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;
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*I YT
MKI1%[DSEP] | 247.8+31.3 [10.5%2.4| 3.9£0.8 |[41.4£7.2
(500mg)
DAZAVE SR i1} A
+ + + +
1%(500mg) 244,9+27.2110.7£2.5/ 4.0£0.8 |43.6%8.1

(mean=SD, n=20)

MEEREEN NICAUC, CmaxZn/ /ST X —713. s
OFIR, MK ORI EEL - BERFEORBREMFIC K> TRR
Bu[REED D B o

16.2 DRIN

16.2.1 BEDEE
T U () 2R G L&, BBICK DN
NDFEBIRDENLED 729,

16.3 9

16.3.1 EZBES
#993% (in vitro. #ENE). FRICT VT I v & a-BElE
BEAYICHEET 510,

16.4

16.4.1 EFRBEY RO EIREE
FI oY ORBICEET HBERIE TNV 0 L BEEE
#TISEVEREE/ AF IS —Y, F a1 —L4P450
(CYP)TH B, 79 oREMI0-N-Z7 L7 u
BAAARO4-N-7 )7 a v Baas, BEEsvryay
Biagshs2, 10-N-7 L7 u v BiaaErmigs ko
RAICBITHZEERBMTH B, 4-N-FF 3 NMERBMD
HRIZTSEVEEE ) AF I F—EPFEELTWVW5,
FERBILREWTH 54 -N-F ARX FILAKIZCYPLIA2Z I
LTERENS, KBV WRBIMTH22-L Faxy
XFARIZCYP2D6 2/ L THERS N B D, 5V HFE
DEMZ TV T TV AKRELLFET LI EFRNI,
in vivoOEIIRERICB W T, 4 -N-T A X FIAKKRO2-&
FOF o X FUEOEREE I 20D, XEA T o FE Y
EHBL Tl TEL . BEEEOREKIIA T TV T
HBEPHERIN TS, EEIREICE T 5 RELE,
10-N-Z )7 a VA& AR K U4 -N-T A X F RO [
BEEHIZ100 : 44 : 31 TH - 7=V, [10. ]

16.5 HEtt

16.5.1 HEHREE N OBt SR
BERACHUCA T U HF U2 RO#85 L%, 21HRM
TEMGHEEDFIS7% R U30% A Z N ZE R KR O#EEH
IRt s N2 (HEAT—%),

16.6 HENEHRZEITDEE

16.6.1 BikpEEEEE
BB THERZ LOBNICH 5 oy h e LB 251
TeEhic ks & BREOEKTIRA T VY oY Rk
WCHEBEBZ > (MEAT—%),

16.6.2 FTikEEEEEE
SRR EIZ A S VP 07 ) 7SV ARBTRESES
EWFREINID, HFREETESEHICE T VUi
(EEHE) L3 AT oy H e 285 L-gEic &
&, FREERTIEAS VP ORI BRBICHERL 5 X
o7 (NEAT—%).

16.6.3 StHE
F 5L H TN OBEERE TIZ65mEL D EBRE
166l DERFEIILIEFERE ICH LS3%ERE L7 (B
# 5205, JEBEE ¢ 34BH) . 14HRBERRS T,
657% DL 0 B 55 84 D 1 R F A 1L SO T b - 7217
FEAT—%).

16.6.4 £RI - L&
I35 U U EE(HHEE) XIA T T AT R
BLlmEtcks e, BEICBIA24E 5V FE D27 Y7
FUARBHLYLEL, TLBREZICBTSALT T T
YOI IT I UAREREZELDOE PN, ThH6D
ZROENDP O EOHPHFHET ST LI —RIcHREE
ST HBEIE RV, Wl EBEERHASDELGAD
I UT S AEEBEREE TROEL . RWTRHE
BUEE . BHIEBUEEOIET. REIEREE SR LK -
721820 (SR AT —4 )0

16.7 EYHEE1ER

16.7.1 ILiRFH=Y
F 5 U U (EENE) E T LARFH I EDOMAICKD,
F 5oy OMmEFEEXEEZR Lz, HEERIZS
P (TRTIEEE) TRE L. CmaxD AL E M (BLE)
T75%. (T RNTIEBIEE) T52%TH > 720 AUCo-24
ORI B (BE) T108%. Zotk (GEBUE) T52% T
Hotze 2w 77T ¥ A(CLp/F) Bt (BUE) T52%-.
M (GERRME) T37T%E TR Lz CHRIETLARFHIUHN
CYPIA2OMEEEHZ2ET 5720 LHEES 72D (ALEA
F—%), [10.2 BI#]

16.7.2 HILINTEEY
FI U R TENB E RN EOMHICKD.
FI U OMBEREEIREEZR L. PFRHICED
Cmaxi¥24%. AUCo.=lZ34% KT L7ze THIEH LN
YEUHNCYPIA2OFBEEHE2BET 570 LHfEE S N iz2)
(NEAT—%). [10.2 1]

16.7.3 TILAFEF
F I UV EE(EEEE) E T VA F T v (BIRRERR) &
DOHFRICE D, T OIEEREE T DS A IHEM
L7zo PFRIC & U Cmaxid16%Ehm. 7V 7 F > A (CLp/
F)IZ16%E R L7ze CHIET7 LA FEF > ACYP2D6DHE
EEHZET DD EHEEINI2D (HEAT—%),



16.7.4 ZDith

(1) BIEZICB I AFT DI T T2 AMEIFIEREE
L VKB5%ED 5770 THIFEENSCYPIA2D FHENER %2
B0 LHESNL2,

2 #ofti, £ IFF53IV, TLTrU Y, YRAFIY, i
R 7NaA—=NIZE BT T OEYEFHEITHT 5
HoEDPLRHEBIROONEDP 5T /2. TTUHFE I
KBVFIL, NLTOBE, A I TSIV TLT 7Y,
DFTENL, ERYFY, FFT4UYRETILI—LD
BRI T 2HS P LEHEIRDONE D -
72205 23 2 (E AT — % ) 6

W) AT VYL A TSGR RRICHW]AIT, 5P T ASmgE S T

UG (HEEE) SmglEAEMENICFETH 5 Z ENERSN TV D,

17. BRPRARHE
17.1 BHUERURLMEICET 2558
(RERFIE)
17.1.1 EA%E D855

(1) #DHAZE I AE5(BR
BOICEBSIN-EBBESRBE T I VP Tt
JVED] ~12.5mgA#E Sh, MAKRRAEERE8LHICE
FAHEENED EOWERIZ59.3% (48/8161) TH > 7z,
F2BERIEARGE) 17.3% (14/8141) X U'ER%16.0%
(13/8141) Td > 7229 20),

(2) #&HA%E I 4EEBR
Fl&HE & £ S N -SEBRGHME TIE2.5~ 15mghi 5
Sh, MARFAERES6HICB T 2HEEREN Lo
ERIX58.3%(91/15661) TH > 7z
FE 2 BIER AR (E) 19.9% (31/156%1) . HRX13.5%
(21/15681) . EHRZE11.3% (LD H6/5341). B2 (&%)
10.9%(17/156%1) . #E¥10.9% (17/156%]) KO
10.9%(17/156f) T - 7227 28),

17.1.2 BN MAEEHER
SHEMO_EEMLBABE T T ¥ 58 (LEEE) 5~
I5SmghEEIN, A7 T UEERHD44.4%(40/90
B AR EEWED LE2R L. 45 0Py ORERFEIC
X9 HHEREPRD SN,
FHEWERRIBRUER). 7HI V7. B, BHE. ALK
ORER (GE) 2 11.1% (10/901) T - 7229)- 30,

17.1.3 S E%E MBS

M A5 H T LEVOEEHEHE (EHE 5+
2.5mg/H. #HE :10+£2.5mg/H. mHE : 15%
2.5mg/H)&EF T RRENTRY R—=)L(15%£5mg/
H)®2) % g U 7-6; B 0 —EEMHEEFRBRICB VLT, 47
VYO - ERERIE T IR E B LB - Bk
ERZECHBMEREBRICEREZEELZRL,. SHAEFIX
NnaNRY F—LEG5as L, BEEREAERICHEL
Too HEAHNVEERER (EPS) IE T RTOF T U H U RERHT
WBWEER LA NaRY F— UG TIIELL L,
N=F VAL, THYIT7DOFERARIITRTOL TV
PG THERIEP 723D, 32,

(2) BlEFmEEmSNLA T U FLEIXENERY R=LDH)
R GRICEEZ R LIZBEICBI 2 KB ZEEM T
TOEMOEHBHERBICBVWT, 5V FEV IR
e LIRS 2 BIFICHERE L. A RIEOBERY
IEICKDENTH 57233, Z—HEM N TORAMGER S+
D, FTUVHFEVICKDBREY AF AV T7 ORHARIL,
NaXRY R LESHOI0FDIRHETHD ZOEIER
TH-o7239,

ED ATV FE YN TSRO ZMAIT, 45T N TR ASmge 4

T YV HE (EESE) Smg i EMFEICRETH S 2 EHHER STV,

E2)NTARY R =)L (ROH]) OEPRZ R GEFR) E1H3~6mg TH 5.

GUBMHEREEC ST DIREIRDE)

17.1.4 EA%E MBS
ERIEY — FBARI Y — F22 U0 1 Bk
EREEZNRICER LU 7T LRI EE R ERERIC
BLT, 7 P (EESE)S5~20mg% 1 H 1[E3ERH
BELEE, BKFHEEICE 5V > 7R R E
(Young-Mania Rating Scale. YMRS) &&tmidORN—25
AU bOE{bE (P E EEERZE) T U
-12.6+10.0. Tt RE-6.8£14.0T., BHEELZOD
O5%(EHHX I 1E-5.8[-9.1,-2.4] TH V. MM L ARZE
ARD 5N (p<0.001. tEFE).

RBEIBRICB T DYMRSEFHRON—ZT A H5OE(LE
KU Z OREEZE (FAS. LOCF)

YMRS&ETH R
BEE | BI| X—R | BAEEE |[R—2F1 V| [95%(E5H | pfE*?
42| ik [ po0ZkE  XH]

27.7 | 15.1 -12.6

17/9EB104) Yoo | +104| +£100 | -58

269 | 201 | 68 |1-0.,-24) <000

TTERB| 9T | Yoo | £150| +14.0

3 thiE mean+SD

6 OFHMAR Ic B 12 ELBIERIE. HR23.8%
(25/10561) O 15.2%(16/10541) T - 7235,

17.1.5 EA%E MEER
ZEEMRRERICREE U T EM L 72 1 8B O IEE R EIA kS
BEHRBICBWT, ZEEMRBREZT T LHERE I3
U OREIRGE, RAT 2 EHICCEEHER
Bzl U7 i34 o v VAl E RO R EH]
A& DU B G E1T > 7230 37,

(1) #5HEVBEITOR%S

F I U E(EMEE)5~20mg%x 1 HIFEO#KE L7k
L EDYMRSEFTHDONR—=ZAF A VU 5DOELE (FHafE £
EHERZ) X, %568%T-3.3£5.3. 18E%T-4.2£5.3
Th-o71,

F2)YMRSEFHHONR—ZAS5A VP 5DOELB (X5 VT BEA|
B, FAS. OC)

oA E | 28 | 48 | 6 | 10 | 14 | 188
4 v

B 100 [ 100 | 96 | 91 | 81 | 76 | 65 | 61

YMRS | 5.7 | 49 | 40 | 3.0 | 2.1 | 26 | 1.9 | 1.6
Hatel | £6.4 | £6.0| £5.8| +4.3|+3.4| +5.8| £33 | *2.9

(e _ -0.8 | -1.5|-24 | -33|-28|-3.7 | -42
IR +3.6|£5.3|*4.9| £53|£5.7| £5.7| £5.3

mean=+SD

BIEFAFERSEE 1341.0% (41/10061) Td > 7o E2EIE
A&, f8AR13.0% (13/1004) T - 7230 37,
(2) #5 VP EV+IDTEETDRE

* T U (FEHE)5~20mgx 1 HIEREOKRS., &
DNERELE UTRE) F 7L, NUVTUBEFN)TL A
INTEE YOV Al Z2&ZRERCHARTHAR
B L7 L EDYMRSEFHEDONR—Z T A ¥ H 5 DELE (F
BE+FERE) 13, 56K T-25.9+£9.3, 518k
T-29.6£5.7CTH -7z

F3)YMRSEFHDON—=Z T A v ip b DELR (RO REEHEE.
FAS., OC)

N—2A

_ .| 1A | 28 | 48 | 658 | 10i8 | 148 | 188
74

e 39 39 | 34 | 31 | 22 | 18 | 14 | 12

YMRS | 33.2 |25.1 | 179 | 125 | 7.1 | 29 | 3.1 | 1.7
AEtE | £6.6 | £9.6+10.3|£12.8/ +8.7| £4.4| £4.1| +3.2

B _ -8.1 | -15.4|-21.0 |-25.9|-30.3]-30.0 |-29.6
= +8.6|x11.1/+12.6| £9.3| £8.7| £9.4| £5.7

mean=+SD

Bl /E AR BUARE 1359.0% (23/3961) TdH > 7z E 2 EIEA
&, MHbY 7Y R REN15.4%(6/3961) . 16R12.8%
(5/3961) T OMAEIENN10.3% (4/394]) T dp - 7230) 37,
CUBHEZ (C BT B S DIERDILE)
17.1.6 EFFHESE MBS
(1) —E=51%H

IOMIEY — F2E U7XUE | BEEEE (5146]. BA
ANBEL1S6f2E&T) 2 RICE LTI R RAB_EE
BHEGRBIC B WT, 45 VY V8 (FESE) 5~ 20mg %
MERICIHIEGERKRES Lz & &, REEHERICHEIT S
Montgomery-Asberg Depression Rating Scale
(MADRS) BEHEHOR—=2F 1 > 5 OE(LE (FfE + 12
WRE)EAT VP UEH-14.26£9.73, T KRE
-11.71+£11.09C, Bz EZDISKEMXMIZ-2.15
[-3.93, -0.36] TH V. MFANLEREZPRO 5N
(p=0.018. H53EIHT) o



F4)EE56ZICB T AMADRSEEHEHOR—25 1 V5 DE(L
BROZ DR (FAS, LOCF)

MADRS& &t PR
BB | N—R [R5 T | [95%(EH| plEt
A4y | hoOELE | XE]EY
roveve|339| 2930 -14.26 s
+571 +9.73
3599 T [-3.93, | 0018
TTEAB|169] L33 | 41109 | 0361
) 3 E T mean=+SD

BIEFRIRSEE XA T > FE U BET55.7%(191/34341)
75 RBET36.8%(63/171H) THo7ze T HFEY
HOELEIERIZ. AEHEMNL5.7%(54/3436]) . EER
15.2%(52/343f) e OB 8k TT# 12.0% (41/34361) TH -
7‘-:20)\ 38)o

FEERMEIE S

E B AL FIER B (ZEE M) 1Rk LM L 72 18 o Ik
ERMFERSHICBWT, 75 P8 (EEiE) 5~
20mgxBERIC L H 1 BERO#S L7z & £ ODMADRSAE!
HIFTRDOEBD TH o720 MADRSEFHRHON—2 51
V(ZEHEBHIR TR 2 5 OZ(LR (FHE R EHERZE) 3.
#5.6A%T-3.76 £8.50. #518#%T-6.34+£9.43T
Holze BB, FREBRICBLTREOLERE. Hi>OER
UHREHREOH 2RI & L TER L 72,

5) EERMGIR S OMADRS A& RO (FAS. OC)

(2

~

N—AFA 638 1838
Bi%a 385 349 295
MADRS#&&Fs | 14.00£9.05 | 10.10+8.37 7.61x7.20
ZtE - -3.76 £8.50 -6.34+£9.43
mean+SD

EIVE R FEAEE1338.3% (149/3896) TH - 7= EREIE
FRAERENN15.9% (62/38961) TdH - 7239 39,
17.1.7 BN M85
EPE S E R GEE MR 5H) 258 T LI HARABEX
ZHTHREE 2 N RICEM L 7224 LZ4SSER O ENFEEHRE
HBESRBICB VT, 45 U8 (%EEE)5~20mg%
MERICIHIEROKS L & EOMADRSAERTHII IR
DEBOTHo 7z, HiBEEZTIE. MADRSEFIEHONR—
274 v (ENIEERRE SRR 2 6 0Z (L& (F
Pl R E) 12, B 5248% T-5.2113.2, #5483
%T-3.8174TH -7z, BB, ARBICBLTIRREDELE
. PO OB OTURBMREOMHZ T & UTEML 72,
%6) ERIEE RENR 5B OMADRS &3 H OH## (FAS, OC)
N—2 - \ \ -
s 12:8 | 2438 | 3638 | 4838
Bk 81 73 65

5‘@;%@%5& MADRS 8.6 8.7 6.9 —
GEtE | +72 | £8.1 | +6.8
ik 20 14 11 7 6
MADRS | 16.5 9.9 10.6 | 8.3 7.3
FiHRES GEtE | £9.0 | £87 | £9.6 | £8.1 | £95

-69 | -52 | -53 | -3.8
+10.8|+13.2) £8.6 | £7.4

mean+SD

HITEF RIS 1340.6% (41/10141) TH > 7z RIEDFE
S RIVERNAEIEMN17.8% (18/10161) Tdp - 7240 41,

18. EMEIE
18.1 {EFR

FIUHFELRF TRV VT EIKEET HIEER
PUEHIRIETH 5. FEREREIFER B W TERIPUR MR
CIXE L ZEHZREAHL AICS N TV S,

T T VI EROMENEZ BRI T 2ERENT LT
RAKAEOBEERDO A% 5, BEER, RAEE, R
ZRER, D DEERF I 3R L HAENBEROBRE B
7256 U (Z7e/EHE - multi-acting). 72, £ OZEMKIC
K92 VEF DI PTE R ERALAN DRBIRME IS D 72 255 (Z BFER
{t : receptor-targeting) £ &2 65N 5494, FF L
3. R8I UD2% A4 7 (D2 D3, Da), £ b=V
5-HT2a282cv 5-HTsv a1-7 RLF Y VR RAY I VHIR
BAENIZIEE CBEHBE THEVWENEZ RIS, K83 Dy

Z{t& -

%4 7 (Div Ds)®tu b= U 5-HT3ZBAEANZR KW HA
HTHET 5494, £/, AZAHY >V (Miy Ma. Ms. Ma,
Ms) ZEAANOFHMME Zin vitro& B L Tin vivoTIZ5H
W), FSUFE I TN ORBEMRICH LiEHiEE LT
{49, BEIZA S P& B RMEERER BT TO RS 3
YEJ VT RUFY OBEEEEMSO R, JIVy I VMR
DIEEBEQEES) 28, 50T EEBOZEMAKE
OHEFHALDFIZFRISNTWSATEESH 59,

18.2 HiBRAEZER O E TV TDERIIER
FIUHFEUIE. HY LT =5 (RIS REIER 0 F51E)
AELTLIARLDBMBEVHET. FMEELEMIES (BFHE
ROEIE), LISV AAL e E Y 3 250 (MR R OERH
EOIEE) . HANEMEAD? (BEEROEZE) . 3> 7
U 7 £330 59 (BRI R ORZ D FEIE) & 5 W ILFEHIKR (S
DEEROIBIE) F O A RFAESEROBYE T ILICB LT
#EHZRTH,

18.3 iR U Al R B RIEERTEF N &R
7 IR, BRAEBZAEERS LSRR ICB
WT, HANBREIERICES L TWwA BEREFERELD .
PUREMIRTETE & BIfR 9 2 G 5 A OV K I B B R S AT~
DOBEREZRT,

18.4 RERIFEICED BT E IR E DIFEWEEER
A RTE TIEARMEERITERTE T RS2 YDk OREEK
TRV IV HRBERDEERESRITE SN T VD,
F I U UII AR ERIERIF T RSIVE LT RLF
UV OBEEERBEIMES B0, S I VBERRDIGEREE R
E@éﬁ-ésﬂ\ 52)O

19. B3RS ICE T SIBEZHFR
—f&& : 5 ¥ (Olanzapine)
{E24 : 2-Methyl-4-(4-methylpiperazin-1-yl)-10H-
thieno[2,3-b][1,5]benzodiazepine

PFR : Ci7H20N4S

DFE 31243

% R BEOBENEIEREOHRTH L. YAFILAILE
FYRIBIRTL, TEFZPIALRIEBEZY ) =L
(995 ITHEIFICK KV A F ) — B THEIFIZL L,
KITIFEAEBT 20,

Y

N
\CH;

A = R195C ()

22. G
(F5AF v 7 P2 RAIAD) 100g

23. FE

B EOREMEORNRARE - FIEINERERR SRR

NOFEEIHLIMES AT Py FUEEEEAREIC

S T LEHER (BD - EMH)

2) BAEGBHEERRSE | B - ERESREL2MEER,
No0.258(2009)

3) BAEFHE  EREERREINIGY = 2 7V SEHI R BUERE
I3

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

5) FEYRBEIIB 2EMHEO AR (P T L FVEE
2000%F12H22HA&GE. HEEERMIEAN.3.3.3)

6) EMERET — ¥ R— 2 EHV 7@ ANBAERSRBE LD (DS
L3¢ 1 20004F12H22 HARE. HEEERMTEEN.3.2.5)

7) SHE AT BT B 5B (D7 L+ Y 8E 1 20006E12H22H
KB HEEERMEEAN.3.2.7)

8) HNEH} : EMFERREIEICE T 2 Bk

9) RAMIBIZA @ BRIKEESE 1998 5 14(15) : 2717-2735

10) # V8758 (DU ERHEE : 2000FE12H22H &R, HEER
WEA3.5.1)

11) R#(P 7L F Y82 1 20004E12H22HAKZE, HEERSEE
~N.3.6)

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

—_
~



13) 7 Yy ORBWR I EEY Oin vivoiEtE (Y7L F 4
#E : 20004E12H22H AR, HIFEERMIER.2.2)
14) MC_# 7 v ¥ r 2 WPt OME (7 L F 9§ © 20004
12}5122El7¥<uh HHEE MBI EEA.3.7.3)
15) BHRE RS 205 & U EmEheetEs (O 7 L 3 98¢
2000@12}5]2257%5?& HFEE R EEA.3.8.1)
16) FFREREIE THBRE 2 R & L7 BB ReaER (2 L V8¢ :
20004F12H22H%&RE. HFEERMTZEN.3.8.2)
17) Gl E B S B0 - HiERGE (Y7 L 58 © 2000412
H22HAGR. HEERMIEAN.3.8.3. ~.3.8.4)
18) & MIBI HHEFRAE (27 L ¥ V8¢ 1 2000512 H22 HA&ZR.
FHEEERMBLZE A 346 4E)
19) HAEABFICB I 25 (P 7L 358 : 20006E12H22 HA&.
HEE RN 3.3.2)
20) CallaghanJ T, et al. : Clin Pharmacokinet. 1999 ; 37(3) :
177-193
21) FYEEAER (V7L 98¢ : 2000E12A22HAR. HEER
EEA3.9)
22) SmgdEz BER S Lz OENERE (D 7L F 98¢ 1 2000412
H22H%AGE. HFEEREA3.2.1)
23) Callaghan JT, et al. : Clin Pharmacokinet. 1999 ; 37(3) :
177-193
24) i 1 BmESRARAHBERERE zRE LA T 0
Er ENLTUBEOFYHEEERRE (Y 7L F 98 1 20104
10H27H#%®. CTD2.7.6.2.1.1)
25) Ishigooka J, et al. : Psychiatry Clin Neurosci. 2001 ; 55
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26) BUWEA (Y7L F 8¢ : 20004£12A22H&RR. HiEERHEE
.2.5.3.4)
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28) BUWEA (Y7L ®48E : 200041222 HA&RR. HEEERHEE
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30) BERRGE (P 7L 58 2000 12H22HA&GE. HFERMIE
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31) Beasley CM Jr, et al. : Neuropsychopharmacology. 1996 ;
14(2) : 111-123
32) WANCB BT TR E IR & U7z BGEABRAUE (P 7 L o
$E 1 20004E12H22H&GR. HFHERIE +.4.2.2.1.5.2)
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39) ENRIIHBGHE (P 7L F 98 : 201282H22H BEHRES)
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