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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)

JEL A 57 B8 15 S Fr i Ry R 3 i - R AR R SR 2 PRI i, No. 258(2009)

JE A 5 8y S RIVE BB RIS ~ = 2 7 SR P4 O i A5 B

4) Stone M, et al.: BMJ. 2009; 339: b2880

5) RAMEIEAM: BRAESE 1998; 14(15): 2717-2735

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.
CTD2.7.6.2.1)

9) Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 353-363

10) Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2000; 54(4): 467-478

11) Ishigooka J, et al.: Psychiatry. Clin. Neurosci. 2001; 55(4): 403-414

12) Beasley CM Jr, et al.: Neuropsychopharmacology. 1996; 14(2): 111-123
13) Tran PV, et al.: Br. J. Psychiatry. 1998; 172: 499-505
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Beasley CM, et al.: Br. J. Psychiatry. 1999; 174: 23-30

FEPRER B OTR AT Yy — P2 2 L7220 T RIEE L s
7o VR 0 B8 A P A FE N L 7 Z I MU EGER2010 45 10 H 27 H
KR, CTD2.7.6.3.1)

HEPVER B OB AT Yy — F2 2 L2200 T RIEE L s
7o B 0 B % R G T4 L 7o Rk SR G- ER(2010 4 10 H 27 H
7K. CTD2.7.6.3.2)

FEER: 9Oy — Fe 2 L2000 I BEE S s BE %
G FENE L 7e ZEHEMILEBEERQC012 4 2 22 HAKGE,
CTD2.7.6.2.1)

HNEEL ) OMIE Y — FER LR ] BIEE LB S Ba %
AN L 7o B HkGei G- 5R(2012 4F 2 H 22 HIKFR,
CTD2.7.6.2.2)

Bymaster FP,: J. Clin. Psychiatry. Monograph. 1997; 15(2): 10-12
Bymaster FP fil: ERARGAISERL. 1999; 2(8): 885-911
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Moore NA, et al.: Behav. Pharmacol. 1994; 5(2): 196-202

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

*%24. XEBERERVEOVEDESE
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