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LEBIT, IS OREROBESBIZ S A1, ]
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SEGERERRE IR, PRI, 3R, R IE D 5 W ISRIIE,
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13.2 L@

M TRV &0 RFZBEICIA LA, wE
KOG %479 o RANTIEYEH & OB R 2L SRR
RAPE50~60%IEFT 5, 7 RLFY ¥, K3V, HbHw
B p-ZEART T= 2 MEWEZ AT S HHNIACME %
WICEAL X LR H LD THAL TE%R 5 %,
(2.4, 10.1 8]

14, BALEDZEE
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15. ZOOEE
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HSHETOEFFA BT, ERPUS N IE S I E R
I & AR IETE RO ESICE ST 5 L oGl D b,

(UBHEEEIC BT B 5 DERDHE)

15.1.3 AREICIHE S 172K 9 D P IREA  R wie i OBUS
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L EBTEAE & O RN 2 BIRIERIE SN TWw v,

16. ZEipENRE
16.1 ImeiEE
16.1.1 EHFIRSEMHER

(k% U THRA)

FSUHFY L ODESMg [F A5 ] EVTLIFHHA 74 A8
Smg % 7 BA L+ —/N—IC XD, BERAY T 20 AlcERER
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T A =5 DIV DI log (0.80) ~log (1.25) D
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(ng/mL)
14 ¢

—e— 4 I HE>ODEESME ¥ 1% |
12t 0 DT LFBYA T 0 A%E S g
Mean = S. D., n=20
10 | 7IR
1.
w81
i
g O
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2
[ S ‘ ‘ ‘
0 4 8 12 24 48 72 (hr)
R

X 16-1 Im%EdieE (OD $& 5mg. K% LT
#16-1 FEYHRE/ XS A —% (0D $t 5mg. K% LCTHRA)

HENG XA =% | BENRTA—%

ﬁ};& Cmax tmax t1z
hr/mL) (ng/mL)| (hr) (hr)

*+ 5 ¥ ¥ ¥ 0D $E 5mg

Pera 278.95467.15(10.94+2.35|4.00+0.86|28.81 £5.29

ITVERFFATA AT |one s066.12)11.54£2.39|4.05+1.32|20.31£4.79

bmg

(Mean= S. D., n=20)

MAEH R N2 AUC, Cmax D785 A — ¥ 1%, Wl o
R AR ORI L - 55 O FBRGA & o THZR 2 WTRETEDS
H5bo
(K THRA)

I ODEESME [F A5 ] LV TLFHHAL 74 A8
Smg & 7 HAF = N—3RIZ X ), AT T 20 HicEhEh
188 (X5 ¥ & LComg) %MK THENRRLRYS
L. #5000, $%5#%0.5. 1. 2. 3. 4. 5. 6. 8 12, 24, 48 |
O 72 BERNZ AT EFIR 20 & $Rii L 720 LC/MS/MS 12 & 0 il L
724 T Y HE Y OMBERIREOHER RO /NT A=Y IZRO LB
DTHY ., MBS T 0B EBX M Z KD AR, HE T
A =7 OREAEDOFEI D713 log (0.80) ~log (1.25) DHiPH
Y. WHIOAEY R RS HER S 5,

(ng/mL)
14 ¢
—e— 47 YL ODGESMEF 1% |
12 0 DT LFHHA T 1 AGE Sng
Mean £ S. D., n=20
10 ¢
1.
w8y
i
i 6 ]
n
9 4
1Y S—— . . ,
0 4 8 12 24 48 72 (hr)
LS|

[ 16-2 IM4EHiEE (OD $& 5mg. K THRH)
#16-2 FEWBHAE/SF X —% (0D §& bmg. K TIRHE)

HENTG A=Y | BEINRFTA—F
AUCt

(ng -
hr/mL)

Cmax
(ng/mL)

tmax ti2
(hr) (hr)

+ 5 H¥ ¥ OD $E Smg

Pera 249.36+60.67|10.51+2.52|3.60+1.27{29.90+5.88

TTUFRIHA T4 A

249.96+56.24(10.69+2.79(3.40+1.05|28.59£5.85
5mg

(Mean= S. D., n=20)

MAERIREENF ONIC AUC, Cmax 50755 2 — & 13, HEE O
R RO IR EL - BRI S5 O B SMFIC & » TR % 2 W DS
H 5o
16.4 X35
16.4.1 EHEKBEDR UK B
* 7 VWY OIS T ARV u LR, 7
FEVEHEIAFIVFF—¥, F s u—2aP450 (CYP) T
Hbo *T Y O 10-N-7 )V 7 10 v giaa kR o 4-

N-Z7 )7 u vBgfasiki, EHE7Vv 7 a  BRasshs9, 10-
N-7V 7 a v EIAERA M R ORI B 5 EZAHY T
Hbo 4-N-FF¥ PP oOERIET 7SV EFHE/ A F Y
FF—¥rl5 LTwb, ERBILRHYWTHD 4-N-FAXF
WARIE CYPIA2 A LCTAERE NS, IRID RS <d
5 2- Fu ¥y A F)kiE CYP2D6 A LT &N DA%, +
FSUHECOEMRML )T IV AICKELLEETLI LG
W in vivo DEIRERIZ B VT, 4-N-F 2 X F VIR KON 2-
b FaF Y XA F VRO v, LE+ 5 v e v et
L CHd TS L BB ORIKIE A 5 Y FE Y TH B I LM
FERENTVBY, EFIREBIZBUT 5 RELE, 10-N-7 L2 0
VAR L O A-N-F 2 A F VAR MR 1E 100 @ 44 :
31 Tho79 [10. BIK]
16.7 EMHEEIEAR
16.7.1 ZILRFH I
* T UHY v (EsE) L7 VEKRFH IV EOMEICEY, F
T VWY Y OMBEREIE L2 R L7z HEIEIZSR M (T
TREH) TREL, Cuax OWMFEBMYE (BUE) < 75%. &%
P (§NTIRBLEE) T52%TdH o720 AUCo-20 OB IZH M
(B2f) T 108%. &M (FEBMH) TH2%CThotze T2 2T
7 v A (CLp/F) 35 (B2) < 52%. Zott (FEBRE) < 37%
KT L7 ST VEFH I UASCYPIA2 OMHERH 2 4AT
Lz sns: UHEATF—%) 19, [10.2 B3]
16.7.2 HILINTEE >
FG U U ATV LAVLNTEE Y EOfHICEY., F
T VY Y OMBEPRE IR Z R L7z PRFHICE D Coa 13
24% . AUCo- i3 34% KT L7z THIEHA VNI EE VA8
CYPIA2 OFEEHZAT A0 E SN WEANF—
%) W, [10.2 BI]

W) AT VY A T VIEBSE RISV EBAIT, £ 5 U
Yy A7)V 5mg &4 T Y U (FildE) Smg (3 EWEEN
W% TH DI EDHREINT WD,
16.8 ZOft
16.8.1 # 5> H¥E> OD#E2.5mg [4H 4]
5 ¥ 0D$E2.5mgl % 7% ]i1d4 5 ¥ Y OD $E Smg
[5H% | LERPRRLBHE LTHESNAZ L0, [E
AT 2 R BT EA) O A Wy [ S5V RER T A B 5 4 v 1ok
D&, AF UYL 0ODSESmg [ 4 % | LiEmEE gL 7z
Lz A LIS, AN RS A XD,
16.8.2 # 5> HE> OD &t 10mg [2H 4]
I ¥ 0D I0mg [# 4% ] 1d4 T ¥ ¥ OD $ESmg
(5 H% | EEEPRRLBHE LTHIESNAZE0s, [&i
AT B R BT RA) O A W 2R [ S5V RER T A B 5 4 v ok
DX, FF UYL ODHESmg [ 4% | LEHREE gL /-
L2 ARSI S, RN SIS FSE L A S,

18. EExhIIP

18.1 fERHRRF
FIGVHFE VR FI IRV IITEY VB E AT D IEERT
FMIRIECTH 5o JERRIRIEIHERC BV CuERPUR RS & 13X
H 7 2 M NFE S S5 02 I T b,
* T YWY VIESBOMBRW R Z BRI T B 2 LT
GRIVEDOHHRERO A% 53, BWER, SRS, RNEE
IR 9 DHREREF IR T 2 AR R AR IR OB & b 725 L
(% Ie/EHAL © multi-acting) . 72, % OZEMRIIAT H1EH
B PIE AN O EIRVEIC O 2232 (ZHEBRENAL ¢
receptor-targeting) £ &z LN A2, 5y FE L E, RN
IV D2 %47 (Do Ds Do)y &1 b= ¥ 5-HT2a282c. 5-HTs.
a7 FLFY YR RS I ¥ Hi ZARANTIT R U i
TEWBEREZRTA, 83 Di1#47 (D1, Ds) k0 b
=V 5-HT3 ZHEBRANFR R B BAIECTHRAG T 220510, &
72v AAAY) Y (Mis Maw Mz, Maw Ms) ZBAR~NOBAME X
in vitro & [L# L C in vivo TIZ§IWV®, +5 v FLE iz h b
OZHERIIH LIEEPESE L LT <17, WICHI Y FEVIZE 5
KB E BB TORSI Y E VT FLF Y v Ol
MR, 78 3 VBMREROIEEREO N G + 5 v
YV b BB OZERLEOMEMEM I ISR STV
PEAd 519,

19. BRI AICEY 2E{EFHER

— W -+ 5 U HE Y (Olanzapine)

b4 : 2-Methyl-4- (4-methylpiperazin-1-yl) -10H-thieno
[23-p] [15] benzodiazepine

513 CirH20NaS

T 312.43

Pk WO UK REOB K TH B,
TAFIVANVKF Y FIZHETRTL, 7T b= MUV
Ty =) (99.5) IZHEHIC KL A Y = VITHED
THIFITL LKL KITIEFEAEHET BV,



AL A

»

“CHs
At s 8 195C  (GR)

20. BHRVL EDEE

20.1 PTP: 7V I ¥ u—@BH7 IR Z B CTRIFL. TR
HHTETPTP ¥ — ML ERnE &,

20.2 N IR BRRR AT TRET A2 L. HABIY 1
L 725N AU A 2 IS ANV TOAT L IRTTE T F CTHLD S 22w
k.

22. ‘@

(F5>HE> OD§E2.5mg [2H4%])
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