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VAWK ELLEY L LR\, in vivo DEIIERERIZ B VT, 4-N-7 2
AF VR 2-& Fa %y X FIUEOSEIEEIX 22w, Xid4 5 9
LI L TR TR S IR OREKIZF 7 v FE U Th D 2 LR S
T2, ERIREIZBIT 5 REE, 10-N-7)V 7 1y EFa a6 K O 4-N-
T AR F AR MR T 10044:31 TH - 720 [10. B

16.5 Hittt

16.5.1 HEH#ZER R OBt 3=
FERENICHUC 4 5 VY U A FOHES Lz L &, 21 B CElgHEEOK
57% I O° 30%75 E NE IR P R OFEM R IcHEE S e BHEAT—% ).

16.6 HENEE4H T 285

16.6.1 BipEEERE
B TR 10 BICF T VY oA TV 5 L REic L 5 &,
BHREDOKTIEA T v v OSBRI 52 otz GHEAT—
%)

16.6.2 FHREREEEE
R EREIF T v FE D7 )7 IV ARKT &L EnTFHEINL
A NFHERRIR FRE S B A T Y vt (g Wid+ T v EC AT

60 72 84 96

(B 1)

LV R LRENC L B & FFRRER T34 T Y v 03 BRI
Br G2 hirotz BHEANT—%),
16.6.3 S

T WY U H TRV OB T 65 B UL E O RERE 16 6103 g8
WHIFEm T I L B3%ER L7e (Wl 52 M, FEmln 34 Ref) o 14
H B 5-Cld, 65 bl L o#ER#E 8 Flo i I milid 59 e <& - 72
FHEANT— %),
16.6.4 TR - B2E

T T Y UEE () XiEA T oW E L H TR RIS L EC &
e, KW BTEFFVHFE D7 )T 5 AEHMEL Y L # 30%E< .
FLBEEICBTALT T O D2 ) 7Ty AFIERES X ) L5 40%
Eolz, INSOERD ENDOEODPHFET ST LI L) — ik
G A RET A NEE R e L BYE A A G bR e s ) T T
VA BB S T b L R TS . B IR S o T
VIR 5 b KA o 72 JHEAT— %),
16.7 EWIEEER
16.7.1 ZIEFXH I

5 U (FEkE) ETVERFH IV EDBHICLY, AT UFE Y
DO MBI IEME AR L, MEMEMEHEE (FXTrEsE) TREL,
Crmax OEINZITHYE (W) T 75%. W (F_XCIEBZEE) CT52%TdH >
720 AUCo-2 OANFITTH M (B2H) T 108%. M (JEEUE) T 52%Tdh -
72 TP 27U T T A (CLp/F) 91 (B2#) T 52%. ik (JEEE)
T3T%IET L7ze SHIETVKRFS I UHCYPIA2 OMEFERZH T 572
wEHEEINT WEAT—%), [10.2 ]
16.7.2 AL EE >

FI U H TRV E U XL EDOBHICE Y, AT UFE D
MR RE IIERAE % /R U720 BEATIC LY Crax 13 24%. AUCo-01d 34%IE T L
T2 NI H NN EY V8 CYPIA2 OFEERZ AT 5720 LHEE S
7= WEATF—%), [10.2 B3]
16.7.3 ZWAXEF >

F T UHY UEE (HEsE) L VX (FENRKR) LofHIcky .,
T YWY L OMBEPIEEED TN L 720 PFAIZE Y Crax 13 16%3
. 2075 A (CLp/F) F16%IETF L7ze SHIETNF X LT ¢
CYP2D6 OHEEM 2 A 5720 LiEE SN WHEAT—%),
16.7.4 ZOft

(1) BEZIBTL24T FE 02 )7 Ty AMEIFIEREH X1 35%E
Motze TIUTBYEDS CYPLAZ2 OFFEEH AT 5720 L S/,

2 oMb, 137530, INVT )y, YAFY ., HIEFIUET VT —
WIZEBH T VY OFEWBIREICK 326228 IR N>
oo Floo AT UHFE LB ) F A, NVTOME, A3 TF53I0, TN
TN s ITENRL, EXY Ty TF T4 2 AE TV a— )V O E)
BRI B S D BIEERO SN o 72708 (MEIANT— %),
E) I Y T RVIEREERICHVWZEBEAT, A5 Y TR

Vbmg &4 T WY g (FlsE) Smg IXEWEMICHETHL L
DHER STV 5,

17. BRPREXIE
17.1 e RVOREMICET 2558

(& R ERE)
17.1.1 EXE || 188

(1) #NEASE 1| FEEABR

TN FERE S 7z S G T T VY TV ED]~12 5mg A
BhEN, MALMESER 81 BlIC BT A hE it Lot Rk
59.3% (48/81 ) TdH-729,

FREIVERIEARIE () 17.3% (14/81 %) J OHRS16.0% (13/81 1) T
S72,

(2) EA%s 1 AR

Bl &0 X EHE S N7 8 A5 3ER Tl 2.5~ 15mg A5 X, BA L
HBEEF 156 B112 51 2 h SR E DL o gE A3 58.3% (91/156 1) Th
57210,

FERBEWEHIEAIR GE) 19.9% (317156 fl) . M4 13.5% (21/156 1), &)
#E11.3% (THEDMH6/53 1), e (&) 10.9% (17/156 #1). &k 10.9%
(17/156 B1) K O°117810.9% (17/156 B1) T > 7=.
17.1.2 EAS 11l #85:5%

QMO —EEMILEHA T T VY Vi (Fe) 5~15mg 25455 S,
F T W PEGRED 44.4% (40790 ) HSPEEUGELL EAR L. T v
Y Y OIA RIEE 0T A AR 5z,

EREWEFHEBE (B, 7H Y7, IRR. BB, RERORIR GE) %
11.1% (10/90 ) T&H - 720



17.1.3 SHESE NI #8535
(1) 7 s 7LV EVoEERRgEHE (KHRES£2.5mg/H. HH

#:10+2.5mg/H. @WMHE:15+2.5mg/H) & 77 REI TR F—)

(15+=5mg/H) %2 % [tig L7z 6 @AM O ZEE MR BT, + 7 2

Yoo - BHAEE T T 2R & g L Chtt - BBYEEIR % & R ek 4

BICHERZEEY R L, SRR TR F— U 58 i L, BEkE

REFEICYEE L7z, SHRIMEIEIR (EPS) X9 XCo4 T VWY W #55

TREFTEER LD, NBERY) R VG TIIEL L7z, S—F v =X

DT HY T OHEBRITRTOLF T U v HGHTHEI KD 7212,

() FlEfEEmESNIA T L g Na R F— )L OWRT G g

ERLIZEEICB 2 KB ZEERT T 1 EMo Rk RERICB W

Ty T U ISR IRSE & T LI BOR & B ISHERE L. #6 R AE D

FEBIEC L D AR TH - 729, ZEERT CoOEMMKGRSho. 47

FE NI L BEEMED AF A D7 OFHFIE TR F— V5D 10 45

D1IRBGTH Y ZOEIIHEETH - 7210,

ELD AT TEVIEREEPICAWEET, F7 Y h T
)V 5mg &4 T WY U (EalE) Smg ldAEWFICFESETH L 2
EPHERR I N TV 5,

H2) ~uR) F—b (BOF) oENARHR (M) £ 1H 3~6mg
Thb

(BHEEIC BT ZBRERDOSE)
17.1.4 ERSE Il HHEER

BRI Yy — FXIRAMTZE Y — F2 2 L2 AU T BIE SRS 2 W 515

fi L7277 R EERILERRIC BV, 4T Y e (i)

5~20mg & 1 H 1[0 3 MG L7z & & R#EFHliFIC BT 5 > 7B aE

fli LB (Young-Mania Rating Scale. YMRS) GEIHON—=AT 1 060

ks Pl BElFEE) &+ 9 v Y #-12.6210.0. 77 &R

-6.8+14.0 T, #EMHEL Z D B5WEHXMIZ-5.8 [-9.1-2.4] TH Y., #&

FEEM R EENEO SN (p <0.001. tHE) 19,

72 1) #%5 3 HEIZBIT D YMRS AEEEON—=AF A 296 OZALm L ZE D
Mz (FAS. LOCF)
YMRS £t

Nz | BRI
BB | B | ez | RS | A vh |[95%EHE | p Y
FAY | fwE | Ho% | XM

[lars
ER N
. 104 27.7+5.9]15.1£10.4]-12.610.0
SV -5 -5.8
< 0.001
77K [-9.1-2.4]
- 97 26.9+5.6(20.1£15.0/-6.8£14.0

S il + A e
1 3) tHE
6 B OFHMENZ 31 2 LB, #EIR 23.8% (25/105 #1) K OLIE
15.2% (16/105 ) TdH -7z,

17.1.5 ERXEE NI #H5E&
CEEMEERICHRSE L CEM L7 18 A oI BERENM S HERIC B V»
T ZEHEWREBZ ST LWERE IIEE T v 0BHIFRS %, SRR
For A BRI R ERREEE Ik L2 ERE 213 T WY VBRI R
ESE 1 H & OB G5- %17 - 7219,

(1) #F5>H¥E>BEETOKRE
* I WY i (ElEE) 5~20mg % 1 H 1 [EEOH#%S L7z & &0 YMRS
BRIEONR=ZAF 4 b 0% bR CEFYME+ EREE) X, %5 6 8%
T-3.3%5.3, 183l T-4.2+5.3 ThH 70

#2) YMRS G5l BON—=2 5 A 96 DZEALRE (5 ¥ v HARE, FAS,

Q) #7oHEC+RPREETORE
T W Ui (FmEE) 5~20mg & 1 H 1S, foeEss LT
PR F AL NV TaEEF YA, HUNTEE Y OWTRA 1 HE K
BRERCHE THRAES Lz EO YMRS At HONR—25 14 U 50
Ak (P £ MR %) &, %5 6 8% T-25.9+9.3, %5 18 Hf
T-29.6+5.7 Tdh o7

7 3) YMRS &t EON—2 5 1 ¥ b 02 bR (A% E R FAS.OC)

N— A
. 14 238 438 6 3 108 | 148 | 1838
74

Bi% 39 39 34 31 22 18 14 12

YMRS

aRtA

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

24kt | —  |-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

0C)

N—= 2

. 18 28 498 634 108 | 148 | 188

T4
i 100 100 96 91 81 76 65 61
YMRS
P 5.7+6.4|4.9%6.0(4.0+5.8(3.04.3]2.1+3.4]2.6%5.8/1.9%3.3|1.6%2.9
ZAbE | —  |-0.8%3.6|-1.5%5.3|-2.44.9|-3.3%5.3|-2.8%5.7|-3.75.7|4.2%5.3

A1+ B

BRI SBUBUEE 41.0% (417100 B1) TH > 720 E2EIEMIE. HHR 13.0%
(13/100 B1) TdH -7z,

I = AR

BRI ZE BB 1$ 59.0% (23/39 ) Td o720 FARBMEMIE. M~y &7
1)) REEN15.4% (6/39 B1) . @R 12.8% (5/39 Bl) Jz OMEEIEHN 10.3%
(4/39#) TH o7z,

(BHEEICH T 5 D DERDHE)

17.1.6 EEERES I HERER

(1) —E5%H
ORI E Y — Fa B2 LA I BEERE (514 6. HARNERE 156 6%
HY) EMRICERL 72T T RN RO EERILEERBRICBWT, 47 0
Y odE (mEE) 5~20mg Z bR 1 H 1A 6 BES L- b &, Ri&GT
{12 1) A Montgomery-Asberg Depression Rating Scale (MADRS) &
FTEONR=ZF 4 v oZm CPYHEEERFRZE) 347 v FEy
M-14.26+£9.73, 77t REE-11.71£11.09 T, HERHAE & 2D 95%EHEIX
13-2.15 [-3.93,-0.36] TH Y. Mt n A EE RO bz (p=0.018.
a7,

R4) $5 6 WHIZHT S MADRS GEFADN—=2F 1 ¥ 75 OB{LE R UZ

OEMZ (FAS. LOCF)

MADRS & &
| mmE
P i e “‘274 [95%f=H8 | pfAiEs
o .
= 2~ X Ry
7 o

F I Y
o 339 |29.36%5.71|-14.26£9.73|  _9 15
~H 0.018

. [-3.93-0.36]
77 LR 169 28.69*6.33|-11.71=11.09
Frfi + Bt 2=

W 4) ST
BIVE S E A+ 5 v Y VBT 55.7% (191/343 61) . 75 & R#ET
36.8% (63/171 ) THh o720 5 FYE U HOFHEIMER I, KEBN
15.7% (54/343 B) . @R 15.2% (52/343 ) Je OVEEERTHE 12.0% (41/343
Bl) THotz,

(2) FEERMRFIEH
BRILE B (ZEEMW) 1Sk L 920 L 72 18 M o JEE Mk 54
IZBWT, 47 v Y Vg (FeE) 5~20mg & hEREC 1 B 1 mIEEO%
L72& %0 MADRS &RIHIETEDEBY TH o7 MADRS At DX
— A5 4 v (ZEEWITE) 20 02 b (CFIgE + i) (&, %
5.6 % T-3.76+8.50, %5 18 % T-6.34+9.43 TH -7, KB, K
AR BV CERG LIRS, YU DR OBRmSE OG- 27 & L CFEi
L7z

#:5) EMMGH S5O MADRS G5t HofER (FAS, 0C)

N—=AF4 > 634 18 3

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 + BRdE R 2=

RIVE I SEBUBIEE 13 38.3% (149/389 B) T o7z LARINEAITAELE N
15.9% (62/339 ) Tdh -7z,

17.1.7 EIRE Il 485ER
FEp b ERER GEE ks G- 0) 2567 Lz HARANEH UIHHER 2 0
FUZEEN L 72 24 U3 48 BH O ENIEEREFG AR BT 47 2
Yorge (EgE) 5~20mg A BIEREC 1 H 1 MR35 L 72 & & MADRS
BRHETRO LB Tho 7z, EBRLFAAREET LZHANERIZB)



% MADRS AatION—AF 1 » (ERLFEREE TH) 20 0% bE (F
WMl £ R E %5 24 HBT-1.026.7 TH o 72, FHBEHETIE,
MADRS &t HEON—=2F 4 » (ENIEFEMRENE S-SR GREE) 206 0%
b Pl £ EEm2E) (X, %5 24 8% T-5.2+13.2, %5 48 A%
T-3.8£7.4 THo7¥, Kb, KRABRIIB W CIRTRERE, #i) 2R
O PSR OBEH 20T & LT L 720

#6) ENIEEMETRS 3880 MADRS 4&fHioif (FAS. 0C)

N—RA7F . . . .
A 1238 24 58 36 58 48 3
A
B 81 73 65
P A [
WT M MADRS
R P 8.6+7.2(8.7+8.1|6.9%6.8 —
ETE
s — 0.4%6.0 |-1.0=6.7
1% 20 14 11 7 6
MADRS
HrHLAE B st 16.5+9.0/9.9+8.7 |10.6+9.6| 8.3+8.1 | 7.3£9.5
(=1 PN
s —  |-6.9%10.8/-5.2+13.2|-5.3+8.6|-3.8%7.4
S i = R

HIVE I E B 1L 40.6% (41/101 ) T o720 RO L2 EIVERIL A E LY
Jn17.8% (18/101 ) Td -7z,

18. FERhIEIE

18.1 1EFIF
FIUVFEFTF TRV TR v EREG T D IFEIPUBMRECH
b0 ERRIREEFIERER I I3\ CE R AIIRSE & 13587 2 SRR RE S ©
MIZENTVD,
T WY LIS O Z BRI T A EH & A L CRA RTE O by
PEREAR D A2 37, BEVEIEIR, RAIEE, ALk, ) DIEREICN 3 2 %)
FRHEARINIER OB A & 725 L (ZIefEA M imulti-acting) . 72, %<
DN T 2 A AP E AL A D BRSO e h3 % (RN
{tireceptor-targeting) &£ 2 H5NAH92, 5 U HFE L E, K83 v Do ¥
47 (Dz. D3. Dg). 0 b= 5-HTzaz2c. 5-HTe. a1-7 FLF1) ¥ &
e 2% 3 v Hi ZHENIIZE CIREFH TR WBAEZ R T4%, F/283
Y Di1%# 47 (D1, Ds) -+t b= 5-HT3 AT R RO HRYE T
ETHRB), Fi0 AZAHY Y (M Mz. Mz, Maw Ms) ZBAE~OFRIM
13 in vitro E W LT in vivo TIREFVH, + 5 U HFE L IZ NS DZEMAE
1 LIPS E LTI D), HIoH T v WY V2 X B Ki B RTEETE T
/X3 &7 VT FLF) » QBRI 2, 7V 3 ¥ ERARR O (xR
EORBEND G+ T Y Y LEBOZHREOMEMER LG EkR S
NCTVBWEEMED S 220,

18.2 IRAKIEFEROE Y E T IV TORIRIER
I YHFEL I, AL TY =0 (HEAEEREER ORIE) 2 EET2H
L) VAR T, SRR (BEEROFERE) . 7LV AL v e
Y oa o2 (Bt OFRMBEEOIRIE) . A& 02 (B
/), a7 7 b0 (MR L ORLOIREE) & 5 Widsgtlkik (5
DREIRDTFE) DM A LFEEIR OB T 7V IZB W T %207 § .

18.3 HfN IR K O AR 2 B RTSARTEF N\ DR IR M
T T U, BRSNS RS RS 2BV T, HERsM K
AREWEHICES L T 2 EMSEARR L 0 b DURHmIETE & BIER 3 2 Wik
5T ORI R B AT SE AT EP N O BRI A 7R T

18.4 G R ICEID 2R E AR & ORERNVEEER
AR STIE CILRIN ERTERTE T K783 ¥ DI ROREEE TR 7V 5 3
VHRSROAEERENRFAL SN TV B, F T WY VLK ERTERT
BCTR/NI e VT FLTY) v OBEREARINS 0, 7Ly 3 2 BRARER
DIREREE % {5 S & 52028,

19. AR CET 2EBEZEEA

—fgf ks - + 9 ¥~ (Olanzapine) (JAN)

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

713X CizH20N4S

fat ;312,43

PR EEROKEEOREKRTH 5,
Ty =) (99.5) 1TSS KL AL/ = VIO THEITIZC L,
KIZIFE A EHE T2\,

filmc A 195C (3 fR)

SrEARE - 1.8 (pHb5. #EMERE-4 27 ¥/ — V%)
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