REtic L b &
ERREDINT A T VY OSYBIREIEE L 52 hole BHEAT—
%)

16.6.2 FHipEEE RS
e ER AT v FE D2 )7 IV A KT &L R TFHEINL
B, BFREREAR T B S BN ARAI L d A4 T WY v 7 v 2 e 5 L 7o ist
12X B b, HHEREETIEA T VY v OEWBIRE ISR L 5.2 b oz (Ot
EIANT—%)o

16.6.3 S
F 5 Y LA T NE QARG Tl 65 # DL OBERE 16 1N 5k
WHIFEm T I L B3%IER L7e (Wl 52 M, FEmln 34 Refl) o 14
H B 5-Cld, 65 bl L o#ER#E 8 Bl I milid 59 e <& - 72
MEAT—%),

16.6.4 TR - B2E
RHNNEF T v HFE o TV e 55 L7gatic X a & RSB 24
TGO )T Ty ARBELD LR 30%E . FABEE IS A A
TGO )T T v AGIEREE LD D 40%FEm o 72 T RH D
RO ENPOEDHHAET H T LI L ) — MG m 2 i 5 081 %
Vo PERI & B A ML AS DA O 2 ) T T v AfEIL B RS T
D <y RN TRMEBEE, BB ONET, LHIEBLEE 5 b KA
o7z WMEAT—%),

16.7 EWHEEIER

16.7.1 ZILEFZH I
RENE T NVEFFIVEDOHMICL Y. F 5 Y OIMSE PRI
R U7zo AEAEIEHME (F_TBEE) TRE <, Coa DN T
(BE) C75%. M (FXCTIEBEE) T52%TdH o720 AUCo-24 DIENNE
B (BE) T 108%. E (JEMEE) TH2%TH o7z Ty 2UT T
YA (CLp/F) 1334k (B2f#) <52%. &Mt (FEm2ME) C37% /T LA, &
ME 7 VRT3 VA CYPLIA2 OERH 2B 5 720 Lffisg S/ (FhE
ANT=%),[10.2 &)

16.7.2 AT EE L
FI U H TRV L BN E L EDOBHICEY, AT UFE D
MR RE IR % /R U720 BEATIC L 1) Conax 13 24%. AUCo-0ld 34%IE T L
T2 SHEH NN EYE VS CYPIA2 OFEER AT 5720 LHEE S
72 BHEIANT— %), [10.2 ]

16.7.3 7IvAx&F>
AHENE TN FETF v (ENFREKR) EOFRICEY, +F7 2 FEr ol
P IO TP 720 BFHIZE YD Crax (X 16%8EI0, 20V 75 > A
(CLp/F) 12 16%IKF L72e ZHUE 7 V4 F 1 F > 25 CYP2D6 D RHENEH %
By bizokdEsni BHEAT—%),

16.7.4 ZOft

(1) BEZIBTL24T o FE 02 ) 7Ty AMEIFIEREH X1 35%E
holze TAIUSEYEAS CYPIA2 OFENER 26T 4720 L SNz,

2 Zofbh, 137530, INVT )y, YAFY L, HIEFUET VI —
WAL L BARFNOSEYEIREIZ X T L5 e BB b e otz 72,
RANZE D) F L, NVTUEE, A3 7TV, IVT 7). VTEN
Ly ER)FY, T T740) Y AIT IV A= )V OIEYEIREC T HH S 2%
HEIRDO SN ro 7208 BEATF—%),

E) Iy T RVIEREETICHWZEEAT, A5 v TR
)V 5mg & AF bmg (FEWFMICHETH S 2 EPMER SN TV 5D,

17. EREREXHE
17.1 BN RUOREMICET 2558
(& K ERE)
17.1.1 ERE || HHER

(1) #EASE 1| FEERBR

M FER S 7 8 RGBT Z V¥ v SN EV]I~12.5mg A
Bh &N, A LMESRER 81 BIIC BT A h &SN Lot
59.3% (48/81 %) TdH-79,

FREIEIEARIE () 17.3% (14/81 %) J OHRA16.0% (13/81 1) T
272,

(2) #EA%E || FEEABR

Fl & fE & g S N7 8 HH S RER T 2.5~ 15mg MRS & ., KA ke
HBEEE 156 11 BT 5 paE i Ll E o1 58.3% (91/156 ) T

27210,



FEREWEANEAIE GiE) 19.9% (31/156 1), A 13.5% (21/156 Bi) . 4 H
#E11.3% (oA 6/53 61) . = (&) 10.9% (17/156 #1). Rk 10.9%
(17/156 B1) JL U198 10.9% (17/156 61) T - 720
17.1.2 EIRE 11 HHEER
8 WM o I EHILEGAER CAR 5~15mg A5 S, AEHE GO 44 4%
(40/90 f81) ASFREREELEELL 2 7R L, ARA DA JHIE 253 5 A H DSR2
O 5z,
EREWERIZEE (&) . 7227, R, B8, ALK OANR GE) %
11.1% (10790 #l) T&H o720
17.1.3 SHESE 11l #HEER
(1) A7 v n T VEVOEEME#HH (KH#E5+2.5mg/H.
#:10+2.5mg/H. @H#:15£2.5mg/H) & 7I KK Nax) F—)u
(15=5mg/H) #2 % i L 72 6 A O ~EEMILERERICBWT, 9 2%
Yryom - BHEIET T 2R L i LTtk - BIEER % & DR imEike
MCEERYEEZ R L. mHER I TR P b8 e i L. BYE
REGRIYE Lz $ERVMEIEIR (EPS) 39 XCo4 T V¥ 58
TREERR LD, NaRY R ESHETIHE L, S—F v =X
DT HY VT OREBREITRTOLF T o FE v HGHTHEIC KD > 7212,
() BIEHmEEmENIA T o HFE L LI Na~) K — )L ORI 50cd
ZR L2 B 2 KB ZEERT Co 1 4EM ORIk I B
T 7 VWY I IRSE L i LIRS & BAFISHERE L. A RIED
FREIEC X WA TH o729, ZEERT CORPBkGRES o, +5
FU LN L DRI Y A% 4D 7 OFHRIE TR F— %G5O 10 4
D1RMTH ) FOEIIHAETH - 7210,
W1) 7 UWE Y T VIEREET IV BET, AT e T
U bmg & ARFH| Smg 1FEWEWICFESETH L LRI LT
%o
H2) ~nax) F—ov (BRIOH) oENARER (M) ($1H 3~6mg
Thbo
UBHREEIC 51T 5 BREKRDOS%E)
17.1.4 EREE 1l HE55&
BRI Ey — FUIRAM LY Y — F2 2 L2 AU T BIREE RS 2 W RICE
Jiti L7277 2R B BGRB8 W T, AH) 5~20mg & 1 H 1171 3
ARG L7z e & RREEMERIC B0 B Y v BRI (Young-Mania
Rating Scale, YMRS) &atHON—2 5 A ¥ 06 DZELE (FI9E + ik fF
) ZAKIEE-12.6+10.0. 7T EH-6.8+14.0 T, BEME L 20D 95%1E
FXENIE-5.8 [-9.1-2.4] TH Y. MW FEEN RO LN (p <
0.001. t#E) 19,

# 1) 5 3HEIZBIT D YMRS Bl EON=2 T 1 296 OZEALR L IZD
eI (FAS. LOCF)

YMRS &t
—— 1
e B NR—2 | BEE :_;7 [95% 21 | p i ®
OhE
I 153 [X [H]]
T4 fiffi DB
AN 104 27.7%£5.9]15.1£10.4|-12.6%10.0 g
-5.
AZE N < 0.001
7%6 97 |26.9£5.6(20.1215.0|-6.814.0/[-9.1-2.4]
Pl =

H3) tHE
6 EB ORI C 3B 1) 5 EREITEM I, IR 23.8% (25/105 61) K& O T1#E
15.2% (16/105 ) TdH -7z,

17.1.5 EREE 11l #E5E&
CEE MRk L CEM L7 18 A o JEBE R EMM G HEBRIC B Vv
T, “EEMHABRL ST LoEBE 23t 7 v F ¥ L OBRRS %2, EAR
o 2B EERRERE Ik LB Id o T Y B SRR
TESE 1A & OB 5% 1T - 7219,

(1) A5 >HFELERTO®RE
K| 5~20mg % 1 H 1 FEECH%S L7z & D YMRS &FtSoN—25 1 »
Ao 0% bE (CFHM + EERFE) &, %5 6 A% T-3.3£5.3, 18Kk
T-4.2%5.3TH o7

_6_

F2) YMRS AREEON=2F 1 b 0% bR (RAIHAIRE, FAS. 0C)

N—2A

1 2 438 6 | 1054 | 1434 | 18

Bz

=
|

T4

Bi% 100 100 96 91 81 76 65 61

YMRS

St 2.1%3.4
mal s

5.7+6.414.9%6.0/4.0£5.8/3.0%4.3 2.6%5.8/1.9£3.3

ZAbi | —  |-0.8%3.6|-1.5%5.3]|-2.4£4.9|-3.3£5.3|-2.8+5.7|-3.7£5.7

P + A

HIVE R SE B 1% 41.0% (41/100 ) CTdh o720 FomIlERIZ. BIR 13.0%
(13/100 B1) TH o720

(2) #7>HEL+RPREETO®RE
RH5~20mg % 1 H 1 AROH#ES KaRERE LTRBY F 74 SVvT
Ol b AL AT EE Y OWT I 1 H 2 AGRHE R OHE T
PG L722 &0 YMRS BRI EON—= 25 A ¥ 96 OZEALE CFfl + iR
#) 1%, %5 6814 T-25.9+9.3, %5 18 A T-29.6+5.7 TH -7z,

2 3) YMRS AREEON—= 25 1 ¥ 0 b 0% b (KL EpH#E FAS.OC)

N— A

1 48 638 | 108 | 148 | 183

2

&

74>

% 39 39 34 31 22 18 14 12

YMRS

e 7.1%8.7
(SIS

33.2%6.6]25.1%9.6/17.9%10.3|12.5%12.8 2.9%4.413.1£4.111.7%3.2

-25.9%9.3|-30.3%8.7|-30.0%9.4|-29.6%5.7

ZAbE -8.1x8.6

P +

-15.4£11.11-21.0£12.6

BRI SEBUBE1E 59.0% (23/39 ) Td o720 EARBMEMIL, 1~y &7
Uty RIN15.4% (6/39 B1) . fEHRE 12.8% (5/39 1) M ORI 10.3%
(4/39 1) THo7z.

(GUBMEEICH T 5 5 DIERDHE)

17.1.6 EEERES I HERER

(1) —EE%H
IOIFILE Y — Fa B Lo AR T HEEERE (514 f. HANEHE 156 6%
E) BRRICER L7277 £ R I EE MBI BT, AH 5~
20mg FEFERIC I H 1M 6 AMEG Ls &, REFMEFEICHT 5
Montgomery-Asberg Depression Rating Scale (MADRS) &&l A D N— 2
FTA o0 bE CPEE £ EEFE2E) (EARAITE-14.26+£9.73, 77K
H-11.71£11.09 T, BEM#E L& Z 0 BWEFEXHIE-2.15 [-3.93, -0.36] T
HY ., MEHEN R A EESRO SNz (p=0.018. HHHsHT) 17,

2 4) 45 6 I BIT S MADRS AR EONR—=ZF 4 ¥ b O b K O
OB M2 (FAS, LOCF)

MADRS %&£t ~
——— mmE
wo | e | e |70 st | p
.
54e lZf'Eﬂ]” 4)
7T soni
AR 339 [29.36+5.71|-14.26+9.73| 2,15 0,018
75w KB | 169 |28.69+6.33-11.71£11.09|[-3.93-0.36]
T fil + R 2

E4) FoHoT
BIVE M ZE BT (X AHIEE T 55.7% (191/343 B1) . 75 & REET 36.8% (63/171
Bl) THotze REBEO TR REER I, RERN 15.7% (54/343 #1) . EHIR
15.2% (52/343 B) R OSECRRITHE 12.0% (41/343 B1) THh - 720

(2) FFEHRIRIRSHA
[E s 3t [A Bt B (3B M) (ke L IR L 72 18 R o IE B Mk btk -0
IZBWT, AH 5~20mg % BFEHEHC 1 H 1 FREO%ES L7z & & O MADRS
HRINTIETREROLEBY TH o720 MADRS BRIEON=25 4~ (ZEEHR
WIRETRE) 205 02 kst CPMH + IR R ) 1, %5 6 A% T-3.76 £8.50,
%5 18 % T-6.34%9.43 ThH - 7218, B, ARBIZBVTIIRSLE
3. PU) DR OB HIRSEO B A T & L CHERML 72

#25) EMMGHL 580 MADRS Rt ROHER (FAS, 0C)

N—=2AFA~ 634 18 34
Bl% 385 349 295
MADRS £t 14.00+9.05 10.10+8.37 7.61+7.20
ZALE — -3.76*+8.50 —6.34%9.43
TR fi + BEAE (R 2=



BRI SS BUBE 13 38.3% (149/389 B1) T o 720 72 B G A4 1
15.9% (62/389 Bl) Td -7z
17.1.7 EREE Il H5EER

ERRIL AR GEEMMRE S M) 25T L2 AR ANBEIHHES 25
BN L7z 24 d 48 JR o ENIEE RN 5Bk IC BT, A 5~
20mg FHEEMEC 1 1 1 FEE %S L2k & MADRS At fild TED L B
NThotzo EEHERBZET L HARANEZIZBIT S MADRS 45
DOR=2F 4 v (EEEFRGBRETE) 2»50% e (P £ BEFEE)
1, %5 24 8% T-1.026.7 Th o720 HHEETIZ. MADRS GalHoON
— A7 4 v (ENFEEREMEG ARG 200 ke CFiYH £ ik
ff#) &, %5 24 BH%T-5.2+13.2, #%5 48 HMET-3.827.4 Th-»7W,
LB, AABICB W CERSEESRE. 1) DR YRS MmHEIED P 20T &
L CEML 720

#6) EVIEEHRED%S5 3D MADRS &7t SR (FAS. OC)

N—=A7 . . . |
. 1238 24 38 36 38 48 38
1
%% 81 73 65
BRI
!rf I MADRS
B0 . 8.6+7.2(8.7+8.1|6.9%6.8 —
e L2
LA — 0.4%6.0|-1.0%6.7
B 20 14 11 7 6
. MADRS
HrHLAE B . 16.5+9.0/9.9+8.7 |10.6=9.6| 8.3=8.1 | 7.3+9.5
[S =] e
LA —  |-6.9%10.8/-5.2+13.2|-5.3%8.6|-3.8%7.4
S + R R

RIPE M SEBUEE X 40.6% (41/101 B)) Td o7z 2RO T4 RIEIIAER
Jn17.8% (18/101 ) TH -7z,

18. ZERhEEIE

18.1 1A
TG RF TN VT Y Y ERE AT HIFERTUBIRETH
%o FEERIRIEIEBRIC BV CERBPUR RS & (L5 7 2 S0 RRBS I &
MIZEINTV5D,
T T VWY I L HOMRIE Z BRI A EH 2 4 L CRA SRTE O By
PEREAR D A7 37, BEVEIEIR, RRAIEE, Ak, ) DIEREIIN 3 2%)
RRHARIIEIROB & & 725 L (L IelEM R multi-acting) . 72, %<
DZFARNKS T 2 MEH AP AO BRSO % h5 % (RN
{b:receptor-targeting) & £z 5N A920, 5 HFE U E, P83 D2 ¥
A7 (Dz. D3, Do), &0 b= 5-HToazs2cs 5-HT6. a1-7 FLF 1 ¥ K%
e 2% 3 v Hi ZFENIIZE CIREFHH TR WBAEZ R T4%, F/283
YD1 %47 (D1, Ds) -+t b= 5-HT3 S ZBAENE R RO HRIVE T
BTHHB, F0 AAHY Y (M1, Maw Ma. Ma, Ms) ZEAR~NO B
1% in vitro L LB LT in vivo TIZFHV, 5 VHFE i b D2 imAE
WK LEGEE & LT <% BISA T VY 212 X 2 KB H RIS ATE T o
R8I v e VT FLF ) » OBEERND 2. 7V 5 3 v BRARRO5ER
EOMIFDD G, T v FE L LEBROZHFRE OB L DGl &k &
NCTWLWEEMED S 220,

18.2 A RIAEFEROEY T T IV TORIRIER
TG A LTV =D (MRS EREIE OFREE) 2 ERT 2
&) QIR T, SR URY (BEEROIERE) . 7LV AL v e
Yy oa 220 (YRR N OFRIPE & o 4RIE) . &R (FATEREIR D
B, 327 7 b0 (MR R ORLOIREE) & % idigtlkik (5
DIERDIFIE) S O LIEFAER OB T 7 V2B W CRERMN 2R T,

18.3 HRBDG R R U KR K E BTSRRI N DEIRME
F TV, ERA TSRS R MR RS 12 BT, HERK
FEWEIZES L Cw 2 BEMHAAR LD b JURHEIETE & R T % Bk
5T ORI R B R SE AT RPN O BRI A 7R3

18.4 IRE KRB ICEID 2 T E 4R & DR RIVEEIER
A S FRRE TR B B RTBERTEF T K283 & DI ARDOKEEIK TR 7L 4 2
VR DAGERE EAMEHAL STV B DS, F T WY KR R
BRI e/ VT FLF) ol NS €2, 7V s 3 v iR
DIREREE % ME S 5208,

19. AR ICET 2EBEZHFEA
—fkB9%FRE . 4 F ¥ Y (Olanzapine) (JAN)
b4 : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-thieno[2,3-b]
[1,5]benzodiazepine
433 CrirH20NaS

i 312.43
W IR EEO/HEOH K TH L,
I =) (99.5) IZHEITFICL L AF = VIO THEITIZC L
KICIEE AEBET RV,
sz Scsv
H
o
\
o
-
\CH;
Al 9 195C (i)

SRARE 0 1.8 (pHS. -4 27 &/ —VR)

22. Ak

($2 2.5mg)
100 §8 [10 4 (PTP) x10]
100 §8 DR, /N7 SZ2EFIAY ]
1000 $& [, /3. #HIA D ]
(& 5mg)
100 $8 (108 (PTP) x10]
100 §¢ Ui, /N #2EHIAD ]
1000 $E [, /N7, HBEHIAD ]
(& 10mg)
100 $2 [108 (PTP) x10]
100 82 DR, /YT, SHIAD ]
1000 $¢ [, /N7, HefAIAD ]

23. EEXH

1

=

B3 L O UFEED R G AKGRIE - BIC/ERGT 35k AR~ O A4
RS E: T WY Y JUBMIEG ARG D I LR
M)

JEAE 57 M8 R 36 A L R R SR - R AR e A M1 R, No. 258(2009)

JE A 578y FEERIVE B RIS ~ = 2 7 SEFI P4 O e 1 H

Stone M, et al.: BMJ. 2009; 339: h2880

KA ERREESE 1998; 14(15): 2717-2735

Kassahun K, et al.: Drug. Metab. Dispos. 1997; 25(1): 81-93

Callaghan JT, et al.: Clin. Pharmacokinet. 1999; 37(3): 177-193

FEAERL: AU T B E S dAEA RIGRE BB AR L Lot T v

Y2 Loy T a R OSEYARE A HER2010 48 10 F 27 HKGE.

CTD2.7.6.2.1)

Ishigooka ], et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 353-363
Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2000; 54(4): 467-478
Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 403-414
Beasley CM ]Jr, et al.: Neuropsychopharmacology. 1996; 14(2): 111-123
Tran PV, et al.: Br. J. Psychiatry. 1998; 172: 499-505
Beasley CM, et al.: Br. J. Psychiatry. 1999; 174: 23-30
PR BOROTR AT Yy — Fa 2 L7200 T RIESE 2 s
7B 0 B R R RIS L 22 T E R ER(2010 4F 10 A 27 H
JKig. CTD2.7.6.3.1)

B E B OTR AT Yy — R B2 L7280 UR 1T RIRE & 2 S
7o B o B3 A R G FEHE L 7z Rk e 5-3ER(2010 4R 10 /1 27 H
HKiE. CTD2.7.6.3.2)

RER: 9Dy — Fa 2 L2200 T RIS L s BEm %
R HESE L 7- —EEMRILEGRER(2012 47 2 H 22 HIKGE,
CTD2.7.6.2.1)

HNER: )OI E Y — F2 R LRSI BEEE & B sz BE %
RGN T L 7o Rl ket 5552012 4 2 H 22 HKRE,
CTD2.7.6.2.2)

Bymaster FP,: J. Clin. Psychiatry. Monograph. 1997; 15(2): 10-12
Bymaster FP fill: EiARAGHIZERL. 1999; 2(8): 885-911

AFIBGHR: BEARRS IR S . s . 1999 ; 14: 96-108

Bymaster FP, et al.: Neuropsychopharmacology . 1996; 14(2): 87-96
Schotte A, et al.: Psychopharmacology (Berl). 1996; 124(1-2): 57-73
Bymaster FP, et al.: Eur. J. Pharmacol. 2000; 390(3): 245-248
Bymaster FP, et al.: Schizophr. Res. 1999; 37(1): 107-122

Li XM, et al.: Psychopharmacology (Berl). 1998; 136(2): 153-161
Bakshi VP, et al.: Psychopharmacology (Berl). 1995; 122(2): 198-201
Corbett R, et al.: Psychopharmacology (Berl). 1995; 120(1): 67-74
Moore NA, et al.: J. Pharmacol. Exp. Ther. 1992; 262(2): 545-551
Moore NA, et al.: Behav. Pharmacol. 1994; 5(2): 196-202

Stockton ME, et al.: Neuropsychopharmacology . 1996; 14(2): 97-105
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32) Robertson GS, et al.: Neuropsychopharmacology. 1996; 14(2): 105-110

*%24. XEBEKERVBEVEDE S
FrTTT7—bHAEE ATAINA YT A A=V a by —
T 101-0021 SEEHBTAAHXAMH 4 T H 14-1
TEL : 0120-772-073
https://www . cheplapharm . jp/

*%26. BERTEES

26.1 BOHEERTET

Fr7o577—LEXNa4t
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*

s % 20244E11 H e 5T (45300) BAREZEFAIEES
% 20234£10 H 4 ET . e s s i 871179, 872391
B % SR SRR - MRS aEE - Hl0LA
H20R 35 TS UYE VR =oms omg
R . ARES | 21200AMY00249 | 21200AMY00250
BR5SRIMA 20014£6
- ,7’/*# §2.5mg | 6]
10mg
L UL * EREE | 21200AMY00251
- [~V
-/; '/ * y fE5mg BRABALA | 2001456/
= 1rmm° ©
S IVEY s:10mg
Zyprexa® tablets
LIE NI E e S . CHEPLA
) VERE - BRSO EIC L YIS PHARM
A _— STLENE | VSV EYE | VoL
. =3 I
11 BLOIIEEO LR 5. BREMS 7S K-S X, HR 25mg dmg 10mg
FHEESOEXLEMEAPREL. REICESBE5550 foxx [ERES 71mm 81mm 102mm
T, AEHFEHE, MBEEOAEEDHREZ T2ICITO &, 5 X 34mm 40mm 5.0mm
.5 rvw _ i #0.14g #021g # 042¢
1.2 BE5ICHE->TIE. 5 UCHEERRERAIPRBRT 58D
BB L%, BERVZORECHMCHHAL, OB, S8, Hpa— ) LILLY 4112 LILLY 4115 LILLY 4117

ZR. HREOREISEEL. COLIBERIGHS OIS
Bl BbCiREEZHEL. EMOZEEZZIT5L5. BE
TBH5I &, [8.1, 8.3, 9.1.1, 11.1.1 BE]

2. 2R

BZ (ROBEICEIBRSLENI E)

2.1 HIERKEOSRY [FERELELSELBEMW0H 5,]

2.2 7NV Y — VEEFEAREE O R HIF OBV R T ICH
5 B (AR 2SR < b o ]

2.3 KFN OB L SoE OB RE O b 5 B

2.4 7LV rvERESGHOEE (TRLFY) 2T+ 745 F
T —OEEH, THEEEISIC BT A REREE D L < 3 fmE
R ZAE 5 258 2 <) [10.1. 13.2 2]

2.5 HERBHOBE, FRROMEREDOH 5 EH[1.1. 11.1.1 &

1]
3. fERk - R
3.1 88k
. DAVAVE S D AVAVE SR NAVAZ SN
W7E%
2.5mg 5mg 10mg
18Eh 49 ¥ . |1 EEHR AT
L S LI I Al P A e
¥ & LT b5mg
25mg 10mg
FBKA., v Fexy 7o) —A, 70
I ARE NV, R Va =2, A77) VEEY T A
o UWA, bFaAn—R, BLF S o, vroT—
V400, ARV VIR — k80, AIVFoNay

3.2 WA OMERK

B STLEHEE | UTLEWEE | YT
Wi7e 44
25mg 5mg 10mg
PEB: - AT BT 1 b aT— b
W | e O O Q
ol = = =

4. REERIIZHNR

Ot & KFRAE

ONBHEEICE S 2BERRY S DEROKE

ORBHEEH U RXT7F2%F) BETHIBEARER &0, &
)

5. ZEERIITRICBHET HFE

BHEEH CRXTI7F2%) BSICHIHELERER &0, &
i)
AHFNERNEL, MR U 2 PUBIEESH (X775 2 45) ©
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2 Zofbh, 137530, INVT )y, YAFY L, HIEFUET VI —
WAL L BARFNOSEYEIREIZ X T L5 e BB b e otz 72,
RANZE D) F L, NVTUEE, A3 7TV, IVT 7). VTEN
Ly ER)FY, T T740) Y AIT IV A= )V OIEYEIREC T HH S 2%
HEIRDO SN ro 7208 BEATF—%),

E) Iy T RVIEREETICHWZEEAT, A5 v TR
)V 5mg & AF bmg (FEWFMICHETH S 2 EPMER SN TV 5D,

17. EREREXHE
17.1 BN RUOREMICET 2558
(& K ERE)
17.1.1 ERE || HHER

(1) #EASE 1| FEERBR

M FER S 7 8 RGBT Z V¥ v SN EV]I~12.5mg A
Bh &N, A LMESRER 81 BIIC BT A h &SN Lot
59.3% (48/81 %) TdH-79,

FREIEIEARIE () 17.3% (14/81 %) J OHRA16.0% (13/81 1) T
272,

(2) #EA%E || FEEABR

Fl & fE & g S N7 8 HH S RER T 2.5~ 15mg MRS & ., KA ke
HBEEE 156 11 BT 5 paE i Ll E o1 58.3% (91/156 ) T

27210,



FEREWEANEAIE GiE) 19.9% (31/156 1), A 13.5% (21/156 Bi) . 4 H
#E11.3% (oA 6/53 61) . = (&) 10.9% (17/156 #1). Rk 10.9%
(17/156 B1) JL U198 10.9% (17/156 61) T - 720
17.1.2 EIRE 11 HHEER
8 WM o I EHILEGAER CAR 5~15mg A5 S, AEHE GO 44 4%
(40/90 f81) ASFREREELEELL 2 7R L, ARA DA JHIE 253 5 A H DSR2
O 5z,
EREWERIZEE (&) . 7227, R, B8, ALK OANR GE) %
11.1% (10790 #l) T&H o720
17.1.3 SHESE 11l #HEER
(1) A7 v n T VEVOEEME#HH (KH#E5+2.5mg/H.
#:10+2.5mg/H. @H#:15£2.5mg/H) & 7I KK Nax) F—)u
(15=5mg/H) #2 % i L 72 6 A O ~EEMILERERICBWT, 9 2%
Yryom - BHEIET T 2R L i LTtk - BIEER % & DR imEike
MCEERYEEZ R L. mHER I TR P b8 e i L. BYE
REGRIYE Lz $ERVMEIEIR (EPS) 39 XCo4 T V¥ 58
TREERR LD, NaRY R ESHETIHE L, S—F v =X
DT HY VT OREBREITRTOLF T o FE v HGHTHEIC KD > 7212,
() BIEHmEEmENIA T o HFE L LI Na~) K — )L ORI 50cd
ZR L2 B 2 KB ZEERT Co 1 4EM ORIk I B
T 7 VWY I IRSE L i LIRS & BAFISHERE L. A RIED
FREIEC X WA TH o729, ZEERT CORPBkGRES o, +5
FU LN L DRI Y A% 4D 7 OFHRIE TR F— %G5O 10 4
D1RMTH ) FOEIIHAETH - 7210,
W1) 7 UWE Y T VIEREET IV BET, AT e T
U bmg & ARFH| Smg 1FEWEWICFESETH L LRI LT
%o
H2) ~nax) F—ov (BRIOH) oENARER (M) ($1H 3~6mg
Thbo
UBHREEIC 51T 5 BREKRDOS%E)
17.1.4 EREE 1l HE55&
BRI Ey — FUIRAM LY Y — F2 2 L2 AU T BIREE RS 2 W RICE
Jiti L7277 2R B BGRB8 W T, AH) 5~20mg & 1 H 1171 3
ARG L7z e & RREEMERIC B0 B Y v BRI (Young-Mania
Rating Scale, YMRS) &atHON—2 5 A ¥ 06 DZELE (FI9E + ik fF
) ZAKIEE-12.6+10.0. 7T EH-6.8+14.0 T, BEME L 20D 95%1E
FXENIE-5.8 [-9.1-2.4] TH Y. MW FEEN RO LN (p <
0.001. t#E) 19,

# 1) 5 3HEIZBIT D YMRS Bl EON=2 T 1 296 OZEALR L IZD
eI (FAS. LOCF)

YMRS &t
—— 1
e B NR—2 | BEE :_;7 [95% 21 | p i ®
OhE
I 153 [X [H]]
T4 fiffi DB
AN 104 27.7%£5.9]15.1£10.4|-12.6%10.0 g
-5.
AZE N < 0.001
7%6 97 |26.9£5.6(20.1215.0|-6.814.0/[-9.1-2.4]
Pl =

H3) tHE
6 EB ORI C 3B 1) 5 EREITEM I, IR 23.8% (25/105 61) K& O T1#E
15.2% (16/105 ) TdH -7z,

17.1.5 EREE 11l #E5E&
CEE MRk L CEM L7 18 A o JEBE R EMM G HEBRIC B Vv
T, “EEMHABRL ST LoEBE 23t 7 v F ¥ L OBRRS %2, EAR
o 2B EERRERE Ik LB Id o T Y B SRR
TESE 1A & OB 5% 1T - 7219,

(1) A5 >HFELERTO®RE
K| 5~20mg % 1 H 1 FEECH%S L7z & D YMRS &FtSoN—25 1 »
Ao 0% bE (CFHM + EERFE) &, %5 6 A% T-3.3£5.3, 18Kk
T-4.2%5.3TH o7

_6_

F2) YMRS AREEON=2F 1 b 0% bR (RAIHAIRE, FAS. 0C)

N—2A

1 2 438 6 | 1054 | 1434 | 18

Bz

=
|

T4

Bi% 100 100 96 91 81 76 65 61

YMRS

St 2.1%3.4
mal s

5.7+6.414.9%6.0/4.0£5.8/3.0%4.3 2.6%5.8/1.9£3.3

ZAbi | —  |-0.8%3.6|-1.5%5.3]|-2.4£4.9|-3.3£5.3|-2.8+5.7|-3.7£5.7

P + A

HIVE R SE B 1% 41.0% (41/100 ) CTdh o720 FomIlERIZ. BIR 13.0%
(13/100 B1) TH o720

(2) #7>HEL+RPREETO®RE
RH5~20mg % 1 H 1 AROH#ES KaRERE LTRBY F 74 SVvT
Ol b AL AT EE Y OWT I 1 H 2 AGRHE R OHE T
PG L722 &0 YMRS BRI EON—= 25 A ¥ 96 OZEALE CFfl + iR
#) 1%, %5 6814 T-25.9+9.3, %5 18 A T-29.6+5.7 TH -7z,

2 3) YMRS AREEON—= 25 1 ¥ 0 b 0% b (KL EpH#E FAS.OC)

N— A

1 48 638 | 108 | 148 | 183

2

&

74>

% 39 39 34 31 22 18 14 12

YMRS

e 7.1%8.7
(SIS

33.2%6.6]25.1%9.6/17.9%10.3|12.5%12.8 2.9%4.413.1£4.111.7%3.2

-25.9%9.3|-30.3%8.7|-30.0%9.4|-29.6%5.7

ZAbE -8.1x8.6

P +

-15.4£11.11-21.0£12.6

BRI SEBUBE1E 59.0% (23/39 ) Td o720 EARBMEMIL, 1~y &7
Uty RIN15.4% (6/39 B1) . fEHRE 12.8% (5/39 1) M ORI 10.3%
(4/39 1) THo7z.

(GUBMEEICH T 5 5 DIERDHE)

17.1.6 EEERES I HERER

(1) —EE%H
IOIFILE Y — Fa B Lo AR T HEEERE (514 f. HANEHE 156 6%
E) BRRICER L7277 £ R I EE MBI BT, AH 5~
20mg FEFERIC I H 1M 6 AMEG Ls &, REFMEFEICHT 5
Montgomery-Asberg Depression Rating Scale (MADRS) &&l A D N— 2
FTA o0 bE CPEE £ EEFE2E) (EARAITE-14.26+£9.73, 77K
H-11.71£11.09 T, BEM#E L& Z 0 BWEFEXHIE-2.15 [-3.93, -0.36] T
HY ., MEHEN R A EESRO SNz (p=0.018. HHHsHT) 17,

2 4) 45 6 I BIT S MADRS AR EONR—=ZF 4 ¥ b O b K O
OB M2 (FAS, LOCF)

MADRS %&£t ~
——— mmE
wo | e | e |70 st | p
.
54e lZf'Eﬂ]” 4)
7T soni
AR 339 [29.36+5.71|-14.26+9.73| 2,15 0,018
75w KB | 169 |28.69+6.33-11.71£11.09|[-3.93-0.36]
T fil + R 2

E4) FoHoT
BIVE M ZE BT (X AHIEE T 55.7% (191/343 B1) . 75 & REET 36.8% (63/171
Bl) THotze REBEO TR REER I, RERN 15.7% (54/343 #1) . EHIR
15.2% (52/343 B) R OSECRRITHE 12.0% (41/343 B1) THh - 720

(2) FFEHRIRIRSHA
[E s 3t [A Bt B (3B M) (ke L IR L 72 18 R o IE B Mk btk -0
IZBWT, AH 5~20mg % BFEHEHC 1 H 1 FREO%ES L7z & & O MADRS
HRINTIETREROLEBY TH o720 MADRS BRIEON=25 4~ (ZEEHR
WIRETRE) 205 02 kst CPMH + IR R ) 1, %5 6 A% T-3.76 £8.50,
%5 18 % T-6.34%9.43 ThH - 7218, B, ARBIZBVTIIRSLE
3. PU) DR OB HIRSEO B A T & L CHERML 72

#25) EMMGHL 580 MADRS Rt ROHER (FAS, 0C)

N—=2AFA~ 634 18 34
Bl% 385 349 295
MADRS £t 14.00+9.05 10.10+8.37 7.61+7.20
ZALE — -3.76*+8.50 —6.34%9.43
TR fi + BEAE (R 2=



BRI SS BUBE 13 38.3% (149/389 B1) T o 720 72 B G A4 1
15.9% (62/389 Bl) Td -7z
17.1.7 EREE Il H5EER

ERRIL AR GEEMMRE S M) 25T L2 AR ANBEIHHES 25
BN L7z 24 d 48 JR o ENIEE RN 5Bk IC BT, A 5~
20mg FHEEMEC 1 1 1 FEE %S L2k & MADRS At fild TED L B
NThotzo EEHERBZET L HARANEZIZBIT S MADRS 45
DOR=2F 4 v (EEEFRGBRETE) 2»50% e (P £ BEFEE)
1, %5 24 8% T-1.026.7 Th o720 HHEETIZ. MADRS GalHoON
— A7 4 v (ENFEEREMEG ARG 200 ke CFiYH £ ik
ff#) &, %5 24 BH%T-5.2+13.2, #%5 48 HMET-3.827.4 Th-»7W,
LB, AABICB W CERSEESRE. 1) DR YRS MmHEIED P 20T &
L CEML 720

#6) EVIEEHRED%S5 3D MADRS &7t SR (FAS. OC)

N—=A7 . . . |
. 1238 24 38 36 38 48 38
1
%% 81 73 65
BRI
!rf I MADRS
B0 . 8.6+7.2(8.7+8.1|6.9%6.8 —
e L2
LA — 0.4%6.0|-1.0%6.7
B 20 14 11 7 6
. MADRS
HrHLAE B . 16.5+9.0/9.9+8.7 |10.6=9.6| 8.3=8.1 | 7.3+9.5
[S =] e
LA —  |-6.9%10.8/-5.2+13.2|-5.3%8.6|-3.8%7.4
S + R R

RIPE M SEBUEE X 40.6% (41/101 B)) Td o7z 2RO T4 RIEIIAER
Jn17.8% (18/101 ) TH -7z,

18. ZERhEEIE

18.1 1A
TG RF TN VT Y Y ERE AT HIFERTUBIRETH
%o FEERIRIEIEBRIC BV CERBPUR RS & (L5 7 2 S0 RRBS I &
MIZEINTV5D,
T T VWY I L HOMRIE Z BRI A EH 2 4 L CRA SRTE O By
PEREAR D A7 37, BEVEIEIR, RRAIEE, Ak, ) DIEREIIN 3 2%)
RRHARIIEIROB & & 725 L (L IelEM R multi-acting) . 72, %<
DZFARNKS T 2 MEH AP AO BRSO % h5 % (RN
{b:receptor-targeting) & £z 5N A920, 5 HFE U E, P83 D2 ¥
A7 (Dz. D3, Do), &0 b= 5-HToazs2cs 5-HT6. a1-7 FLF 1 ¥ K%
e 2% 3 v Hi ZFENIIZE CIREFHH TR WBAEZ R T4%, F/283
YD1 %47 (D1, Ds) -+t b= 5-HT3 S ZBAENE R RO HRIVE T
BTHHB, F0 AAHY Y (M1, Maw Ma. Ma, Ms) ZEAR~NO B
1% in vitro L LB LT in vivo TIZFHV, 5 VHFE i b D2 imAE
WK LEGEE & LT <% BISA T VY 212 X 2 KB H RIS ATE T o
R8I v e VT FLF ) » OBEERND 2. 7V 5 3 v BRARRO5ER
EOMIFDD G, T v FE L LEBROZHFRE OB L DGl &k &
NCTWLWEEMED S 220,

18.2 A RIAEFEROEY T T IV TORIRIER
TG A LTV =D (MRS EREIE OFREE) 2 ERT 2
&) QIR T, SR URY (BEEROIERE) . 7LV AL v e
Yy oa 220 (YRR N OFRIPE & o 4RIE) . &R (FATEREIR D
B, 327 7 b0 (MR R ORLOIREE) & % idigtlkik (5
DIERDIFIE) S O LIEFAER OB T 7 V2B W CRERMN 2R T,

18.3 HRBDG R R U KR K E BTSRRI N DEIRME
F TV, ERA TSRS R MR RS 12 BT, HERK
FEWEIZES L Cw 2 BEMHAAR LD b JURHEIETE & R T % Bk
5T ORI R B R SE AT RPN O BRI A 7R3

18.4 IRE KRB ICEID 2 T E 4R & DR RIVEEIER
A S FRRE TR B B RTBERTEF T K283 & DI ARDOKEEIK TR 7L 4 2
VR DAGERE EAMEHAL STV B DS, F T WY KR R
BRI e/ VT FLF) ol NS €2, 7V s 3 v iR
DIREREE % ME S 5208,

19. AR ICET 2EBEZHFEA
—fkB9%FRE . 4 F ¥ Y (Olanzapine) (JAN)
b4 : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-thieno[2,3-b]
[1,5]benzodiazepine
433 CrirH20NaS

i 312.43
W IR EEO/HEOH K TH L,
I =) (99.5) IZHEITFICL L AF = VIO THEITIZC L
KICIEE AEBET RV,
sz Scsv
H
o
\
o
-
\CH;
Al 9 195C (i)

SRARE 0 1.8 (pHS. -4 27 &/ —VR)

22. Ak

($2 2.5mg)
100 §8 [10 4 (PTP) x10]
100 §8 DR, /N7 SZ2EFIAY ]
1000 $& [, /3. #HIA D ]
(& 5mg)
100 $8 (108 (PTP) x10]
100 §¢ Ui, /N #2EHIAD ]
1000 $E [, /N7, HBEHIAD ]
(& 10mg)
100 $2 [108 (PTP) x10]
100 82 DR, /YT, SHIAD ]
1000 $¢ [, /N7, HefAIAD ]

23. EEXH

1

=

B3 L O UFEED R G AKGRIE - BIC/ERGT 35k AR~ O A4
RS E: T WY Y JUBMIEG ARG D I LR
M)

JEAE 57 M8 R 36 A L R R SR - R AR e A M1 R, No. 258(2009)

JE A 578y FEERIVE B RIS ~ = 2 7 SEFI P4 O e 1 H

Stone M, et al.: BMJ. 2009; 339: h2880

KA ERREESE 1998; 14(15): 2717-2735

Kassahun K, et al.: Drug. Metab. Dispos. 1997; 25(1): 81-93

Callaghan JT, et al.: Clin. Pharmacokinet. 1999; 37(3): 177-193

FEAERL: AU T B E S dAEA RIGRE BB AR L Lot T v

Y2 Loy T a R OSEYARE A HER2010 48 10 F 27 HKGE.

CTD2.7.6.2.1)

Ishigooka ], et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 353-363
Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2000; 54(4): 467-478
Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 403-414
Beasley CM ]Jr, et al.: Neuropsychopharmacology. 1996; 14(2): 111-123
Tran PV, et al.: Br. J. Psychiatry. 1998; 172: 499-505
Beasley CM, et al.: Br. J. Psychiatry. 1999; 174: 23-30
PR BOROTR AT Yy — Fa 2 L7200 T RIESE 2 s
7B 0 B R R RIS L 22 T E R ER(2010 4F 10 A 27 H
JKig. CTD2.7.6.3.1)

B E B OTR AT Yy — R B2 L7280 UR 1T RIRE & 2 S
7o B o B3 A R G FEHE L 7z Rk e 5-3ER(2010 4R 10 /1 27 H
HKiE. CTD2.7.6.3.2)

RER: 9Dy — Fa 2 L2200 T RIS L s BEm %
R HESE L 7- —EEMRILEGRER(2012 47 2 H 22 HIKGE,
CTD2.7.6.2.1)

HNER: )OI E Y — F2 R LRSI BEEE & B sz BE %
RGN T L 7o Rl ket 5552012 4 2 H 22 HKRE,
CTD2.7.6.2.2)

Bymaster FP,: J. Clin. Psychiatry. Monograph. 1997; 15(2): 10-12
Bymaster FP fill: EiARAGHIZERL. 1999; 2(8): 885-911

AFIBGHR: BEARRS IR S . s . 1999 ; 14: 96-108

Bymaster FP, et al.: Neuropsychopharmacology . 1996; 14(2): 87-96
Schotte A, et al.: Psychopharmacology (Berl). 1996; 124(1-2): 57-73
Bymaster FP, et al.: Eur. J. Pharmacol. 2000; 390(3): 245-248
Bymaster FP, et al.: Schizophr. Res. 1999; 37(1): 107-122

Li XM, et al.: Psychopharmacology (Berl). 1998; 136(2): 153-161
Bakshi VP, et al.: Psychopharmacology (Berl). 1995; 122(2): 198-201
Corbett R, et al.: Psychopharmacology (Berl). 1995; 120(1): 67-74
Moore NA, et al.: J. Pharmacol. Exp. Ther. 1992; 262(2): 545-551
Moore NA, et al.: Behav. Pharmacol. 1994; 5(2): 196-202

Stockton ME, et al.: Neuropsychopharmacology . 1996; 14(2): 97-105
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32) Robertson GS, et al.: Neuropsychopharmacology. 1996; 14(2): 105-110

*%24. XEBEKERVBEVEDE S
FrTTT7—bHAEE ATAINA YT A A=V a by —
T 101-0021 SEEHBTAAHXAMH 4 T H 14-1
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*%26. BERTEES

26.1 BOHEERTET

Fr7o577—LEXNa4t

RRBTFTAEXAHBA4TETI4-1

® © BERER
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* % 20244E 11 T (35400 BABREHRMEES
% 20234£10 3 85T - e 1179, 872391
B g REBRREE - WEMISEAREE - S0 ———
BRI : 24F S BN irfi; 212%)&&3;0%500
ARTTIFEAO

Zyprexa® fine granule

PN S
) T~ BT O Y 5 S &

. CHEPLA
PHARM

1. BE
- 5 A

A ZLVIEEO LR S, BEREMS 8T K- 2, ¥R
RUEEEOEALRERAIEEL, RCICEZHAIFH50
T, XF#EFIE. NEEORTEENOHREELTHIITI &,
[2.5. 11.1.1 BH]

2H/BE5ICHE-TIE, 5P U D LREMEAIPRIET 258D
hd_te. BERVZOREICHSICEHRAL, OE. S8,
ZR. HREOREICEREL. COLIBERPHSHN -5
AICiE. BbICRS5E5L. EMOBEEZT5L5. 58
TB5IE, (8.1, 8.3, 9.1.1, 11.1.1 BEE]

—_

—_

2. BR (ROBEICREFEELEVWIY)

2.1 FlEREOSY FERELZELIELBTINH5.]

2.2 7NV — VERHEARSE O PACIREIIFIF O MV R E T I D
B8 [P 3R S s o]

2.3 AN OBIZR LBBHREO AL EE D & % B

24 7 FLF) rERGHOEE (T FLF) 2T T74TF
¥ OFERHR. IR B0 2 REREES L 3Rz
IR S 2 %6 2 K<) [10.1, 13.2 2]

2.5 BRIHOEE ., WRHOEEREDSH 2 E#[1.1, 11.1.1 &

7]

3. fERK - MR

3.1 R
G T 7L EHERL 1%
RS lgh+ o v HFELE LT 10mg

D~y=bF—N, EFaFo7artiua—2,
Feayllifal MR, F VT, N A aFrry, vra
T— 6000, 7O AT— A, EKEAL A E

3.2 BHOHERK

W7e 44 T 7L F AR 1%
IR - FE i e DI
4. REEXIIFHR
Oft &K ERE

OMBHEE (LB BBERRY S OEROSE
OnBMEES (27 7F2%) BECHIEEHER (B, E
i)

5. SBEXIEHRICEET 2 EE

MEBEMEER (PXTI7F%) HBEICHEI HEHBER (B, B
i)
AHENTFR AL, WEHAAE U2 PUEMESEA] (VAT 5F 05%) ©
BEOBAIZRY HHET 228D,

6. AZERUVHE

(& KERE)
HHEL RAICIEE S Y L LT 5~10mg # 1 0 1 g%
WX OB A, MiFEE LTI H L 10mg BIH%ST5. &
B R ERIC K D EEERT 5, 72720, 1 HElE 20mg % #
ANk,

(UBHEEE (CH (T 2 BERO%E)
WEL KA AT Y & LT 10mg 2 1 H 1 EEOFES 1 &
DEIMGT Ao BB, s, ERICK D EEEET 205, 1 HEE
20mg =2 W &,

(UBHEEE(CH (TS 5 DIEROHKE)
WEL AT YL LChmg & 1 H 1 FERI G2 &
DHMGE L, Z0f% 1 H 11H 10mg ICHET 5, 2B, Wb i
WG 2& & L. . RIS C#EEEKT 225, 1 H=
X 20mg 22 VT &,

GEMERR (CXTI7F2%F) H#/E5ICHEIHEHRER (B0, B
rt))
M HIF & OPEHICB VT, @H, KAIZIEF T L LT
Smg % 1 H 1 HiEIHG 35, B, BEOREIZL ) HE=E
575 1 HEIE 10mg ##BR2Ww2 L,

7. BERUVHAZICEET X5

RBEMESH (CRXTI7F%5) /ECHESHESRER (B, B
i)

7.1 RFENL, BEHIE LCavFaxsraf F, 5-HTs ZEEREE,
NKi1 AP L O L CRII T 20, 2B, T2 a3V F
IAT A N, 5-HTs AR, NK 2B AP o Mk
FOHEIZOWTIE, %4 OFEA OB IS, BhoERE 5%
23562 &,

7.2 JFRIE U CHUEMEE A OF G- RN AR K] & B 5 L AS AL
DEYA 7 VICBT 2RF O GHMIZ6 AN EFCEELET

ZEb,

8. EELEARER

(haELEE)

8.1 AHIOHEGIZ LY FH L WD L5725 BERBEET b7 >
F— 2, BERFESESEOSMY 20 E -2 L 0H LD
T, REIPG- L MEEOWER NG, £k, IR, HIREOH
BhRT5IIITH T o BRID, EIRE. ARG ORERIE OGN T %
H95EETIE, MBEEAD LA L, EHRIEZ 2B s e b B
FNAH b [1.2, 8.3, 9.1.1, 11.1.1 ]

8.2 RIMKEDSH S bND Z DD LHDT, RFEFG-HIE, By, &
B W IR, GER, BRSO EIRICER T L &
b, M ORESE OB +51247) 2 &6 [8.3. 11.1.2 &
el

8.3 AHNIDOIFELGIZE L. o5 Lo EFE 8.1 U 8.2 OFEIWEAMNFE
TAEGEDNH DL Ew, BERPCZOREIZTIZHA L., &g
FEIR (I, £k, IR, BURSE) . RIHEER (B, BRI,
W, R, IR, EEREEES) ITHFEEL. 2089 RERIH L
b acid, EHIcES 2L, EoOB8EE2%005 59,
3528, [1.2, 8.1, 8.2, 9.1.1, 11.1.1, 11.1.2 &H#4]

8.4 RHN DG L VEREINEZ RS Z DB 20T, M 12 FER
L. M O#ED & & b - a1E, HR, EERES O #Y)
TREARITH T &,

8.5 AHNIHIMAEM A G T 4720, MOSEFIZHES L P, BHIAZE.
RRES 12 & B RMSEIR 2 AN BETEAL T4 2 & 3B 2 D THERET S
Z ik,

8.6 MEHIR. £y - )y - SHEBIREI SR TAMEZ 5 2 L H'D
%O T RFFEG-H O BEZIIEEIT COEHED 5\ I3 HEYH Oz
b r ) OB EICREF S 2V L) EET LI L,



(BHEE CH (T DBRER RV S DEROEE)
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8.8 MMBMEREF BT 2 ) DERE AT 2 BH AR G555
Hy UTOEIEET AL, [9.1.7, 15.1.3 BHd]

8.8.1 K9 omHERESEORHEL CUREREEFIZBIT 5 9 DEREY
L) AT HBENOH) DHIOFGITL D | 24 LT 0B
T, HEERE., AREROBEBO Y A7 DT 5 & OME»RH 5
7o, KENOBGIZH 2o TEL VAT EXRAT 4 v b E2EET D
Zk,

8.2 IOFERE AT A BEIHLEEND Y . ARBHOBZND
HDHDOT, 2O &) R BFEIHEGHBETINE IS ®2LET S
BRCIZEE DR ORREO B A IR B35 2 &,

8.3 A2, B, B, N= v 7 5AE. RIR, SRS, BoE. K
B, EHEE, T DT /MEEIARE DD HbID T LRk
HEINTWE, /2, REBEBRIEIHES 2 TIEZWA, 2L DIE
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BN ETAEPHE SN TV D, BHEOREROIREOELE
FEEERCHASET 2L L 012, IS OIEROMENHEZ S A
i, IR ARSI, R4 1ZiE L, 5Pk d 5 % LY
HALERFTH) 2 X, [8.8.5. 9.1.8, 9.1.9 =]

8.4 A AN TCOBMEIRAZ i <720, AREAZED 5NEEH
WAL 238120, 1RG0 HEY R/MNRICE EDD 2 L,
8.5 FIEFEICHRGES AREX, #E, WBH, SRS
BIOZALK O FEBERE DB D b D) A7 EIZONT T4
G AR ATV, ERi & BEICEE AR &0 KO |ET LI L,

[8.8.3. 9.1.8, 9.1.9 =]

9. RENERZRI2BEICHT IR
9.1 AHHE - BREEEDH 5 BE

(zhREFE)
9.1.1 YERFORKE. ZIEDH 5 W ISIEBEDERFDEREF %
BIHEE

[1.2. 8.1, 8.3, 11.1.1 Z]

9.1.2 RE. FEMAL VX, AEBARKNEDDH 2 EE
Poa) UMERIC K DIERZEALS L2 DD D,

9.1.3 TAPAZDERSMARBRRIIZ NS DEEENSH 5 5E
FRME AT S A2 DD 5,

9.1.4 KEDV V7S 2% ETSEIER GFEEE. &, =
) EHEHOERE
RENO MEEF RN 2 2 L 05H 5. [9.8 SlH]

9.1.5 O - MERE (OHEEDH VI OBHEMOEEE. DAL, &
EBEPE), ROIERBRCELEASEC X T ORE (K, I
RERD. MEETHIRSICL2EESE) 257 58F
BRI, DT, SR, BIMRITES DD S5 bd Z L 2d
%,

9.1.6 NEMREE. REBEARR. B, BKREBZEORKEFEETIE
&

[11.1.10 ]

CUBMREEICH T 5 5 DEKROKE)

9.1.7 BRERBXIIERERDOEREENH 2 8E. BRSEDH S EE
HEZE, BREMPH S5 bNLZ L DH 5, (8.8, 15.1.3 2]

9.1.8 HOBEMEEDH 5EE
flEDHL 5 OF THREMAE RO EAL RO SNz L OHENDH 52,
[8.8.3, 8.8.5, 9.1.9 &H]

9.1.9 FEMIP BVWHEFEEEE2EIE8E
DI 5 OH THREMAEE RO EAL B SNz L OHENDH 52,
[8.8.3, 8.8.5, 9.1.8 &H]

9.3 FFgEEERE

9.3.1 FEEDH 2 BEXIITFEHDH 2FEEICLDEEEZTT
WBEE
JFpEE 2 BALS 5 2 DD B,
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9.5 11w
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9.6 Il
BIALLBWZ ENFET L v b FRFLRAOBITAHE S Tw
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9.7 pNRF

AR R E L 72 BRRHBRIE IR L T,

9.8 EEE

KENDY )T T ARKT SELEE GBS, %) ik
FomlnE T, 2.5~5mg DY ED» LG 2iaT 20 L, BE
DINEEZBE L 2 OHEICRT T 52 Lo Filmad—HmMIcA
RPN LTBY  AHO 7 )T I Y APMETLTnAE 2 &
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10. #HEFA
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1. BMER

ROBWEHD S b b 2 EHH D OT, BB 5124w, 2

1.1 EXLEIER

11.1.1 S (0.9%). ¥EREET 72 K=o X HEAH), 18

RRHEE (HEAH)
EAED D S b, HRIFEE T 7 ¥ F—3 2, BERIEIESRED 5
FICEDL B E OGN AFB%E -85 2 LD O T, MAEHED
HIZER, 8. 2k, LR, BURSEOBIEE T Twv. BE R
DOHNIEGEIE, TG ERIEL, A VA YEHIORS5 21T %
LMY RLEERIT) 2k [1.1. 1.2, 2.5, 8.1, 8.3, 9.1.1 &
el

11.1.2 {KIN¥E CBHEA)

Wi, R, Wi, IR, IR, ERkRE L O MR MAHE IR DS
HENZEEITE, HG 2Pk Ly 2 REx17) 2 & [8.2,
8.3 ]

11.1.3 BHAE&EE (Syndrome malin) (0. 1%Aii)

SEBER, SR ORGRAL. IRIAN OCMLE OZEB), ST 58] L.
ZICHI EHERBD RO N L YA, 52k L. KGR,
FREHEFEOEHEIE & DI #Y R LEEIT) 2 &0 RIEFSIER:
12iE, I CK O EARFAMBROBIMAASND Z 0%\, &
o IO VREE) BREOKTFICEETAZ L, 2B &
BSERGE L. ERRBEE ., IR, IEERENL. BACGRER ., SRR
EANEBITL, FBELBIHE SN T 5,

11.1.4 FFipepEs. BE
AST (1.5%). ALT (2.5%). y-GTP (0.7%). Al-P (MiEARH)
O RS A ) IFRAER . B#HE BEARR) "hSbhs 2Lt
5

11.1.5 &£& (0.3%)

R GREMAE. Ho%E I+ 7 8 X A%
CEND D,

11.1.6 BERMSZIX2T7 (0.6%)
E#G1C X0 AHEER) GECIER) 2% 6 bh, &5k
BOERT A DD D,

11.1.7 BEUHBARE (I RH)

M. B, CK E&H. MR OIRF I+ 70y ERENGE
D HNFGEITHEG AR L, B A EZFT) 28, T, 1
ROARAE LS & 2 BB REOSEICEET L2 L,

11.1.8 FREEMEC Lo R CHEAR)

PR (ERANR, B - IR, 2 LWiRL, oD 5 v
AR R OB D 9 o WS ORER) 23k L. BEEA LY A
BATT A2 LD 2DT, IBEMREDN S O bNGEITIE, 5%
k32 2 EEE 2 MEEZIT) T L,

55%) bbb

11.1.9 |EFERIERE (HEAH) . BMIEKED (0.6%)
11.1.10 FREMRIE CHEAW) . FEBEFARIMAIE ()

I SEARAE . FRIR LA AE S5 O AR FEME AT ST W L DT, BIgE
AT B . DU OISR, ARSI H o
Hlid, 5 AT 5% S R REERIT) 2 L. [9.1.6 BH]
1.1 11 EXEREGEERE (HEAY)
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EELZBBIERD S 5 bNDE I ENHLDT, BEL 51TV,
CD &) BIERD D S bNIE IS ik L Y R 0E E
THIZ ko BB L EAMRATA A6 (HHV-6) ZED w4 )L A
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ANEZ TV
ML 7N
WG %, oFmE
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BRI, HER
W, Bk
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WA
NG5 R ity A=A A A E N N R = B A
v k& BIEA, BRI
B B BE T
TESE
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W i HHAR LRl BUN & F .
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5
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HEAE S5 BHHNZERRE . /N GHREEUE |
A iR & T, 2
3 FEE
iE U ) R BRAE ERER N 2 | RERET,
YR EAL TE. KR FIKFOB R R Y A
L A7 0 — |3, EIRIE | AGE, 7)Y | s, 7 a—
v ES L K LMK, A VR, 7O
PRI PN NN B2
MU ToA
iy
IR & S S, T
PET 4%
Z DAl & = O3, CK I |lE. JET. | Hehshie, &
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& ORI R, B Z)IETY Hy . 7T
A FE B Y EE I UET
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13. BERS
13.1 fER

KA O PGS BRI/ U, RERERE . A4 DR
HMBRAEIR . B VR 2> & BRI 2 5 Bk AT — ki Ze etk CHEE
10%PLE) ELThHEbND I EPMESNT VD, TMOEKR
IERE LT, ., FEEE, EMHEBRERGEIR, MPILIIH], RRE,
ESIME & 2 VIRINIE . AHENR (BEEE 29 L0F) R OV 1238

Eb b Z LN D Do 450mg FEEE DS H T 12 L BIETH O
WD 575, 2g ORVEREHRG TOELHS ML SN TV,
13.2 @&

et 3TV &0 RH 2RI L 728 61d, Wik R o35
AT o AANLTE R & O Bf HIRFIZ AP B H 2% 50~60% 1%
TT %, 7TRLFY Y, FXIY, HDVIEMO f-ZHEKT T2
A MEMWZ AT S EANIRILE 2 EIE L S 2Rz S 5 0
TR L CTldZe 55w, [2.4, 10.1 BH]

15. ZDMOEE

15.1 BRBR{EFAICED < 1545

(ZhBEItiE)

15.1.1 AFNC & 2 E# T, HEARHOZRIEAHE STV,

#%15.1.2 JME T S N7l AERE 230 5% & L7z 17 ORRR

BRI W, AR & & b IR BRI SER 511 7 7 £ RS-
L TIREHED 1.6~1.7 500 72 L OMEDDH 5,

B, KEO 5 REETIE, BT K OMIMAEREE (e, — s
RIMFESE) OFBEEN 7 I RERB L TEL ., TORTDORE
BT LC. fFlin (80l L), $AFRIREE, Nv v YT EE VR
Y OB W2 EATHS STV D, PRIMAEFEE % 583 L 72
BB T, BmE S - — @ kR m s e - & i o BEE X
AR BHSEOBIEN T2 A L CWe 2 MG snTnb, &
72y AMEIC OISR BV CL ERPUR I b JEE RIDURE t
BRI HO LRSS 2 L OWEDND 5,

(MBHEEICE TS D 2EROEE)

15.1.3 HECTHEM S 72K D D PERES O Rt (BUsEREE
D) fERE E) AT HEET NG E Lz, BHEOB) 2H O
ST T 2 R R R AR O MG R IC BV T, 24 U T 0B
Tk, BESESCHBREROFEE D) A 7 ) 2Kk G#HT7 o
YRBFELB L CTEP o7z BB, 60U EOBFIIBIT L HE
SERLEHBEMOREHO Y A7 OWINIFED 53, 65l i
BWTEZDO) A7 A L7zY, [8.8. 9.1.7 &)

15.2 FERERREABRICE D 154k
MAEPERERIZ BT, M~y 2 (8mg/kg/HULE. 21 7 B) &
UM v b (2.5/4mg/kg/HLL L, 21 » B, #5211 0 1c#5)
CTIHIMES OFEME D LAPE SN TVD, TS OFTRIE,
TU5 s F LB bE LT s ETIRR ST
%o BERFERNL OVEFMFEIZB VT, & MIBIT 2 KEH 5\ i
IO RIS & 5584 & o BN 2 B IRmB S hcwn
W

16. FEMENEE

16.1 MFiRE

16.1.1 MiFhigE

BEHER AT T4 T v Vb 1%500mg X4+ 5 3 v (i)
Smg % ZEfERE H AR IS L7z,

F T WY UKL 1%500mg (34 T Y v dE (ESE) Smg & AR
[E5Tdh s 2 L HMER S N,

- Tmax Crnax tiz AUCo-96
-5
(hr) (ng/mL) (hr) (ng - hr/mL)
IR 19
3.2%0.7 11.1+1.9 29.82+3.33 | 293.2%39.9
500mg
$E bmg x 1 $E 3.5+1.1 11.2+2.3 29.58+3.18 | 293.5+49.1
(ng/mL)
121
i 107 —— T HE b (Wil Sng

—o— 7% T L HiIkL 1%  500mg

S R (n=13)

pe3 ANAMCAGNIEN =2 =4

b

o & M % & o m % ®

FE 05 OB )
FI UL T VB e G Ll & BEOMEEREEIX, 2.5~20mg
OFPAIZ BN THRGEILFINTD 0 . EWEEEOBILIEDHER S iz, R



AT IS0 1% 33 WE (20.7~54.1 BE:5~95 /N —t » & 1
V) THY BT or ) 7Ty AR 26.1L/hr (12~47L/hr5~95 7 $—
LY HAN) THHo AMMPNEFIREISEST S GHEAT—%).
16.2 DRIR
16.2.1 BEOFE
F 5 Y v (ElgE) kG Lze & AFEIC L ZMINAOEEILED
SNz,
16.3 2
16.3.1 E@#EA
#593% (in vitro. BB D)o BICT VT I v & o -TRUHEE IEEST
%o
16.4 3
16.4.1 ELKRBEYRORBRE
TS yFECORBICEGTABEI IV u L REREE, TSV VAR
E/FFTFF—E, Frr7u—L4P450 (CYP) Thb, 5 FELVOH
HH 10-N-27 )V 7 0 U EfaaE R O 4-N-7 )V 7 0 VR aHE. mi%s v
70 VRIA SN A9, 10-N-27 )V 7 u v BR¥ AR AS e L ORI BT
HEERBMTH D 4-N-FF ¥ FERBYOLERIE 7 IV EHE 4
FUrF—EHREG LT h, ERBRILRHT TH D 4-N-7 A 2 F )Lk
CYPIA2 # L CAM EN D, MNP WREN TH2 2-L FuF 2
FVARIZ CYP2D6 % - L CHEMENE W, 4T v FE v O&filz s )75
YRR ELSHEY L LR\ in vivo DEIIERERIZ B VT, 4-N-F 2
AFVAERR D 2-& Fa % ¥ X FIUEOIEIE I 22w, Xid4 5 v 9~
LI L TR TIR S I OAREKIEZF 7 v FE U Th b 2 LR S
NTwa, BHIREIZB 5 RZEE10-N-2 V2 0 v BIa R K% 0 4-N-
T AR F AR MR T 10044:31 Th - 720 [10. BF]
16.5 HEittt
16.5.1 HEH#ZER R OBt 3=
FERERNICHUC 4 5 VY U R FOES Lz & 21 B CElgHEEOK
57% I OF 30%75 & E IR R OFEME R IcHRE S e BHEAT—% ).
16.6 HENEE4H 585
16.6.1 Bi#pEEERE
ERREIR T HERE 10 BIICH T v FE v A T VB P57 MEc L B &
ERREEDKTIEA 7 VWY L OFEYBEICHE L 5.2 kh ol GHEAT—
%)
16.6.2 FHREREEEE
R EREF T v FE D7 )7 IV ARKT &L EnFHENS
A5, IR T BE 8 B 5 Y V8 (lise) X+ v HFErn7
LV R LN L B & IFRRRIE T4 T v v oS- EhRE I
BEL2 ol GHEAT—%),
16.6.3 S
F T VWY LA TRV OB T 65 R LLEOERE 16 6107 I8
W I 12 U 53%IER L7z (M52 Wi . JREmita34 HE) o 14
H B R 5-Cld. 65 MLl EOWEE 8 BT 0iE 59 Bl T & - 72
HEAT—% )0
16.6.4 M7 - B2AE
T U v (EEsE) EF T oY U TR RS L e ENC &
e, KBTSV HFE D2 )75 AFBMEL Y L5 30% < .
FBREWEICBITAF T U DY) TS v AXIEREE L) B 40%
B2, INSDERD ENPOEODHEAET A LX) — %
GaARET A LEIE R e MR & YR A A G bR EOTE s ) T T
¥ AL BRI S Tl b L R TTie B . B IR DT
WPEIEBLE L A3 b o 72 BHEAT— %),
16.7 EMHAEIER
16.7.1 ZILRZH I
T U UG (EEkE) L TNVEREIY IV EDBHICEY . AT Y Y
OMBEPREIIEHE LR L. MEMERESEE (3F_TBEE) TREL,
Crnax OWIIZII TV (B28) T 75%. &M (FNTIRiY) ©52%Th -
720 AUCo2 OHINEIZ I VE (B2E) ©108%. Ltk (FEMRHE) T 52%Tdh -
720 F72. 7075 A (CLp/F) (350 (B2E) T52%., it (FEEAm)
TIBET L72o SHIUE7IVRFH I VA CYPIA2 OIHEEM 2 AT 572
D LifE s GHEAT— %), [10.2 ]
16.7.2 HILNTEE >
F I ATV E AN EE Y EOHIZEY) . £ FECD
MR A % R L 7o BEATIC X D Ciax 13 24%. AUCo-o (3 34%1% T L
72o SHIUIH NN EE YA CYPIA2 OFEEM 2 AT 5720 LifEE S
72 (BHEAT— %), [10.2 Z87]
16.7.3 ZIAXHEF>
T 5 Y Ui (EEsE) L7V AFREF (EIVRKR) EofIcE .
T 5 WY L OMBEPEE XD TN L 720 PEAIZ LY Crax 1E 16%3

. 21075 &x (CLp/F) E 6% TF L7z STVt F LT o
CYP2D6 OIHEEM % B 720 LEE s N JHEAT— %),

16.7.4 ZOf

(1) BEHIZBTAET FE D) T T 2 AMEIFIEEEEE X 1 %9 35%
Mo lze TAUXBEA CYPIA2 OFENEM A AT 5720 L g Sz,

Q) 2o, £1I753I0, INVTTI ., YAFT Y, HIEEFET VI —
WIZEBF T e OEYTEEICHT 25 2% BT SN b o
oo Floy FTHFENILDLYF LA, NVTUE, A TTI0, T
Ty, VTENRA, ERYFU L FF T4 UL T IV 3 — L OB
REIZHTT B S 0 B BIEERD SN o 7208 (MEIANT— %),

) I U T RVIERBSERICHWBEE T, AT v FE Y TR
Jvbmg &4 T YK U (WilE) Smg 3 AEMFMICHSETHL I L
DHER SN TV 5,

17. ERERERIE

17.1 HMRVURLMICE T 258

(e RRE)

17.1.1 EAE || HHER

(1) #NEASE || #EEABR
AN FER S N7 8 WG HER T T VKU H TNV EDV]I~]12 5mg Y
Peh &N, A LMERER 81 BIIC BT B h & YR ot ERE
59.3% (48/81 ) Td 729,

FRBEIEMIEIAR () 17.3% (14/81 ) K& ORA 16.0% (13/81 61) T
/)f;o

(2) #HEAZE || FEEABR
5l & & FEhtE S 7z 8 MG ER Tl 2.5~15mg 5% 5 S AL A EE
HFE 156 B2 51T 5 e peng s LR o 2r 513 58.3% (91/156 1) T
57210,

FREIEIIEARIE (i) 19.9% (317156 61), B4 13.5% (21/156 6l) . EH
#E11.3% (DM 6/53 1) = (&) 10.9% (17/156 B1). Rk 10.9%
(17/156 B1) JO°117810.9% (17/156 B) TH -7z

17.1.2 ERNE 11 185458
MO - HEEMRILEREE T4 T v Vi (WilE) 5~15mg A5 X1,
T T Y GO 44.4% (40/90 B)) HSHREEEGED EARL, ATV
FE L OFA I S 2 A RS S,

EREWEHBE (&%), 7H 2P 7. RA. BE, AL ORER GE) %
11.1% (10790 B1) TH - 720

17.1.3 SLES 111 1B55%

(1) A7y TV EVOREEHERME (KHE5£2.5mg/H.
#:10+2.5mg/H. ®H&E:15+2.5mg/H) & 7 I LKL o) F—)b
(15+5mg/H) #2 % ik L7- 6 B O “EERIEEREBRICB VT, 5 %
Yrom - ST 7R e g L Chtk - BEER % & TRk e
A ERGEER R L. AR O F— U5 i L. BYE
WaEEBICYEE Lz, HANEHEIR (EPS) 33 _To+ T Y 58
TRUEZR R L72A, HNaX) F= UG EETIEEL L2, N—F V=X
AT HYTTOREBRIEITNTOL T v FE U HGHETHEIEKD - 7212,

(2) BIEFEXEmEINIA T P HFE Y LT F— Lol i
R LSBT 2 KB ZEERT CTo 1 4ERM O BGRB8V
T & T VY IR IS & LIRS & BATICHERE L. A JTE D
R E VAN TH o729, ZEHER T CORBMGRS O, +5 >~
FUE N LD BERMEY AF A DT ORBIEL T K= VESHD 10 5
D1KETH Y ZFDOEIFEETH 7219,

H1) AT T eVIERESER IV BET, AT E YT
LV bmg & T YWY Ve (FailE) dSmg AW FICFETHS 2

EDHEREN TV 5,

H2) NaxY F—v GROHD) oEPWNAZHE R &1 0 3~6mg
Thb,

(RIBHEEICH ) 2 REROKE)

17.1.4 EAEE 11 1H55R

PR T E Y — FIUIRAMETE Y — N2 52 L7200 T REEE B 2 o RIc%E

MiL7:7 TR EERILEGRBRICBWT, 5 Y v (Eimse)
5~20mg % 1 H 118l 3T L7z & &, wiFHMiR 2B 2 Y 7 BeaE
fili L (Young-Mania Rating Scale. YMRS) &RIEDOXR—=Z2F 4 H 5D
AR (CPIM + EHERE) 345 0¥ U BH-12.6210.0. 751K
M-6.8+14.0 T, fEMZ L 2D BWEFXMIZ-5.8 [-9.1-2.4] TH V.
RN A EEDEO SNz (p <0.001. tHE) ¥,



F 1) 5 3BEBICBIT S YMRS GRHEONR=2A T4 ¥ h 5 OE LR L VZD
BERI7: (FAS. LOCF)

F#4) %5 6 H%I2BI1T 5 MADRS GRtHON—=2 T 1 ¥ 05 OZALm K%

DRI (FAS. LOCF)

YMRS G715

~N—2 5 | HEHEE

PGB | B | e | R | Ao | [95%MEE) p 5D
SAv | fiiE | soz | XH]

2
5
e 104 |27.7+5.9]15.1=10.4|-12.610.0
e 80001
TT kK F9.1-2.4]
e 97 |26.9+5.6/20.1=15.0/-6.8=14.0

S il = A e A

#3) tHE

6 B OFEMM R 12381 2 E2RERIE. IR 23.8% (25/105 61) K OLIE
15.2% (16/105 ) TdH -7z,
17.1.5 ERSE Il HHEER

TEEMEERIC MR L CEM L7 18 A o ERENMR S R IC B V»
T, “EHERABRZ ST LABRE I T VY L 0o BAIRS & SRR
For 2B EERAER A Pk L2 WERE 23 T Y SR &
SESE 1A & OB G5- %17 - 7219,

(1) F 5> HE LB TO®E

* I WY i (EEEE) 5~20mg % 1 H 1 [EEOH#%5 L7z & &0 YMRS
BRHEONR=Z 54 b 0% bR CEFYME+ EREE) &, %5 6 8%
T-3.3%5.3, 183l T-4.2+5.3 Th o720

#2) YMRS &l BON—=2 5 A 96 DR (5 ¥V HAEE, FAS,

s

0C)

N— 2

. 138 234 438 6 34 1058 | 148 | 184

IA4 v
i 100 100 96 91 81 76 65 61
YMRS
P 5.7£6.414.9%6.0{4.0£5.8/3.0+4.3|2.1+3.4|2.6+5.8/1.9£3.3|1.6%2.9
2t —  |-0.8%3.6|-1.5%5.3|-2.4£4.9|-3.3£5.3]-2.8%5.7|-3.7%5.7|-4.2+5.3

R fif + B (R 2

BIVEFSEHIHIEE1Z 41.0% (41/100 ) Td o720 EzEIERIZ. BIR 13.0%
(13/100 #) Td-7z0
@ 47>FE+RPRERTORE

* 7 WY e (FlgE) 5~20mg & 1 H 1 H#EHRE. [arEskEe LT

REEY -7 A 2NV TUEEF M) AL AN EE YOV L 1 H A K
RHEROCHZE CHAESG L72L ED YMRS GETHONR=AT 4 V50
ZAbs (Pl = fRERFAE) 13, %5 6 8% T-25.9+9.3, &5 18 Hi%
T-29.6+5.7 TH -7z

F 3) YMRS AREEON—= AT 1 ¥ b 0% bR (R w w30 FAS.OC)

=2
- . 138 238 458 6 38 108 | 148 | 1838
4
ik 39 39 34 31 22 18 14 12
YMRS
s 33.2£6.625.1£9.6|17.9£10.3]12.5£12.8|7.1£8.7|2.9+4.4|3.1+4.1|1.7+3.2
[ =] PN
b | —  [-8.1%8.6]-15.4£11.1|-21.0£12.6|-25.9£9.3|-30.3£8.7|-30.0£9.4|-29.6£5.7
SPIIfE = B A

FIER B 1E 59.0% (23/39 ) Tdh o7z EnEIWERIZ, M ) 7
1)) FEIN15.4% (6/39 B) . R 12.8% (5/39 BI) K& UMAE RSN 10.3%
(4/394) TdH o7z

(BHEEICH (TS 5 DEROHE)

17.1.6 EEERES I HHEHER

(1) —E5%H
IORLYE Y — FEE LR T BIEESE (514 61, HARNER 156 F%
Gtr) ERBICER LTI e RS EERILERBEIC BT, T W
YogE (EMeE) 5~20mg ZBLEREC 1 H 10 6 ARG L7z & & mAsHF
{12 B 1) A Montgomery-Asberg Depression Rating Scale (MADRS) #
FHEON=2F 1 ¥ b0t (CPME+EERE) 347 Y EY
H-14.26%£9.73, 77t AREE-11.71£11.09 T, BRI & 2D 95%EHEX H
13-2.15 [-3.93,-0.36] TH Y. MErFAN A EEITLD H7z (p=0.018,
o) 10,

MADRS &t
1
BB | BB | 2 “f27‘ O5%MER | p fHEY
SN .
S54y X i
7 b OELE
* 5 Y
e 339 [29.36+5.71|-14.269.73| 9 15
i 0.018
— [-3.93-0.36]
75 LARE| 169 |28.69+6.33-11.71£11.09

I = AR

i 4) W

RIVERZE B A 7 v ¥ VBT 55.7% (191/343 B1) . 77 & KT
36.8% (63/17161) TH o720 + 7 v E YV EEO T AENEMI. KEHN
15.7% (54/343 Bll) . fEillk 15.2% (52/343 Bll) K OVERKITHE 12.0% (41/343
Bl) Thotz

(2) e 5 H

RILI R (T E M) 1Ak LT L7 18 JE R o JEE ke G-
BT, 47 e Ve (Fi$E) 5~20mg 2 sHEkEC 1 H 1 BIREHERS
L7-& &0 MADRS A5 I TERERO LB Y TH o7z MADRS GEfHHON
— A4 Y (ZEEBRPKTR) 2o o% i (FHE+ RERE) (3, &
5.6 ##C-3.76+8.50, %5 18 MHET-6.34+9.43 TH o7, Lb., K
ABRIC BV CIREDRESRE, PO DR OPURMIRSEEOFR &7 & L CHE

L7z
#:5) EMAkEH 5> MADRS G45FHofER (FAS, OC)
N=RATA » 6 18 38
B 385 349 295
MADRS &5t il 14.00+9.05 10.10+8.37 7.61+7.20
ZAbt — -3.76+8.50 -6.34+9.43
I = A

RUE A SEBUHE 12 38.3% (149/389 ) T o720 T4 EIMEIR RN
15.9% (62/389 i) Td -7z,

17.1.7 ERNE 1l #5E&

[ERE I B GEEMMkEE 5 H) 57T Lz HARANBE I HES 2 %)
FATFE R L 72 24 33 48 HH O EINIFE M EMH G HBRICBWT, 47 ¥
Y odE (e 5~20mg % B 1 H 1% G- L7 & % o MADRS
BEHEETROLEBY Th o7z, ERIEKFARRZE T LZHRABREICBT
% MADRS G7lHONR=2 7 4~ (EFRLFRGRBA TR 206 0% b (F
Wl + AR 3. %5 24 BHRT-1.0£6.7 Th > 72, FHEFZ T,
MADRS Gl soN—=25 1 v (ENIEERENE 5 BRBGE) 25 0%
b CPEME £ EaEFE) (&, %5 24 8% T-5.2+13.2, %5 48 Ak
T-3.8£7.4THo7¥, Kb, RKRARIIBW TR TLERE, #i) 2HER
OPURHIRSE OB &7 & L CHEMEL 72,

#6) EHNIEEMRE% G350 MADRS 450 (FAS. OC)

N— 2T
. 1238 24 78 36 38 48 38
P
T 81 73 65
SR
E_”(f““m MADRS
BV ) sy | 86572/ 878,116,968 —
ST o
ZAL —  10.4%6.0|-1.0%6.7
S 20 14 11 7 6
MADRS
HHLER ap g |16-5%9.0(9.9%8.7110.629.6| 8.3+8.1| 7.3+9.5
LAL R —  |-6.9+10.8/-5.2+13.2|-5.3+8.6|-3.8+7.4
S I + B

BIVEFEBIEEE X 40.6% (417101 ) T o7z EEOF % RINEAILAKER
Jn17.8% (18/101 ) Td -7z,

18. EEHEIE

18.1 fEA#F
FI UL ET LNV TEY VB E AT 2 IEERP AR CH
b0 JERRIRSEFIGER I 5\ CE R HIIREE & 13587 2 SRR RS ©
MICENTV D,
T YWY VXS HOMRW R T AEH 2 A L TRA KFRE DO
HIEIRD A2 637, BEMER, MBS, RHER. ) 2RS35 %)



R HARIMIEIROBE & b 725 L (L IefEM B multi-acting) . 72, %<
DZERNT T 2 VEH DSBRPIE R EALA~O SEAR D % 255 (ZARREER
{treceptor-targeting) & #% 2 5N 5920, 5 UYL, F/X3I v D2 ¥
47 (D2v D3. Dg)y 20 b= 5-HT2az2c, 5-HTe. a1-7 KL+ ¥ &
e A% I ¥ Hi AT R TR BAE 2 R 34%, F2X3
D144 7 (D1 Ds) k0 b= 5-HT3 ZZEMARNE R R BRI TR
BT 22D, F720 AAA) Y (Miy Mzy M, May Ms) ZZEA~OHMYE
1% in vitro £ WL LT in vivo TEEIW . 4 7 U HFE VI TS OHE
WA LIEPSE L LT <D, BIZH T VY I X B KM B RTSEATE T
BRIV E 7 VT KLY v OB 2. 7V 8 3 2 B RO f5ER
EORIFEDD G T v FE Yy LEROZHEEEOMEER L DT &RI &
NCTW BB B 520,

18.2 A KBERZERDEY T T IV TORIRNER
T E G A LT Y= (HREREIE OFREE) 2 ERT 2
HED LR T, SRS BFEEROIRE) . 7LV AL v
Yoa 220 (BEVEREIR & OFRAIBE S O8I . #Eas i3zl 2 (B rEiER o
81, a7 7 p30 (MR R ORLOREE) & % Widigilkik (5
DHERDIGHE) & DR A IFAEFFAEIRO B T F VBV T EEM 2R $ .

18.3 HRfND#R R RO AR B B RIEERTEF N DBRIRM:
T T Y E, BAAEAE RS MBI RS 2B LT, HERYHE
SREWEHIZES L w2 BUEGMGR L 0 &L BURSHmRIGE & BIFR 3 2 ik
LiE AL ORI R B RIS AT R~ O FARE & 7R §

18.4 AR ICEID 2 R E L HER & ORENVEEER
HRA SR CILRIN B RTHERTE T K283 » DI ROBREK TR 7V % 3
MR R DATEE EAMEBAL Z TV B A5, F T WY IR R B R EE T
BTNV E VT FLTY v OBEM RSSO, 7Ly 3 v Bk R
DIEEREZ AHE S50 8),

19. BRIRFHCEEY 2EEFIFR
— iy Rs . 49 ¥ (Olanzapine) (JAN)
1b2%% : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-thieno[2,3-b]
[1,5]benzodiazepine
C17H20N4S
312.43
OO HEDOHETH L,
L5 =)l (99.5) ISHEIFIZE L A% — VIZHBO THEIFISL L
KIZIZTE A EET BV,
bR
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23. EEXK
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Callaghan JT, et al.: Clin. Pharmacokinet. 1999; 37(3): 177-193

FEAERL AU T R E IS A SR EE A L AR L Lok T o4

Y Loy T oS YR HER2010 45 10 A 27 HKRE.

CTD2.7.6.2.1)
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1. BE
- 5 A

A ZLVIEEO LR S, BEREMS 8T K- 2, ¥R
RUEEEOEALRERAIEEL, RCICEZHAIFH50
T, XF#EFIE. NEEORTEENOHREELTHIITI &,
[2.5. 11.1.1 BH]

2H/BE5ICHE-TIE, 5P U D LREMEAIPRIET 258D
hd_te. BERVZOREICHSICEHRAL, OE. S8,
ZR. HREOREICEREL. COLIBERPHSHN -5
AICiE. BbICRS5E5L. EMOBEEZT5L5. 58
TB5IE, (8.1, 8.3, 9.1.1, 11.1.1 BEE]

—_

—_

2. BR (ROBEICREFEELEVWIY)

2.1 FlEREOSY FERELZELIELBTINH5.]

2.2 7NV — VERHEARSE O PACIREIIFIF O MV R E T I D
B8 [P 3R S s o]

2.3 AN OBIZR LBBHREO AL EE D & % B

24 7 FLF) rERGHOEE (T FLF) 2T T74TF
¥ OFERHR. IR B0 2 REREES L 3Rz
IR S 2 %6 2 K<) [10.1, 13.2 2]

2.5 BRIHOEE ., WRHOEEREDSH 2 E#[1.1, 11.1.1 &

7]

3. fERK - MR

3.1 R
G T 7L EHERL 1%
RS lgh+ o v HFELE LT 10mg

D~y=bF—N, EFaFo7artiua—2,
Feayllifal MR, F VT, N A aFrry, vra
T— 6000, 7O AT— A, EKEAL A E

3.2 BHOHERK

W7e 44 T 7L F AR 1%
IR - FE i e DI
4. REEXIIFHR
Oft &K ERE

OMBHEE (LB BBERRY S OEROSE
OnBMEES (27 7F2%) BECHIEEHER (B, E
i)

5. SBEXIEHRICEET 2 EE

MEBEMEER (PXTI7F%) HBEICHEI HEHBER (B, B
i)
AHENTFR AL, WEHAAE U2 PUEMESEA] (VAT 5F 05%) ©
BEOBAIZRY HHET 228D,

6. AZERUVHE

(& KERE)
HHEL RAICIEE S Y L LT 5~10mg # 1 0 1 g%
WX OB A, MiFEE LTI H L 10mg BIH%ST5. &
B R ERIC K D EEERT 5, 72720, 1 HElE 20mg % #
ANk,

(UBHEEE (CH (T 2 BERO%E)
WEL KA AT Y & LT 10mg 2 1 H 1 EEOFES 1 &
DEIMGT Ao BB, s, ERICK D EEEET 205, 1 HEE
20mg =2 W &,

(UBHEEE(CH (TS 5 DIEROHKE)
WEL AT YL LChmg & 1 H 1 FERI G2 &
DHMGE L, Z0f% 1 H 11H 10mg ICHET 5, 2B, Wb i
WG 2& & L. . RIS C#EEEKT 225, 1 H=
X 20mg 22 VT &,

GEMERR (CXTI7F2%F) H#/E5ICHEIHEHRER (B0, B
rt))
M HIF & OPEHICB VT, @H, KAIZIEF T L LT
Smg % 1 H 1 HiEIHG 35, B, BEOREIZL ) HE=E
575 1 HEIE 10mg ##BR2Ww2 L,

7. BERUVHAZICEET X5

RBEMESH (CRXTI7F%5) /ECHESHESRER (B, B
i)

7.1 RFENL, BEHIE LCavFaxsraf F, 5-HTs ZEEREE,
NKi1 AP L O L CRII T 20, 2B, T2 a3V F
IAT A N, 5-HTs AR, NK 2B AP o Mk
FOHEIZOWTIE, %4 OFEA OB IS, BhoERE 5%
23562 &,

7.2 JFRIE U CHUEMEE A OF G- RN AR K] & B 5 L AS AL
DEYA 7 VICBT 2RF O GHMIZ6 AN EFCEELET

ZEb,

8. EELEARER

(haELEE)

8.1 AHIOHEGIZ LY FH L WD L5725 BERBEET b7 >
F— 2, BERFESESEOSMY 20 E -2 L 0H LD
T, REIPG- L MEEOWER NG, £k, IR, HIREOH
BhRT5IIITH T o BRID, EIRE. ARG ORERIE OGN T %
H95EETIE, MBEEAD LA L, EHRIEZ 2B s e b B
FNAH b [1.2, 8.3, 9.1.1, 11.1.1 ]

8.2 RIMKEDSH S bND Z DD LHDT, RFEFG-HIE, By, &
B W IR, GER, BRSO EIRICER T L &
b, M ORESE OB +51247) 2 &6 [8.3. 11.1.2 &
el

8.3 AHNIDOIFELGIZE L. o5 Lo EFE 8.1 U 8.2 OFEIWEAMNFE
TAEGEDNH DL Ew, BERPCZOREIZTIZHA L., &g
FEIR (I, £k, IR, BURSE) . RIHEER (B, BRI,
W, R, IR, EEREEES) ITHFEEL. 2089 RERIH L
b acid, EHIcES 2L, EoOB8EE2%005 59,
3528, [1.2, 8.1, 8.2, 9.1.1, 11.1.1, 11.1.2 &H#4]

8.4 RHN DG L VEREINEZ RS Z DB 20T, M 12 FER
L. M O#ED & & b - a1E, HR, EERES O #Y)
TREARITH T &,

8.5 AHNIHIMAEM A G T 4720, MOSEFIZHES L P, BHIAZE.
RRES 12 & B RMSEIR 2 AN BETEAL T4 2 & 3B 2 D THERET S
Z ik,

8.6 MEHIR. £y - )y - SHEBIREI SR TAMEZ 5 2 L H'D
%O T RFFEG-H O BEZIIEEIT COEHED 5\ I3 HEYH Oz
b r ) OB EICREF S 2V L) EET LI L,



(BHEE CH (T DBRER RV S DEROEE)

8.7 BEIRL UM ) DEEIRDYE L 7235 A 120 ARF 0 F G4k i5e 0 A7
WZOWTHE L A @R EHG LW ) ERET 2 2 & Al
PRI & OMEFRFEIZ BT 5 HAR N TORK O RN LA
WS LT,

(BHEEICH T 3 D DEROHE)

8.8 MMBMEREF BT 2 ) DERE AT 2 BH AR G555
Hy UTOEIEET AL, [9.1.7, 15.1.3 BHd]

8.8.1 K9 omHERESEORHEL CUREREEFIZBIT 5 9 DEREY
L) AT HBENOH) DHIOFGITL D | 24 LT 0B
T, HEERE., AREROBEBO Y A7 DT 5 & OME»RH 5
7o, KENOBGIZH 2o TEL VAT EXRAT 4 v b E2EET D
Zk,

8.2 IOFERE AT A BEIHLEEND Y . ARBHOBZND
HDHDOT, 2O &) R BFEIHEGHBETINE IS ®2LET S
BRCIZEE DR ORREO B A IR B35 2 &,

8.3 A2, B, B, N= v 7 5AE. RIR, SRS, BoE. K
B, EHEE, T DT /MEEIARE DD HbID T LRk
HEINTWE, /2, REBEBRIEIHES 2 TIEZWA, 2L DIE
K- ATBY % SR L 2ZERNC BT, BERBOBLOIHESE. B
BN ETAEPHE SN TV D, BHEOREROIREOELE
FEEERCHASET 2L L 012, IS OIEROMENHEZ S A
i, IR ARSI, R4 1ZiE L, 5Pk d 5 % LY
HALERFTH) 2 X, [8.8.5. 9.1.8, 9.1.9 =]

8.4 A AN TCOBMEIRAZ i <720, AREAZED 5NEEH
WAL 238120, 1RG0 HEY R/MNRICE EDD 2 L,
8.5 FIEFEICHRGES AREX, #E, WBH, SRS
BIOZALK O FEBERE DB D b D) A7 EIZONT T4
G AR ATV, ERi & BEICEE AR &0 KO |ET LI L,

[8.8.3. 9.1.8, 9.1.9 =]

9. RENERZRI2BEICHT IR
9.1 AHHE - BREEEDH 5 BE

(zhREFE)
9.1.1 YERFORKE. ZIEDH 5 W ISIEBEDERFDEREF %
BIHEE

[1.2. 8.1, 8.3, 11.1.1 Z]

9.1.2 RE. FEMAL VX, AEBARKNEDDH 2 EE
Poa) UMERIC K DIERZEALS L2 DD D,

9.1.3 TAPAZDERSMARBRRIIZ NS DEEENSH 5 5E
FRME AT S A2 DD 5,

9.1.4 KEDV V7S 2% ETSEIER GFEEE. &, =
) EHEHOERE
RENO MEEF RN 2 2 L 05H 5. [9.8 SlH]

9.1.5 O - MERE (OHEEDH VI OBHEMOEEE. DAL, &
EBEPE), ROIERBRCELEASEC X T ORE (K, I
RERD. MEETHIRSICL2EESE) 257 58F
BRI, DT, SR, BIMRITES DD S5 bd Z L 2d
%,

9.1.6 NEMREE. REBEARR. B, BKREBZEORKEFEETIE
&

[11.1.10 ]

CUBMREEICH T 5 5 DEKROKE)

9.1.7 BRERBXIIERERDOEREENH 2 8E. BRSEDH S EE
HEZE, BREMPH S5 bNLZ L DH 5, (8.8, 15.1.3 2]

9.1.8 HOBEMEEDH 5EE
flEDHL 5 OF THREMAE RO EAL RO SNz L OHENDH 52,
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P 5.7£6.414.9%6.0{4.0£5.8/3.0+4.3|2.1+3.4|2.6+5.8/1.9£3.3|1.6%2.9
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R fif + B (R 2

BIVEFSEHIHIEE1Z 41.0% (41/100 ) Td o720 EzEIERIZ. BIR 13.0%
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NK1 ARSI & B L TR 2V, 2B, T2 a1 F
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7.2 FHIE U CHEEMRESH OS50 1SR K] & 5 5- L AS A LD
DEFA 7 VIIBITF A RFOFGHEIZ6 HE EF Tr HE LT 5
Z &b,

8. EELAEARIE

(GhaEHE)

8.1 RHIOFGIZ LY | F L WILHEED LA S BERRIET b7
F— A, HRFAFIESE OS2 8% 72 85 2 L 03dh 5D
T, AFFG L, MEEORER S, £, LR, HIREFEOR
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1. BMER

KOBIER D & bID = & #b 50T, BEE LT,
DR & NI B\ T LT B % EHY) R ILE 2179

AL
FH

k.O

1.1 EXLEIER
11.1.1 SM¥E (0.9%). EREET b7 K=o X BHERH) . ¥
RRHEEE (HEAD)

EIEA S S b, FERIRILES b7 Y N — 3 X BRI IE D &
LIS EDL R E ORI R EEE 7285 2 & 05H 5O T, MAEHEO
WER, 8, £k, ZIR. BUREOBEEZ T I124Tv», BE AR
D ONTHEIIE, TSI L, 4 ¥ 2 YEHORS 21T %
LB MERITY o [1.1, 1.2, 2.5, 8.1, 8.3, 9.1.1 &
]
11.1.2 {KIM¥E FERD)

B, MR, Wi, IR, (IR, Rk E L O B AR IR AR
DLNHEIIE, B E2RIELEY A LESYFT) L. [8.2,
8.3 ]
11.1.3 BMEREE (Syndrome malin) (0. 1%Kii)

HEFDAREL . SRIE ORI, IRIK CMUEOZEB), FTEHN5BLL .
FICH &R EBBD AR ONDLEE X, %5 2P L. KOG,
REHSEOEEEIE & L2, BYIRIWEXITH 2 Lo RAETAER
(21, s CK o EA-R MR OBIINAA SN D 2 D%\, £
oo IO VREED) BREORTFICEETAZ L, 2B &
BOSFRGE L. ERkREE . R, MBI, BOAGER, SRR
EANEBITL, WELBPHE SN TS,
11.1.4 FrigseEs. BE

AST (1.5%). ALT (2.5%). y-GTP (0.7%). Al-P (HEARH])
O LR IEHEREE, #E EEARY) 2d5bhb s
Hbo
11.1.5 &% (0.3%)
FEAE (GRiE .
ZENDH AL,
11.1.6 BRES ZX 2T (0.6%)

EHGCL 0 RHZEES BFICUER 2% 5 b, f5mik
BOLERT LI 0D D,
11.1.7 EUHBAHE (HEAH)

. B, CK E&. MK OIRF I+ 71 ey EREDTE
O ONZHEIIIES Z I L, B ARMEEIT) S &, T2 M
RUMRIE IS X 2 S EEREEOEIHEE T &,
11.1.8 FREMA LY X (HEAH)

PR (AR, Bl - TR, 25 L WS, o dH 5 v
AR OB A D 9 o WS ORER) 23R L. KBS Ly 21
BATT 2 2 L0355 OT, BEMIEYD & bh 7612, #5%
Pk 5 % EEY 2 EEIT) S L.
11.1.9 WMFEREBE (HEARW). AMmERED (0.6%)
11.1.10 FHEZEAAE (HHEEAH]) . REPERIRIAEEE (MHEEAH)

i ZEARE . IR AR ESE O AR FERIE DS RS SN T2 DT, #%
AT, B, N9, PO O, FIESESSRED H Il
Hl2iE, #E5ERIET 2% EEYRMEERIT) 2 L. [9.1.6 BH]
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HEIR & L CHE. DA B, TICHFRIERE, 1) >/ EilE
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FEE L BEIERDE D 5 bNDL 2 EHH LD T, BEEE 51T,
CD L) BRERDD S b A IZId S 2k L, EY) R LE %
792k B, B MALRZATA VA6 (HHV-6) £ £ VA
OFEWALZMED 2 &A% L Gk 595, 53, ke
ELEDIRDPFRD 5 VL BIELT 5 2 L WD LOTHEET S
Z kY,

I u X AR BhHLbhs
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"

AN
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£ H | FEE R
5 A i, K.
=g N
e
KA BT Y Y T MR, IR o oF B
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B G Ek| IFEEERIE 2
W ARIMERTE A
[SREEEs & E AN
IIRANY %
ANEZ OV
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VL ¥ v
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e
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7S iR MR, =
3 FEE
viEY MU 7)) | REE EREE N Y 2 | REHET.
)R ES, T, KE| ) METOB T Yy A
L A7 0 — |3, SERIE | AGE. 7)) 7| BA. 70—
IZNEEC N LMETF, A | W ER, 7O
PRI A bSL |- VET
FUoY oA
KT
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PR %%
Z DAt fl I OBG N FET. CK LB, 3. | Fghie, B
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& R, B Z)IETY Hy . 77
AL EE B, BEBE I VKT
{FE A/G K R
W, a7
v EHLD M
i

13. BERS
13.1 fEIR

KA OBEALGWZ, HIR, o/ o, ERERE | HE 4 DR
GHEEIR, T OSBEER D & S 12 38 5 Btk s s — ik 89 2 ek CHE
10%LE) ELTHobNL I ENMmEENTVwE, FMMOEKR
BIERE LT, . B, EVEGERROEIR, RG], R
FRIE & 2 VAZARIME . ANEEIR (BHEE 206L0F) ROVl Ik 253
LbNd I ENDH D, 450mg FEE D atkmERE G512 L 2IETH O
WEDD B DY, 2g DEMBEHRG TOEFH b #ME SN TWED,
13.2 L@

M TD W &y REE BRI L 723561 m R o% S
AT o RHENZIEE B & O BF 2 A P2 0 2 50~ 60% 1K
T9 b, 7RLFY Y, R 2 HH0IMO f-Z4k7 7=
A MEE % A S A AN 2 TS EBAL 28 AW 5D H 2 0
THA LTRSS\, [2.4, 10.1 2]

14. BRALEDZFE

14.1 EHIAMNFOEE
B OFEH IR L TReb b nizn, HEG ORI S v,

14.2 EHZAEBEOTE

14.21 7 A5 == b b LTIRAT A2, ¥— bDF&
fRIC & D BECEEAFERATAE R EARIA L, HICi3gfla B2 LT
PR REOBEE LR AEZHET LI LD b,

14.2.2 7V A5 = = MRS HEEICIE, ERO Y — b & FHH
L72% o ) EFROIETIH LT Z & RIFRENA A U7y
GlEesifTsZ L, SEHERBKL TRbLPVD, ¥ — M
HBSFTIHLME) L T2LENLT DD 5,

14.2.3 WBHETH 5720, FHERICEVALFTTIAS -2 — L
PO L. EHICHOHRIZANS Z &,

14.2.4 RENIENTHEL RS 2 2 L P SEEO A (k7% L)
THARMATTEETH % A%, LIFERGIEL 2> 5 oW & 1) %hFREEH % BIFE
THHEHAITIZ A2, BRI UK TRAAL Z &y

14.2.5 F-F T OIRETIE, K2 LTIRHALZWZ &,



15. ZDMDEFE

15.1 BRBR{EA ICED < 154k

GhaesE)

15110 AFNZ X AR, REARHOZRIED W ST b,

*%15.1.2 HLETEM S WS iRl AVE R 2R & L7z 17 ORIRR

BRIZ BT, KH & & BB RS 5L 7 7 R 5
LILER LTINS 1.6~ 1.7 8o 72 L OMED D Do

LB, RHO 5 REFTI, BT K OMIMAEREE (e, — s
REIMSETRSE) ORBUEED T I bR EHB L TE L, ZORTEDME
BRI & LCL Filis (80Dl L) . $AFHIRE, XV VYT EE LR
HYOPEH . ISR EAHE STV B, MINEREZ B L72
BE BT, WIS - — B R ST - 5T o B 3
AP BEEOERKN T2 A L Qw2 PG shTnd, £
72 AHETT O IC B T ERPUREIREIE L IEE RIS MR
LRSI RO FRICEES T2 L OHERD b o

(MBHEECH T B D DERDHE)

15.1.3 #HEICTHEME S 7z K ) DR ESE O RS (RURMERE
DY) OfEREED) FAETAEEEMNGRE Lz, BEOP) oF D
7T R BRI O RS B WL 24 DT 0 B
Tld. HEESESL HREROIID ) A 7 ) 2Kk G TS
VAR L CEPo720 B, 25U LoEEIIBIT 5 HEK
LERLHBEROIH O Y 27 OBINZFED 5§, 65wl iz
BWTIEZOY A7 A L7120, [8.8. 9.1.7 &)

15.2 FEERARFAERICE D &%k
WA REBR BT, ME~Y A (8mg/kg/HELE, 21 % H) &
OS> + (2.5/4mg/kg/HEL L, 21 » B, #%5- 211 HI285)
TIHMWEL OFARE D FAPHRE SN TV L, TNHOFTRIE,
TUT 7 F B L7 E LT o ETIR L s hTn
bo BRERERR OVEFMRAAICB VT, MIBI A ERADH 5\
O RIS & 55 A L o BN 2 BIfR IR ST e
W,

16. EYENRE
16.1 MARE
16.1.1 MmigEhigE

fERE AT T 124 5 v 2 CIER ESE Smg X34+ 7 ¥ U8 (FiE
$8) Smg & Z2REREH ARSI L 72,

T WY RN B ESE Smg 134 T Y Vi (EE$E) Smg & AW
BICFETH A E MRS N,

Tmax Chnax ti2 AUCo-96
(hr) (ng/mL) (hr) (ng - hr/mL)

FIEPIR | 5mg B x 1
B SmeSEx 1l g o)y | 10,2417 | 30.545.5 | 26058.7

Wi 74
, 5mg £ x 1
5 Inif 3.4+1.0 | 10.9+2.8 | 31.2%5.4 | 259%72.0
g
(ng/mL)

——F 5 > > OENAESE Sng
-4 5 >HE b (%imgE) Sng

P+ AR (n=16)

e ANEAMC AN =04 =)

' % Boow ow oa w0 o om

570 5 OREBIEH CL)
AT YFEY AT NP e G Lo & BROMBTREIE, 2.5~20mg
DOHPFIZB W THRG RGN TSH Y . EBEOMIDIEA TR S N7z 1M
AT, PSR L 33 I (20.7~54.1 EfI5~95 78—t > & 1
V) THY Rros ) Ty AR 26.1L/hr (12~47L/hri5~95 /¥ —
LI AN) THDe VEMUMERREIZES S GHEAT—%),

16.2 DRI

16.2.1 BED

T WY g (BE) S LE & BHEIC K 2O BEITD
SN o725,

16.3 2%

16.3.1 EE#ES

#993% (in vitro. @) o BICT VT I v & o -HUHEELT ST
bo

16.4 X3

16.4.1 ELRHEDRCRBIEE

FI U ORBICHG S ABEI IV 0 BEREE, 7o VAR
E)AFVSF—E, F b2 a—2A4P450 (CYP) Thb, I FEZON
W 10-N-27 )V 7 b VEEAEE R O 4-N-7 )V 7 b VE-EAERIE. E# 7V
70 VHBIAE SN0, 10-N-2 )b 7 O ¥ B AR ASIAE b & OSSR 12 BT
EERBWTH D, 4-N-F F ¥ FERBWOERII 7S C v EFE ) 4
FOTF—ENHEG LTV D, ERBILHD TH 2 4-N-7 & 2 F ik
CYPIA2 /v LTHEKR S NS, MBMNALWRETH L 2- FuFx s
FVAKIZ CYP2D6 # /v L TR EINLD, T U FE &k s ) 75
VAICKRELSEEST LI L3R\ in vivo DEMRERICB VT, 4-N-F 2
AFVAER D 2-8 FOF ¥ A FOUEOIEBEMEIZ W, LiEF 5 v ¥~
LI L TR TR S IR ORMRIEF 7 v FE L TH D 2 EHTERS
NTW D, EFIRFEIZBIT 2 REUE,10-N-7)v 7 1 > BRI AR K% O 4-N-
T AR FOMARD MBI IS 10044:31 T - 720 [10. B

16.5 HEtt

16.5.1 BEt#ZE& R O HEt R

FEHERLCUC A4 T VW E v R OGS Lz &, 21 HE TEgHEE0#
57% % O° 30%75Z LE IR R O 2 HEIE S vz BHEIAT— 4 )6

16.6 HENHEREHT 2BE

16.6.1 BikpEEERE

B T B 10BIICF 5 v 0 TR VB 285 L-BEHC L 5 &
EHREDIT LA T Y OBEYBIREICEE L 5.2 Lhole UHEAT—
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16.6.2 FipEEERE

BRI E I A T U FE D2 ) T I Y ARKT &/ 2 LN TPHEENS
B PRI T R 8 B A 5 Y Ui (Edse) Rid+ o o HFEra s
LVE R LRENC L B & FRER T I3 4 T Y v 0 ZEY BRI
BEH2 ko BHEAT—%),

16.6.3 S

T T UYL TNV QARG TIE 65 ML OBERE 16 51007 52
W IEsE e 1o L S3%IER L7z (Rilin#52 e, JEmkn34 ) . 14
0 R 5Tl 65 L EOWERE 8 Bl T4 E 59 B ¢ & - 72
HHEANT—%),

16.6.4 M7 - B2E

T T WY vk (ElsE) EF T v vl TR 2 L eEatlc &
e, KW BTEFFVHFE OZ )T 5 AFHEMEL Y L # 30%E< .
FLBEEICBYLA T U 0y ) T T AFIEREH XY b 40%
o, TNOSDOERD ENDPOEODPHEETSH I LX) — iz
HERHEST 20 W BB EZ ARG DG EOFH 2 ) T 5
¥ AMEIZ RS TR D E . ROTR MBI Y . Bk IeEE o JE T,
IR 3 b Ko 72 JHENT— %),

16.7 EWIEEER

16.7.1 ZIKZXH I

T W UEE (Yl E7VREFIVEOHMICEIN, AT UFE Y
DAL %R Lz MEERIEESE (FNCBYEE) TREL,
Crnax OBAINFIZ B (M) T 75%., &M (FNCIEBEH) T52%TH -
720 AUCo-2 OHEINFIT TN (B2H) T 108%. 2t (JEEYE) T 52%Tdh -
7oo Flow 20T T YA (CLp/F) 354 (B#) ©52%., ik (JEBym)
T3 L7z SHIE7VEFH I VA CYPIA2 OMEEHZH T 572
W LfiE S (BHEIANT— %), [10.2 2]

16.7.2 AIVNTEE L

FIT U H T END L NN EE L EOMHICEY . Ty FE LD
AR EE IR 2 7R L 720 BFAIIC £ D Conax 1 24%. AUCo-0ld 34%IR T L
oo TNEHNMNIEE VA CYPIA2 OFEEHEET 5720 LiEE sh
7= WEAT—%), [10.2 Z1&]

16.7.3 ZILFAx&F>

F T UWE g (EEEE) VA FETr (ENEREKR) EoffHIizk Y.,
F 5 WY L OMBEPEE DTN L 720 BEAIZ XY Crax (£ 16%5
. 2075 A (CLp/F) F16%ETF L7z SHE7 vt FEF ot
CYP2D6 DIEEH 2 AT 5720 L s n GHEAF—%),



16.7.4 Z Dt

(1) BEZICBIFAE T FE D) 7T v ZAEIZIEMES X 0 # 35%
Molze TAUIBEAS CYPIA2 OFFENEH 24 % 720 L g Sz,

(2 Z0fb, 137530, UNTTY ., YAFT Y, HBAXIET VI —
WML 2T T v OB 2 W5 20 R BE RO 5N 0o
oo T2 AT UHFELTEBIF A, SVTOM A3ITF3I0, T
TNy, VTENRLA, ERYFY T T 4) I T VI — VoY H)

REILCHT T B S D R WEBIIED SN - 7208 JHEAT—4 ).

H) 4T YU T VRREETICHWZRBAIT, AT Y Y TR

JVbmg & AT WY v EE (EildE) Smg IZEWFEMICHRSTH L L
PRER SN TV D,

17. ERERRCIE

17.1 BEHHRCREMICET 2558

(& KERIE)

17.1.1 ERSE || 5

(1) #NEASE 1 4EKER
RONCFERE N7z 8 MRS RETH 5 ¥ ¥ H FHVED]I~12 . 5mg H°
G s, MALTIEREER 8L BB 2 EFYFHU Lo EE L
59.3% (48/81 %) T -729,

FEERIEARIR () 17.3% (14/81 #1) K OMRSE 16.0% (13/81 #1) T
277,

(2) 1%HA%5 11 4EAER
Bl & & g S 7z 8 AR S ER T 2.5~ 15mg 25 & L A e
FFEF 156 1123813 B AR DL R o iR 1E 58.3% (91/156 #1) ThH
Of:l())c
FEEIWEMIIAIR () 19.9% (31/156 #1). R4 13.5% (21/156 1), fEH
##11.3% (Lo 6/5361). B () 10.9% (17/156 f1) ., #Ri#k 10.9%
(17/156 B1) J U178 10.9% (17/156 B1) T - 720

17.1.2 EREE 1l #E55&

SHEMO_EEMILEABTE T v ¥ Vi (e 5~15mg A% 5 S 1L,
T T VFE GO 44.4% (40/90 B1) AShEEREEUGELL EAIR L, 4T v
FY L OFEITEI T 6B RO bz,

EREEHEEE (&), 77227, IRA. B8, AL OARR GE) %
11.1% (10790 1) Td - 720

17.1.3 SHESE 11 #E5E&

(1) A7 vy TR NVEDOREERRGEH (KH#E5+2 5mg/H. H i
#:10+£2.5mg/H. &ME:15£2.5mg/H) & 75 RKI TR F—)L
(15+5mg/H) 2% ki L7z 6 M o “EERILEGREIC BT, 5 v
Y row - SR T 7 2R & LTl - IBHER T & SRR 4
A ERGEER L, BRI NT ) F— V5T i L, B
REFRICYGE L7z, $ERIMEIEIR (EPS) X9 XCo4 T WY V& 55
TEHUHEE R LA, NaRY) F= VG5 TIEEL L2, N—F v =X
DT HY T OFEBREITRTOL T oYV HGHTHEI KD 7212,

() FlEfEEmENIA T »HE L g Na R F =)L ORI 5H g
ERLIZEEICB 2 KBELZ ZEERT T 1 EM ORI BV
Ty F T VY AT IRSE & i LIRS 2 BAFISHERE L. #06 JeiiliE o
TEIEC X WA TH 7219, ZEER T CORMMGES PO, +5
PN L DBEME Y AF AT T ORBEL TR F—UHE5-EEO 10 5
D1KFETHY ZOEIIEETH 7219,

1) ATV E Y T RVIRREER IV EBA T, AT E YT
b bmg &4 T Y v (i) Smg 13EMFIICR%SETH L

EDFER ST D,
E2) NIy =) (REEFED o ENREE G 31 H 3~6mg
Thado

(UBHEECH T 2BEROHE)

17.1.4 ERE 11 55
BRI Yy — FXIRAMTZE Y — F2 2 L2 AU T BRI E RS 2 W 5RI10%E
Mi L7277 R EERILERRIC BT, 4T v e (i)
5~20mg % 1 H 1 [ 3 AMFG L7z & &, mi&FHIF I B 5 Y ¥ 7 BRET
fli R EE (Young-Mania Rating Scale. YMRS) AEtHONR—=AT 14 V060
ZAbE (Pl £ EEFZE) 347 ¥ U #E-12.6210.0. 77 R
#-6.8+14.0 T, B L ZD BWEMHEXIE-5.8 [-9.1,-2.4] TH Y. #
AR A BN Sz (p < 0.001, tH5E) 1,

# 1) #4595 3HBIZBIT S YMRS GRIEONR—AT A ¥ H 56 OZbmE R ED
Mz (FAS. LOCF)

YMRS A&t
——— B
BB | B | ~—x | i :f;; (9592 | p fiiiE
sy | qmw | 72| KM
DAL

F T
S 104 |27.7£5.9]15.1£10.4|-12.6£10.0
v 5.8
<0.001
75 R [-9.1-2.4]
e 97 |26.9£5.6|20.1=15.0/-6.8=14.0
SR £ AR

1E3) thE
6 A OFFMM M 51T 2 L 2RI X, (HIR 23.8% (25/105 #1) K UT1E
15.2% (16/10561) Tdh -7z,

17.1.5 EIRE 11l 4E5ER
CEEHRBEUER MG L CIEE L 72 18 B o B RNk - BRI B v
T, “EHEWBRBRE ST L#RE 234 7 Y P E o IR 2 SRR
T 2 BN CEE R T Uk L 2o I3 A T Y VB LR R
SEHE 1 FI & OBHELS 2T - 7219,

(1) #5>HELBATORE
F 7 Y g (FEE) 5~20mg % 1 H 1 EEO#ES L72L 2O YMRS
BEREDONR=ZF 1 b s (Pl + ik RE) 13, &5 6 6%
T-3.3%5.3, 18H{%T4.2+5.3 TH o7

F2) YMRS BRI HON—=2 5 1 ¥ 6 0% b (T WYV HARE, FAS,

0C)

N—2

o 134 238 434 63 | 108 | 148 | 1838

4
BiEL 100 100 96 91 81 76 65 61
YMRS
gt 5.7+6.4|4.9%6.0/4.0£5.8/3.0£4.3|2.1£3.4|2.6+5.8|1.9+3.3|1.6+2.9
[S = E PN
b —  |-0.8%3.6|-1.5£5.3|-2.4£4.9]-3.3%£5.3|-2.8%5.7|-3.7+5.7|-4.2£5.3

Tl = R

B BB 1% 41.0% (417100 ) CTdho7z. FomIVERIZ. BIR 13.0%
(137100 B1) TH 720
(2) #FHYEC+RPREETOHRE
F 5 Y v (ElsE) 5~20mg & 1 A 1EREOHES. S0 LEEE LT
REEY 7 Ay 2NV T afEF M) AL AN EE YOV 1 H 2K
HEROHE TG L2 &0 YMRS AFIEONR=2F5 4 V60
ZAbs (Pl = SRS 13, &5 6 % T-25.929.3, %5 18
T-29.6%5.7 Th -7,

# 3) YMRS AEIIEON— 2T 1 v 56 oAb (K& et e . FAS.0C)
N—2
4

134 2 434 61 104 | 1434 | 1834

3

Bl% 18 14 12

YMRS

AR
ZALE -8.1£8.6
FEfiff + B 2=

39 39 34 31 22

33.2%6.6|25.1£9.6(17.9£10.3|12.5£12.8|7.1£8.7|2.9%4.4|3.1£4.1|1.7+3.2

-30.0£9.4|-29.6%

o
-

-10.411.11-21.0£12.6|-25.9£9.3|-30.3£8.7

BIVE R SEHIAEIE 1L 59.0% (23/39 B) Td -7z ERBEWERIZ. Iih b 1) 27
V& FHEIN15.4% (6/39 1), fER 12.8% (5/39 B) K OMKEH N 10.3%
(4/39 1) CTd -7z,
CUBMEEICH T 5 5 DEROSE)
17.1.6 EEHERELE NI 4R
(1) —EEHH
IOMILY Y — FEE LR [ TREEES (514 61, HARANEH 156§ %
Gt) FRRICER LTI LRFREERLERRIC BT, +F UF
Y ogE (EmsE) 5~20mg ZEEEEC 1 H 1 6 %S Lok & RREE
fifi5 12 B1F % Montgomery-Asberg Depression Rating Scale (MADRS) #
FIEONR=AF 4 ooz e CFYHE = EEFZE) 347 Py
T-14.26+9.73, 77 LFB-11.71+11.00 T, FEME & 20 95%EMHEX[H
13-2.15 [-3.93,-0.36] TH h . #atF#M A EENRD 7z (p=0.018,
o ar) 17,
F24) 5 6 HRIZBITH MADRS GRIEON—AF 1 ¥ h 5 DELR R VOZ
O#M#E (FAS. LOCF)

MADRS &t
T
wsr | mE | ~xex | 07| osweEE | p o
54 R > B:r'ﬂ'j]ﬁ@
OB




* I HY
e 339 [29.36+5.71|-14.26+9.73| 9 15
> HE 0.018
[-3.93-0.36]
7o uAR| 169 |28.69+6.33-11.71£11.09
S + R

W 4) oo
BIVEH S E 4+ 5 v WY VBT 55.7% (191/343 6) . 75 £ KH#ET
36.8% (63/171 1) THorz0 * 5 WYV HOL LM, AERM
15.7% (54/343 f51) . 1N 15.2% (52/343 f51) Je OVERRITAHE 12.0% (41/343
Bl) Tl
(2) FFERMiR5H
[EIS 3 ) el BR (S M) (ke L C oM L 72 18 [ oo I F Mefikfeds 5- 1
IZBWT, 4T Y v (Flfe) 5~20mg #ELHERFIC 1 H 1 OIS
L72& &®D MADRS &Rl EIEZTEDEBY TH o720 MADRS AF DN
— 274 v (ZEEWHRTE) »50Zfte (FoE+EERE) 13, &%
5.6 1% T-3.76+8.50, %5 18 % T-6.34+9.43 TH o728, b, K
AERIZ BV TIET RS, 1) DER PR HREOMH 2 & L CHEM
L7z

#:5) JFEMRkG G- 0 MADRS 470 (FAS. 0C)

= AT A ¥ 638 18 38

B 385 349 295
MADRS &t it 14.00+9.05 10.10+8.37 7.61+7.20
At — -3.76%8.50 —6.34%9.43

P + A

BIVE S BUBE 13 38.3% (149/389 B1) T o 720 & 72 BRI A 1
15.9% (62/389 f5) TdH-720

17.1.7 ERE I 155
[EIBS LM EER GEE kb G- H) 2527 L HARNEE IHHEE © &
BAZHE N L 7z 24 i3 48 M o ENIFEHEIH G HABRIZ BT, 47 v
Y ogE (e 5~20mg % BEIEHHC 1 H 1 LRS- L 72 & % o MADRS
BRHEETERO LB Th o7z, ERELFERRZE T L2 HRANBEEICBT
% MADRS G7lHONR—=2F 4 » (ERLFRGRBR TR 26 0% bm (F
Wl + AR 13, %5 24 BB T-1.056.7 Th o7z, HHBEE TR
MADRS &l sioN—=25 1 > (ENIEEWRER S ABRB G ) frmﬁ*
i (Pl = EAEF2) &, %5 24 8% T-5.2+13.2, %5 48 #tk
T-3.8=7.4 CTHhH-7®, &p, KAAFIZB W UIESFLESRE. T 2HR
OPURHIRSE OB 20T & L CHEMEL 720

#6) EHNIEEHRE% G350 MADRS 450 (FAS. 0C)

N— A7
. 1238 24 38 36 14 48 34
A
BI% 81 73 65
MADRS
;ft%m sy | 86572/ 8.728.116.96.8 —
ST
ZAL —  10.4%6.0|-1.0%6.7
%% 20 14 11 7 6
MADRS
HHLER gy |16:5%9.0/9.948.710.620.6/8.328.1|7.3+9.5
LA —  |6.9+10.8-5.2%13.2|-5.3+8.6|-3.8+7.4
FE il = PR

HIVEF EBIHE 1L 40.6% (41/101 §) T o720 RO L2 EIVER A ERY
Jn17.8% (18/101 ) Td -7z,

18. EIPEEIE
18.1 1EFIHF
T UHENEF L) RV T VR EET A IEERTUE MR T
%o FERRIRIEIEERIC B\ TR RIBUR RS & 135 7 2 S i RS &
MIZENTV D,
+ T VIS EOMBW LRI AR & A L i R RIE O B
HIEIRD A2 63, BEMEREIR, FRMBEE . RHER. 9 DIERSEL ?H“%ub
RERHARIIEIROBE % b 725 L (S IC/EM A multi-acting) . 72, %<
DZERNIK T DAER DA RFBRLANO BRSO 203 (52 a%ﬁ?
{t:receptor-targeting) &£ 2 5N AH92, 5 UL E, F8I v D2 ¥
47 (Dzv D3y Dg). &0 b= 5-HT2az2c. 5-HTe. a1-7 FLF1) ¥ &
e 2% 3 v Hi ZHEAEANIIZE CREFRHH CEWEAE 2 R T45, F283
D14 47 (D1, Ds) 0 b= 5-HTs ZEBNER BT

BT A2 F0 AR ¥ (M, « Ms, v Ms) ZZEAE~NOFRME:
& in vitro &£ W L C in vivo T iﬁ'ﬁum i /"7‘1: iEan s ok
WZnf ISP L LTEI< D), HIoH T v 22 & B KN B RTBERTE T
F/XI 2 &7 VT KLY v ORI 2. 7V 8 3 2 B R O(RER
EOREFEDD G T v FE Ly EEROZHEEOMEER LY Fl&R S
NCTW B EEMED H 520,

18.2 A KRAERERDEYET IV TORIRKER
T WE R, A LT Y= (HEARINEREER ORIE) 2 ERT2H
LD QR HET, SOEEESR (FFEEROIERE) . T LSV AL v
Y a 20 (BEHEIR OGRS D) . FE&A3ERlIE A2 (B PEiER D
8, a v 71) 7 b2930 (EVHEIR K ORNROEIE) & % WIdiEklkik (9
DFERDFFHE) D H & LFETHIEIR OB E 7V 12 B\ CUEEE 2 7R3

18.3 FRAND#R T RO AR B B RIEERTEF N OBIR M
T T Y d, BAEIEE RS MBI RESY 12 BT, RS
REWERNCEI G LT 2 BEMAEAR L0 b PURHIEGIE & B3R % ik
UL S RN A= G IE L RaNRE /N & S N

18.4 A RIAEICBIDH 2R E L HER & ORENEEER
A JRE CTIEARM . E AT AT T K 83 ¥ D1 RO TR 7L 4 2
VAR R DA EMRIFALE N TV DA, T W RN B R SEET
BCRNIVE VT FLF) v Ol NS0, 7V s 3 ViR
DITEREE % M S 52028),

19. BRI CEEY SEBILFEMAER

—HEZHE . 4+ v E > (Olanzapine) (JAN)

1b2%4: : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-thieno[2,3-b]
[1,5]benzodiazepine

773 CirHaoNaS

g 312.43

IR oo RTH L,
I8 7= (99.5) IHEIFIZ KL AF = VITHBS THEITIZL L,
KIZIZE A EET v,

\CHs
Bl %4 195C ()
SPEARE 1.8 (pHB. #BfERR-4 2 ¥ — V%)

20. BIRWV EDEE
W E AT ADTT ) Ay — DT FHRETH I L,

22. @&
(17 1 X§E 2.5mg)
7088 [788 (79U A% —) x10]
3508 (748 (77U A% —) x50]
(47 1 X$E 5mg)
7088 (788 (7V A% —) x10]
3508 (78 (7Y AF—) x50]
(¥4 7 1 Z§& 10mg)
7088 (78 (79U A% —) x10]
3508 (788 (77U A% —) x50]

23. EEXH
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6) Kassahun K, et al.: Drug. Metab. Dispos. 1997; 25(1): 81-93

7) Callaghan JT, et al.: Clin. Pharmacokinet. 1999; 37(3): 177-193
FEAERL AU T B E IR A R ISR E R AR L Lot T v
Yy LoNv 7 a RO S AR FER2010 47 10 H 27 HAKGE.
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HNEEL ) OMIE Y — FER LR ] BIEE LB S Ba %
AN L 7o B HkGei G- 5R(2012 4F 2 H 22 HIKFR,
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* 3% 20244E 11 T (35300 BABREFERMEES
* 20234£10 H 2T Y . . 11 2391
Bk mms TIRB TR - WBMREE AR - HIH ST, 8T
AR © 247 1 (25mg) 75 VY'Y ORKERESR 2omg omg
34 (5mg. 10mg) o o AGRES | 22700AMX00999 | 21700AMY00139
N X} s ® —
=~ ,’/*y FA T4 AEE2.5mg | BT | 0156115 | 2005671
- ;l O ® ® 10mg
= 7'/* Y yq F4AREE5mg ABRES | 21700AMY00140
s . BRI | 200571
- Y, ®
:/7'/*7 FLF1AEE10mg
Zyprexa® Zydis®tablets
RIS, SRR . CHEPLA
V) P R QM &) Y 5 2k PHARM
| me VTLEH VTLEY VTLFH
11 BELOMBEO LR, 5. WREMS 7S K- 2. BT WORE: | AT AR | TAT AR | AT A5
FHEESOEXCEERAFRAL, ECLEBEP 550 Smg bmg 10me
T FHEESFE, MEEOHEZENREEHHITITS & hoxx |BE 10mm 10mm llmm
[2.5, 11.1.1 &H] JE& 24mm 24mm 27mm
1.2 BELHLo T, 650 U LREWEAIERT 3887 _— 0013 00162 @ 0024g
HB5 L%, BERVZORKEICTHICHEAL, OB, S8R
SR, EREORFEISERL. COLIBERPH S DN EG kgl 2 — N z — —

BICi3. BbICBEEDKHL. EMOZEEZI5L5. 58
T3 &, [8.1, 8.3 9.1.1, 11.1.1 HEE]

2. #%

FIS 1Ch

(ROBEHEICIBRELEWI &)

2.1 BEREORE [BEREZENASELBZNMW0H 5]

2.2 7NV EY — VERFEARE O s O bR v 52
% B [PAR ARG 2S5 S % o ]

2.3 RAN ORI LB BOEOBEERE O &H % B E

24 7RV v xEGEROBE (T FLVF) v ETF T4 5%
T = OFEEE . USRI B 2 2R D L 3
R AT 2854 % 1<) [10.1. 13.2 2]

2.5 BRI BEE ., FERBEOMEEOH 2 BE[1.1. 11.1.1 &

(5}

]
3. HER - MK
3.1 Ak
DAV DAV Sun DAVAZ S
Wi5E % WA T4 REE | AT REE | AT 1 A
25mg 5mg 10mg
Lk + 5 09 . B 7L A
sy e v e Lo BT T L ¢
¥r & L Tbmg
25mg 10mg
¥S5F,. D-vry=h—=)b, TASLF—LA, /N
beayllibail SHFVERBRAFNF M) L, 8T F X%
BEBTOELF FY ™LA
3.2 WEIDMHER
DAVAZE S DAVAZE S DAVAZE S
WR5e 44 WA T4 A5 | AT 1 A5 | AT 1 Ak
25mg 5mg 10mg
IR - FE T OFRGE (ST IEREH)
mi| (@) O | O
LAY
wir| () O
i o ) N

4. FEER IR

Ot & KFAE

ONBHEEICHE S 2BERRY S DEROLKE

ORBHEEHX (Y RXT7F2%F) BECHIBEASRER &0, &
i)

5. MEER IR ICEHET 5

HBHEEH CRXTI7F2%) BESICHIHELERER &0, E
i)
AFNZRAE, WEEDE U 2 BUEMELGH] (VAT 75 25%) o
BHOBEICRYERT 5 2 LV,

6. AERUVHAE

(& KERAE)
WL BACEA T Y 2 L T5~10mg & 1 H 1 B S
WX BT A, MR L LTI H L E 10mg #&O#%5 35, %
B, Fp, ERICEZ D BEEEKT 5. 72720, 1 HEIE 20mg %8
AN &,

CRUIBMEE IS BT 3 RERDLE)
WA T v E e LT I0mg 7 1 H 1 OS50 X
DB 5. B, Fln, SERICE D EERET 52, 1 HEIE
20mg #BzHanWZ &,

CUBHEEICH T 5 5 DERDKE)
W, BACEA T Y e L Thimg # 1 H 1 HEEOHKG 12X
DEAMG L. 201 H 1A 10mg IZHET 5, B, Wb e
BCHGTA 2 & L, File, ERICIS CEEHEKT 25, 1 HE
1X20mg BBV k,

(REHEEH (CRXTI7F%5) /ECHESHERER (B0, B
i)
MO HIEHF] & OPFHIZB T, @H BAICIEF T P e LT
Smg % 1 H 1 H#EOH%G 35, b, BEOREICL D #EEME
3575 1 HElE 10mg #@B2HRWnw2 &,

7. BERUHAEICEEY 3FE

EMESH CXT7F2%) /ECHESHEESER (EO. R
i)

7.0 AFNE, BHIE LCavFarraf R, 5-HTs ARSI,
NK1 ARSI & B L TR 2V, 2B, T2 a1 F
IATFEA R, 5-HT3 ZAEREEE. NK A AREIEEE o ik
ROHEIZDWTIE, %4 OFEAOBTHRILE. oG 5%
25562 &,



7.2 FHIE U CHEEMRESH OS50 1SR K] & 5 5- L AS A LD
DEFA 7 VIIBITF A RFOFGHEIZ6 HE EF Tr HE LT 5
Z &b,

8. EELAEARIE

(GhaEHE)

8.1 RHIOFGIZ LY | F L WILHEED LA S BERRIET b7
F— A, HRFAFIESE OS2 8% 72 85 2 L 03dh 5D
T, AFFG L, MEEORER S, £, LR, HIREFEOR
AT T & RIS, EILRE. LS OREIRE ORI T %
B35 EBE Tl IR L5 L. REIREZ BB s e 2 B
FNHH Do [1.2. 8.3, 9.1.1, 11.1.1 BI]

8.2 IMEA D b D 2 EHDHHDT, KFFGHhIE, BK, &
B W IR IR, BRI ST S & b
LI, MAHE O ES OBZE* +512/7) 2 &, (8.3, 11.1.2
1]

B REIOBGITE L. H 52 Lo Lt 8.1 K18 8.2 OREIEHAFEHL
TAHEEEDHH LR, BEROCZOREC BN L, i

FEIR (K8, £k, 2R, BURS) ., Rk (I, Buk,
T, IRER, IR, ERREES) (ISEEL. 20 X0 BIERYH S
b HAIE, BEICRS 2RI L, EMoBEx215 59,

RET L2 L, [1.2, 8.1, 8.2, 9.1.1, 11.1.1, 11.1.2 &)

8.4 AH DG X WEFEBME KT Z L 0H D DT, MR

L. B o#EY D &b -84 13, Bk, EEaEE oY)

BIERITH T L,

5 RENIHIMAEH 263 5720, ORI HED i, Bz,

BB 5512 & 2 MR iR % REEAEAL S5 2 LB 2O THET S
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8.6 IR, {E&ET - £y - [UEBIREN S ORT AR 5 2 L%
% DT REF G- OB NLEITCOMEHED 5\ L HEHL 0 iR
b m ) BMOBMEICHEF S VL ) EET LI L,

(BHEE CH T ZBRERRD S DIERO%E)

8.7 BRI UV DFERATLHE L 7281213 AR 0 Sk 0 55
ZOWTHE L, AR Z R LG LAV E D EET A2 &, AR
PEBEE OHMERHRIZ BT 5 B RN CTORA OF S OV 2k
B L TV,

CRUIBHEEICH T 5 5 DEROYE)

8.8 MARVEREEIZB 5 ) DREIRE AT L BE AR 24555
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8.2 9 DIEIREET 2 BB I LEHS D Y . AREMOBZN
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BIZIZ BB ORE R OFRREOZ L EEBlIgE§ 5 2 &,

8.3 AN, Bl BB, N= o 25 RIR, BRIEE. BoE. K
WL B, T YT /B EEI RSN D S b D 2 LR
HENTWE, T2, BREBBZREIISDLTIEZRVA, T DfE
W ATENZ R L HEFIC BT, R BROB(LUIEZEE. H

BN, METADHE SN TV D, BEDRER OHREDZEL %

HHECBIET L LB, SN OMEROMEIHE SN E
(1, BREEE 2 T, A I L, 52k % % L)
BAEXRIT) T ko [8.8.5, 9.1.8, 9.1.9 BH]

8.4 HEBMTOMERME P C7zn, HEEN D b B
W F 23E121E, 1RGO A s/ MRICE ED DT L,

8.5 FIREEICHBSE S A, B, W, SRl orr

By OZAL R OEBEB OB D 5 bN D) AV EIZOVTH4
P EAT W, BRI & BRICEE AR &) KO RET LI L,
[8.8.3. 9.1.8, 9.1.9 ZH]
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9. FENERZHIHREFICETEE

9.1 AHHE - MEEZEDH 2 HBE
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9.1.1 FERFORIEE., ZMEDH 5V EHEOHERROERETF%
FT58%E

[1.2. 8.1, 8.3, 11.1.1 ]

9.1.2 [REA. FEMA LY X, FAEMARNEOH 3 BE

) AR L DIEREBLSEDZEND D,

9.1.3 TAPAZEDEEMKREBIIIC NS DBREFEDH 2B&
FABBEAINT 852 0D 5,
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[8.8.3. 8.8.5. 9.1.9 &[]

1.9 BFMSBVHEEEEE T 58E

R DL DHITHRMEIR D FEALD TR S N7z b DML H 52,
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W3 EE
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1. BMER

KOBIER D & bID = & #b 50T, BEE LT,
DR & NI B\ T LT B % EHY) R ILE 2179

AL
FH

k.O

1.1 EXLEIER
11.1.1 SM¥E (0.9%). EREET b7 K=o X BHERH) . ¥
RRHEEE (HEAD)

EIEA S S b, FERIRILES b7 Y N — 3 X BRI IE D &
LIS EDL R E ORI R EEE 7285 2 & 05H 5O T, MAEHEO
WER, 8, £k, ZIR. BUREOBEEZ T I124Tv», BE AR
D ONTHEIIE, TSI L, 4 ¥ 2 YEHORS 21T %
LB MERITY o [1.1, 1.2, 2.5, 8.1, 8.3, 9.1.1 &
]
11.1.2 {KIM¥E FERD)

B, MR, Wi, IR, (IR, Rk E L O B AR IR AR
DLNHEIIE, B E2RIELEY A LESYFT) L. [8.2,
8.3 ]
11.1.3 BMEREE (Syndrome malin) (0. 1%Kii)

HEFDAREL . SRIE ORI, IRIK CMUEOZEB), FTEHN5BLL .
FICH &R EBBD AR ONDLEE X, %5 2P L. KOG,
REHSEOEEEIE & L2, BYIRIWEXITH 2 Lo RAETAER
(21, s CK o EA-R MR OBIINAA SN D 2 D%\, £
oo IO VREED) BREORTFICEETAZ L, 2B &
BOSFRGE L. ERkREE . R, MBI, BOAGER, SRR
EANEBITL, WELBPHE SN TS,
11.1.4 FrigseEs. BE

AST (1.5%). ALT (2.5%). y-GTP (0.7%). Al-P (HEARH])
O LR IEHEREE, #E EEARY) 2d5bhb s
Hbo
11.1.5 &% (0.3%)
FEAE (GRiE .
ZENDH AL,
11.1.6 BRES ZX 2T (0.6%)

EHGCL 0 RHZEES BFICUER 2% 5 b, f5mik
BOLERT LI 0D D,
11.1.7 EUHBAHE (HEAH)

. B, CK E&. MK OIRF I+ 71 ey EREDTE
O ONZHEIIIES Z I L, B ARMEEIT) S &, T2 M
RUMRIE IS X 2 S EEREEOEIHEE T &,
11.1.8 FREMA LY X (HEAH)

PR (AR, Bl - TR, 25 L WS, o dH 5 v
AR OB A D 9 o WS ORER) 23R L. KBS Ly 21
BATT 2 2 L0355 OT, BEMIEYD & bh 7612, #5%
Pk 5 % EEY 2 EEIT) S L.
11.1.9 WMFEREBE (HEARW). AMmERED (0.6%)
11.1.10 FHEZEAAE (HHEEAH]) . REPERIRIAEEE (MHEEAH)

i ZEARE . IR AR ESE O AR FERIE DS RS SN T2 DT, #%
AT, B, N9, PO O, FIESESSRED H Il
Hl2iE, #E5ERIET 2% EEYRMEERIT) 2 L. [9.1.6 BH]
1111 FRFERBAEEES ERP)

HEIR & L CHE. DA B, TICHFRIERE, 1) >/ EilE
. EImERBEIN, IFERERIE S . ) OSBRSS 2 E ) B
FEE L BEIERDE D 5 bNDL 2 EHH LD T, BEEE 51T,
CD L) BRERDD S b A IZId S 2k L, EY) R LE %
792k B, B MALRZATA VA6 (HHV-6) £ £ VA
OFEWALZMED 2 &A% L Gk 595, 53, ke
ELEDIRDPFRD 5 VL BIELT 5 2 L WD LOTHEET S
Z kY,

I u X AR BhHLbhs
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"

AN



1.2 ZOfDEIEA
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(N1 ] £ . IMmE L
HEIR, O
2 A1
i, LEM
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A, Bk
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W
N 43 FRESE AR I M E NG N N = A A
M=t B, B AT
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HEAE
T ALT L & .| y-GTP LDH b5 |AI-P k&
AST b5 | k5 wmryarve
Pt N
vy =5
M IEN e
VL ¥ v
DS

wobi k| Ol ki | merm
ES(]
W EER B BUN & F .
IR SR
y LT F=
VT BUN
e
WIRE PeIRBEE  |JRKEE HEIR. PREA
I 95, BT |ZERE . /DGR,
7S iR MR, =
3 FEE
viEY MU 7)) | REE EREE N Y 2 | REHET.
)R ES, T, KE| ) METOB T Yy A
L A7 0 — |3, SERIE | AGE. 7)) 7| BA. 70—
IZNEEC N LMETF, A | W ER, 7O
PRI A bSL |- VET
FUoY oA
KT
I 2 5P SV, T
PR %%
Z DAt fl I OBG N FET. CK LB, 3. | Fghie, B
(20.1%) . 1B\ wH. (IR o 7 57 7| B KIS (38
B BT, S R BT, AL T
& R, B Z)IETY Hy . 77
AL EE B, BEBE I VKT
{FE A/G K R
W, a7
v EHLD M
i

13. BERS
13.1 fEIR

KA OBEALGWZ, HIR, o/ o, ERERE | HE 4 DR
GHEEIR, T OSBEER D & S 12 38 5 Btk s s — ik 89 2 ek CHE
10%LE) ELTHobNL I ENMmEENTVwE, FMMOEKR
BIERE LT, . B, EVEGERROEIR, RG], R
FRIE & 2 VAZARIME . ANEEIR (BHEE 206L0F) ROVl Ik 253
LbNd I ENDH D, 450mg FEE D atkmERE G512 L 2IETH O
WEDD B DY, 2g DEMBEHRG TOEFH b #ME SN TWED,
13.2 L@

M TD W &y REE BRI L 723561 m R o% S
AT o RHENZIEE B & O BF 2 A P2 0 2 50~ 60% 1K
T9 b, 7RLFY Y, R 2 HH0IMO f-Z4k7 7=
A MEE % A S A AN 2 TS EBAL 28 AW 5D H 2 0
THA LTRSS\, [2.4, 10.1 2]

14. BRALEDZFE

14.1 EHIAMNFOEE
B OFEH IR L TReb b nizn, HEG ORI S v,

14.2 EHZAEBEOTE

14.21 7 A5 == b b LTIRAT A2, ¥— bDF&
fRIC & D BECEEAFERATAE R EARIA L, HICi3gfla B2 LT
PR REOBEE LR AEZHET LI LD b,

14.2.2 7V A5 = = MRS HEEICIE, ERO Y — b & FHH
L72% o ) EFROIETIH LT Z & RIFRENA A U7y
GlEesifTsZ L, SEHERBKL TRbLPVD, ¥ — M
HBSFTIHLME) L T2LENLT DD 5,

14.2.3 WBHETH 5720, FHERICEVALFTTIAS -2 — L
PO L. EHICHOHRIZANS Z &,

14.2.4 RENIENTHEL RS 2 2 L P SEEO A (k7% L)
THARMATTEETH % A%, LIFERGIEL 2> 5 oW & 1) %hFREEH % BIFE
THHEHAITIZ A2, BRI UK TRAAL Z &y

14.2.5 F-F T OIRETIE, K2 LTIRHALZWZ &,



15. ZDMDEFE

15.1 BRBR{EA ICED < 154k

GhaesE)

15110 AFNZ X AR, REARHOZRIED W ST b,

*%15.1.2 HLETEM S WS iRl AVE R 2R & L7z 17 ORIRR

BRIZ BT, KH & & BB RS 5L 7 7 R 5
LILER LTINS 1.6~ 1.7 8o 72 L OMED D Do

LB, RHO 5 REFTI, BT K OMIMAEREE (e, — s
REIMSETRSE) ORBUEED T I bR EHB L TE L, ZORTEDME
BRI & LCL Filis (80Dl L) . $AFHIRE, XV VYT EE LR
HYOPEH . ISR EAHE STV B, MINEREZ B L72
BE BT, WIS - — B R ST - 5T o B 3
AP BEEOERKN T2 A L Qw2 PG shTnd, £
72 AHETT O IC B T ERPUREIREIE L IEE RIS MR
LRSI RO FRICEES T2 L OHERD b o

(MBHEECH T B D DERDHE)

15.1.3 #HEICTHEME S 7z K ) DR ESE O RS (RURMERE
DY) OfEREED) FAETAEEEMNGRE Lz, BEOP) oF D
7T R BRI O RS B WL 24 DT 0 B
Tld. HEESESL HREROIID ) A 7 ) 2Kk G TS
VAR L CEPo720 B, 25U LoEEIIBIT 5 HEK
LERLHBEROIH O Y 27 OBINZFED 5§, 65wl iz
BWTIEZOY A7 A L7120, [8.8. 9.1.7 &)

15.2 FEERARFAERICE D &%k
WA REBR BT, ME~Y A (8mg/kg/HELE, 21 % H) &
OS> + (2.5/4mg/kg/HEL L, 21 » B, #%5- 211 HI285)
TIHMWEL OFARE D FAPHRE SN TV L, TNHOFTRIE,
TUT 7 F B L7 E LT o ETIR L s hTn
bo BRERERR OVEFMRAAICB VT, MIBI A ERADH 5\
O RIS & 55 A L o BN 2 BIfR IR ST e
W,

16. EYENRE
16.1 MARE
16.1.1 MmigEhigE

fERE AT T 124 5 v 2 CIER ESE Smg X34+ 7 ¥ U8 (FiE
$8) Smg & Z2REREH ARSI L 72,

T WY RN B ESE Smg 134 T Y Vi (EE$E) Smg & AW
BICFETH A E MRS N,

Tmax Chnax ti2 AUCo-96
(hr) (ng/mL) (hr) (ng - hr/mL)

FIEPIR | 5mg B x 1
B SmeSEx 1l g o)y | 10,2417 | 30.545.5 | 26058.7

Wi 74
, 5mg £ x 1
5 Inif 3.4+1.0 | 10.9+2.8 | 31.2%5.4 | 259%72.0
g
(ng/mL)

——F 5 > > OENAESE Sng
-4 5 >HE b (%imgE) Sng

P+ AR (n=16)

e ANEAMC AN =04 =)

' % Boow ow oa w0 o om

570 5 OREBIEH CL)
AT YFEY AT NP e G Lo & BROMBTREIE, 2.5~20mg
DOHPFIZB W THRG RGN TSH Y . EBEOMIDIEA TR S N7z 1M
AT, PSR L 33 I (20.7~54.1 EfI5~95 78—t > & 1
V) THY Rros ) Ty AR 26.1L/hr (12~47L/hri5~95 /¥ —
LI AN) THDe VEMUMERREIZES S GHEAT—%),

16.2 DRI

16.2.1 BED

T WY g (BE) S LE & BHEIC K 2O BEITD
SN o725,

16.3 2%

16.3.1 EE#ES

#993% (in vitro. @) o BICT VT I v & o -HUHEELT ST
bo

16.4 X3

16.4.1 ELRHEDRCRBIEE

FI U ORBICHG S ABEI IV 0 BEREE, 7o VAR
E)AFVSF—E, F b2 a—2A4P450 (CYP) Thb, I FEZON
W 10-N-27 )V 7 b VEEAEE R O 4-N-7 )V 7 b VE-EAERIE. E# 7V
70 VHBIAE SN0, 10-N-2 )b 7 O ¥ B AR ASIAE b & OSSR 12 BT
EERBWTH D, 4-N-F F ¥ FERBWOERII 7S C v EFE ) 4
FOTF—ENHEG LTV D, ERBILHD TH 2 4-N-7 & 2 F ik
CYPIA2 /v LTHEKR S NS, MBMNALWRETH L 2- FuFx s
FVAKIZ CYP2D6 # /v L TR EINLD, T U FE &k s ) 75
VAICKRELSEEST LI L3R\ in vivo DEMRERICB VT, 4-N-F 2
AFVAER D 2-8 FOF ¥ A FOUEOIEBEMEIZ W, LiEF 5 v ¥~
LI L TR TR S IR ORMRIEF 7 v FE L TH D 2 EHTERS
NTW D, EFIRFEIZBIT 2 REUE,10-N-7)v 7 1 > BRI AR K% O 4-N-
T AR FOMARD MBI IS 10044:31 T - 720 [10. B

16.5 HEtt

16.5.1 BEt#ZE& R O HEt R

FEHERLCUC A4 T VW E v R OGS Lz &, 21 HE TEgHEE0#
57% % O° 30%75Z LE IR R O 2 HEIE S vz BHEIAT— 4 )6

16.6 HENHEREHT 2BE

16.6.1 BikpEEERE

B T B 10BIICF 5 v 0 TR VB 285 L-BEHC L 5 &
EHREDIT LA T Y OBEYBIREICEE L 5.2 Lhole UHEAT—
%)

16.6.2 FipEEERE

BRI E I A T U FE D2 ) T I Y ARKT &/ 2 LN TPHEENS
B PRI T R 8 B A 5 Y Ui (Edse) Rid+ o o HFEra s
LVE R LRENC L B & FRER T I3 4 T Y v 0 ZEY BRI
BEH2 ko BHEAT—%),

16.6.3 S

T T UYL TNV QARG TIE 65 ML OBERE 16 51007 52
W IEsE e 1o L S3%IER L7z (Rilin#52 e, JEmkn34 ) . 14
0 R 5Tl 65 L EOWERE 8 Bl T4 E 59 B ¢ & - 72
HHEANT—%),

16.6.4 M7 - B2E

T T WY vk (ElsE) EF T v vl TR 2 L eEatlc &
e, KW BTEFFVHFE OZ )T 5 AFHEMEL Y L # 30%E< .
FLBEEICBYLA T U 0y ) T T AFIEREH XY b 40%
o, TNOSDOERD ENDPOEODPHEETSH I LX) — iz
HERHEST 20 W BB EZ ARG DG EOFH 2 ) T 5
¥ AMEIZ RS TR D E . ROTR MBI Y . Bk IeEE o JE T,
IR 3 b Ko 72 JHENT— %),

16.7 EWIEEER

16.7.1 ZIKZXH I

T W UEE (Yl E7VREFIVEOHMICEIN, AT UFE Y
DAL %R Lz MEERIEESE (FNCBYEE) TREL,
Crnax OBAINFIZ B (M) T 75%., &M (FNCIEBEH) T52%TH -
720 AUCo-2 OHEINFIT TN (B2H) T 108%. 2t (JEEYE) T 52%Tdh -
7oo Flow 20T T YA (CLp/F) 354 (B#) ©52%., ik (JEBym)
T3 L7z SHIE7VEFH I VA CYPIA2 OMEEHZH T 572
W LfiE S (BHEIANT— %), [10.2 2]

16.7.2 AIVNTEE L

FIT U H T END L NN EE L EOMHICEY . Ty FE LD
AR EE IR 2 7R L 720 BFAIIC £ D Conax 1 24%. AUCo-0ld 34%IR T L
oo TNEHNMNIEE VA CYPIA2 OFEEHEET 5720 LiEE sh
7= WEAT—%), [10.2 Z1&]

16.7.3 ZILFAx&F>

F T UWE g (EEEE) VA FETr (ENEREKR) EoffHIizk Y.,
F 5 WY L OMBEPEE DTN L 720 BEAIZ XY Crax (£ 16%5
. 2075 A (CLp/F) F16%ETF L7z SHE7 vt FEF ot
CYP2D6 DIEEH 2 AT 5720 L s n GHEAF—%),



16.7.4 Z Dt

(1) BEZICBIFAE T FE D) 7T v ZAEIZIEMES X 0 # 35%
Molze TAUIBEAS CYPIA2 OFFENEH 24 % 720 L g Sz,

(2 Z0fb, 137530, UNTTY ., YAFT Y, HBAXIET VI —
WML 2T T v OB 2 W5 20 R BE RO 5N 0o
oo T2 AT UHFELTEBIF A, SVTOM A3ITF3I0, T
TNy, VTENRLA, ERYFY T T 4) I T VI — VoY H)

REILCHT T B S D R WEBIIED SN - 7208 JHEAT—4 ).

H) 4T YU T VRREETICHWZRBAIT, AT Y Y TR

JVbmg & AT WY v EE (EildE) Smg IZEWFEMICHRSTH L L
PRER SN TV D,

17. ERERRCIE

17.1 BEHHRCREMICET 2558

(& KERIE)

17.1.1 ERSE || 5

(1) #NEASE 1 4EKER
RONCFERE N7z 8 MRS RETH 5 ¥ ¥ H FHVED]I~12 . 5mg H°
G s, MALTIEREER 8L BB 2 EFYFHU Lo EE L
59.3% (48/81 %) T -729,

FEERIEARIR () 17.3% (14/81 #1) K OMRSE 16.0% (13/81 #1) T
277,

(2) 1%HA%5 11 4EAER
Bl & & g S 7z 8 AR S ER T 2.5~ 15mg 25 & L A e
FFEF 156 1123813 B AR DL R o iR 1E 58.3% (91/156 #1) ThH
Of:l())c
FEEIWEMIIAIR () 19.9% (31/156 #1). R4 13.5% (21/156 1), fEH
##11.3% (Lo 6/5361). B () 10.9% (17/156 f1) ., #Ri#k 10.9%
(17/156 B1) J U178 10.9% (17/156 B1) T - 720

17.1.2 EREE 1l #E55&

SHEMO_EEMILEABTE T v ¥ Vi (e 5~15mg A% 5 S 1L,
T T VFE GO 44.4% (40/90 B1) AShEEREEUGELL EAIR L, 4T v
FY L OFEITEI T 6B RO bz,

EREEHEEE (&), 77227, IRA. B8, AL OARR GE) %
11.1% (10790 1) Td - 720

17.1.3 SHESE 11 #E5E&

(1) A7 vy TR NVEDOREERRGEH (KH#E5+2 5mg/H. H i
#:10+£2.5mg/H. &ME:15£2.5mg/H) & 75 RKI TR F—)L
(15+5mg/H) 2% ki L7z 6 M o “EERILEGREIC BT, 5 v
Y row - SR T 7 2R & LTl - IBHER T & SRR 4
A ERGEER L, BRI NT ) F— V5T i L, B
REFRICYGE L7z, $ERIMEIEIR (EPS) X9 XCo4 T WY V& 55
TEHUHEE R LA, NaRY) F= VG5 TIEEL L2, N—F v =X
DT HY T OFEBREITRTOL T oYV HGHTHEI KD 7212,

() FlEfEEmENIA T »HE L g Na R F =)L ORI 5H g
ERLIZEEICB 2 KBELZ ZEERT T 1 EM ORI BV
Ty F T VY AT IRSE & i LIRS 2 BAFISHERE L. #06 JeiiliE o
TEIEC X WA TH 7219, ZEER T CORMMGES PO, +5
PN L DBEME Y AF AT T ORBEL TR F—UHE5-EEO 10 5
D1KFETHY ZOEIIEETH 7219,

1) ATV E Y T RVIRREER IV EBA T, AT E YT
b bmg &4 T Y v (i) Smg 13EMFIICR%SETH L

EDFER ST D,
E2) NIy =) (REEFED o ENREE G 31 H 3~6mg
Thado

(UBHEECH T 2BEROHE)

17.1.4 ERE 11 55
BRI Yy — FXIRAMTZE Y — F2 2 L2 AU T BRI E RS 2 W 5RI10%E
Mi L7277 R EERILERRIC BT, 4T v e (i)
5~20mg % 1 H 1 [ 3 AMFG L7z & &, mi&FHIF I B 5 Y ¥ 7 BRET
fli R EE (Young-Mania Rating Scale. YMRS) AEtHONR—=AT 14 V060
ZAbE (Pl £ EEFZE) 347 ¥ U #E-12.6210.0. 77 R
#-6.8+14.0 T, B L ZD BWEMHEXIE-5.8 [-9.1,-2.4] TH Y. #
AR A BN Sz (p < 0.001, tH5E) 1,

# 1) #4595 3HBIZBIT S YMRS GRIEONR—AT A ¥ H 56 OZbmE R ED
Mz (FAS. LOCF)

YMRS A&t
——— B
BB | B | ~—x | i :f;; (9592 | p fiiiE
sy | qmw | 72| KM
DAL

F T
S 104 |27.7£5.9]15.1£10.4|-12.6£10.0
v 5.8
<0.001
75 R [-9.1-2.4]
e 97 |26.9£5.6|20.1=15.0/-6.8=14.0
SR £ AR

1E3) thE
6 A OFFMM M 51T 2 L 2RI X, (HIR 23.8% (25/105 #1) K UT1E
15.2% (16/10561) Tdh -7z,

17.1.5 EIRE 11l 4E5ER
CEEHRBEUER MG L CIEE L 72 18 B o B RNk - BRI B v
T, “EHEWBRBRE ST L#RE 234 7 Y P E o IR 2 SRR
T 2 BN CEE R T Uk L 2o I3 A T Y VB LR R
SEHE 1 FI & OBHELS 2T - 7219,

(1) #5>HELBATORE
F 7 Y g (FEE) 5~20mg % 1 H 1 EEO#ES L72L 2O YMRS
BEREDONR=ZF 1 b s (Pl + ik RE) 13, &5 6 6%
T-3.3%5.3, 18H{%T4.2+5.3 TH o7

F2) YMRS BRI HON—=2 5 1 ¥ 6 0% b (T WYV HARE, FAS,

0C)

N—2

o 134 238 434 63 | 108 | 148 | 1838

4
BiEL 100 100 96 91 81 76 65 61
YMRS
gt 5.7+6.4|4.9%6.0/4.0£5.8/3.0£4.3|2.1£3.4|2.6+5.8|1.9+3.3|1.6+2.9
[S = E PN
b —  |-0.8%3.6|-1.5£5.3|-2.4£4.9]-3.3%£5.3|-2.8%5.7|-3.7+5.7|-4.2£5.3

Tl = R

B BB 1% 41.0% (417100 ) CTdho7z. FomIVERIZ. BIR 13.0%
(137100 B1) TH 720
(2) #FHYEC+RPREETOHRE
F 5 Y v (ElsE) 5~20mg & 1 A 1EREOHES. S0 LEEE LT
REEY 7 Ay 2NV T afEF M) AL AN EE YOV 1 H 2K
HEROHE TG L2 &0 YMRS AFIEONR=2F5 4 V60
ZAbs (Pl = SRS 13, &5 6 % T-25.929.3, %5 18
T-29.6%5.7 Th -7,

# 3) YMRS AEIIEON— 2T 1 v 56 oAb (K& et e . FAS.0C)
N—2
4

134 2 434 61 104 | 1434 | 1834

3

Bl% 18 14 12

YMRS

AR
ZALE -8.1£8.6
FEfiff + B 2=

39 39 34 31 22

33.2%6.6|25.1£9.6(17.9£10.3|12.5£12.8|7.1£8.7|2.9%4.4|3.1£4.1|1.7+3.2

-30.0£9.4|-29.6%

o
-

-10.411.11-21.0£12.6|-25.9£9.3|-30.3£8.7

BIVE R SEHIAEIE 1L 59.0% (23/39 B) Td -7z ERBEWERIZ. Iih b 1) 27
V& FHEIN15.4% (6/39 1), fER 12.8% (5/39 B) K OMKEH N 10.3%
(4/39 1) CTd -7z,
CUBMEEICH T 5 5 DEROSE)
17.1.6 EEHERELE NI 4R
(1) —EEHH
IOMILY Y — FEE LR [ TREEES (514 61, HARANEH 156§ %
Gt) FRRICER LTI LRFREERLERRIC BT, +F UF
Y ogE (EmsE) 5~20mg ZEEEEC 1 H 1 6 %S Lok & RREE
fifi5 12 B1F % Montgomery-Asberg Depression Rating Scale (MADRS) #
FIEONR=AF 4 ooz e CFYHE = EEFZE) 347 Py
T-14.26+9.73, 77 LFB-11.71+11.00 T, FEME & 20 95%EMHEX[H
13-2.15 [-3.93,-0.36] TH h . #atF#M A EENRD 7z (p=0.018,
o ar) 17,
F24) 5 6 HRIZBITH MADRS GRIEON—AF 1 ¥ h 5 DELR R VOZ
O#M#E (FAS. LOCF)

MADRS &t
T
wsr | mE | ~xex | 07| osweEE | p o
54 R > B:r'ﬂ'j]ﬁ@
OB




* I HY
e 339 [29.36+5.71|-14.26+9.73| 9 15
> HE 0.018
[-3.93-0.36]
7o uAR| 169 |28.69+6.33-11.71£11.09
S + R

W 4) oo
BIVEH S E 4+ 5 v WY VBT 55.7% (191/343 6) . 75 £ KH#ET
36.8% (63/171 1) THorz0 * 5 WYV HOL LM, AERM
15.7% (54/343 f51) . 1N 15.2% (52/343 f51) Je OVERRITAHE 12.0% (41/343
Bl) Tl
(2) FFERMiR5H
[EIS 3 ) el BR (S M) (ke L C oM L 72 18 [ oo I F Mefikfeds 5- 1
IZBWT, 4T Y v (Flfe) 5~20mg #ELHERFIC 1 H 1 OIS
L72& &®D MADRS &Rl EIEZTEDEBY TH o720 MADRS AF DN
— 274 v (ZEEWHRTE) »50Zfte (FoE+EERE) 13, &%
5.6 1% T-3.76+8.50, %5 18 % T-6.34+9.43 TH o728, b, K
AERIZ BV TIET RS, 1) DER PR HREOMH 2 & L CHEM
L7z

#:5) JFEMRkG G- 0 MADRS 470 (FAS. 0C)

= AT A ¥ 638 18 38

B 385 349 295
MADRS &t it 14.00+9.05 10.10+8.37 7.61+7.20
At — -3.76%8.50 —6.34%9.43

P + A

BIVE S BUBE 13 38.3% (149/389 B1) T o 720 & 72 BRI A 1
15.9% (62/389 f5) TdH-720

17.1.7 ERE I 155
[EIBS LM EER GEE kb G- H) 2527 L HARNEE IHHEE © &
BAZHE N L 7z 24 i3 48 M o ENIFEHEIH G HABRIZ BT, 47 v
Y ogE (e 5~20mg % BEIEHHC 1 H 1 LRS- L 72 & % o MADRS
BRHEETERO LB Th o7z, ERELFERRZE T L2 HRANBEEICBT
% MADRS G7lHONR—=2F 4 » (ERLFRGRBR TR 26 0% bm (F
Wl + AR 13, %5 24 BB T-1.056.7 Th o7z, HHBEE TR
MADRS &l sioN—=25 1 > (ENIEEWRER S ABRB G ) frmﬁ*
i (Pl = EAEF2) &, %5 24 8% T-5.2+13.2, %5 48 #tk
T-3.8=7.4 CTHhH-7®, &p, KAAFIZB W UIESFLESRE. T 2HR
OPURHIRSE OB 20T & L CHEMEL 720

#6) EHNIEEHRE% G350 MADRS 450 (FAS. 0C)

N— A7
. 1238 24 38 36 14 48 34
A
BI% 81 73 65
MADRS
;ft%m sy | 86572/ 8.728.116.96.8 —
ST
ZAL —  10.4%6.0|-1.0%6.7
%% 20 14 11 7 6
MADRS
HHLER gy |16:5%9.0/9.948.710.620.6/8.328.1|7.3+9.5
LA —  |6.9+10.8-5.2%13.2|-5.3+8.6|-3.8+7.4
FE il = PR

HIVEF EBIHE 1L 40.6% (41/101 §) T o720 RO L2 EIVER A ERY
Jn17.8% (18/101 ) Td -7z,

18. EIPEEIE
18.1 1EFIHF
T UHENEF L) RV T VR EET A IEERTUE MR T
%o FERRIRIEIEERIC B\ TR RIBUR RS & 135 7 2 S i RS &
MIZENTV D,
+ T VIS EOMBW LRI AR & A L i R RIE O B
HIEIRD A2 63, BEMEREIR, FRMBEE . RHER. 9 DIERSEL ?H“%ub
RERHARIIEIROBE % b 725 L (S IC/EM A multi-acting) . 72, %<
DZERNIK T DAER DA RFBRLANO BRSO 203 (52 a%ﬁ?
{t:receptor-targeting) &£ 2 5N AH92, 5 UL E, F8I v D2 ¥
47 (Dzv D3y Dg). &0 b= 5-HT2az2c. 5-HTe. a1-7 FLF1) ¥ &
e 2% 3 v Hi ZHEAEANIIZE CREFRHH CEWEAE 2 R T45, F283
D14 47 (D1, Ds) 0 b= 5-HTs ZEBNER BT

BT A2 F0 AR ¥ (M, « Ms, v Ms) ZZEAE~NOFRME:
& in vitro &£ W L C in vivo T iﬁ'ﬁum i /"7‘1: iEan s ok
WZnf ISP L LTEI< D), HIoH T v 22 & B KN B RTBERTE T
F/XI 2 &7 VT KLY v ORI 2. 7V 8 3 2 B R O(RER
EOREFEDD G T v FE Ly EEROZHEEOMEER LY Fl&R S
NCTW B EEMED H 520,

18.2 A KRAERERDEYET IV TORIRKER
T WE R, A LT Y= (HEARINEREER ORIE) 2 ERT2H
LD QR HET, SOEEESR (FFEEROIERE) . T LSV AL v
Y a 20 (BEHEIR OGRS D) . FE&A3ERlIE A2 (B PEiER D
8, a v 71) 7 b2930 (EVHEIR K ORNROEIE) & % WIdiEklkik (9
DFERDFFHE) D H & LFETHIEIR OB E 7V 12 B\ CUEEE 2 7R3

18.3 FRAND#R T RO AR B B RIEERTEF N OBIR M
T T Y d, BAEIEE RS MBI RESY 12 BT, RS
REWERNCEI G LT 2 BEMAEAR L0 b PURHIEGIE & B3R % ik
UL S RN A= G IE L RaNRE /N & S N

18.4 A RIAEICBIDH 2R E L HER & ORENEEER
A JRE CTIEARM . E AT AT T K 83 ¥ D1 RO TR 7L 4 2
VAR R DA EMRIFALE N TV DA, T W RN B R SEET
BCRNIVE VT FLF) v Ol NS0, 7V s 3 ViR
DITEREE % M S 52028),

19. BRI CEEY SEBILFEMAER

—HEZHE . 4+ v E > (Olanzapine) (JAN)

1b2%4: : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-thieno[2,3-b]
[1,5]benzodiazepine

773 CirHaoNaS

g 312.43

IR oo RTH L,
I8 7= (99.5) IHEIFIZ KL AF = VITHBS THEITIZL L,
KIZIZE A EET v,

\CHs
Bl %4 195C ()
SPEARE 1.8 (pHB. #BfERR-4 2 ¥ — V%)

20. BIRWV EDEE
W E AT ADTT ) Ay — DT FHRETH I L,

22. @&
(17 1 X§E 2.5mg)
7088 [788 (79U A% —) x10]
3508 (748 (77U A% —) x50]
(47 1 X$E 5mg)
7088 (788 (7V A% —) x10]
3508 (78 (7Y AF—) x50]
(¥4 7 1 Z§& 10mg)
7088 (78 (79U A% —) x10]
3508 (788 (77U A% —) x50]

23. EEXH

1) B EOVENEO @ FAGREE BISIMERE S5k AAHEAN O 4
WA HGE: 4T WYy PUEMEER AL S (0E ) B LR IRCE -
M)
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