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M1 ASGHHERHZICY 257 € 2 100mg% 1 H 2 5k 500

M4 7 = F 7 ¥ VREHER

CPIgNE = BEHERRE, JEmilm®  n=12, &##E n=11)
(ng/mL)

500

—o— i
—e— Sl

400

300

200

FREV MY H N ESE

J
0 2 4 6 8 10 12(h)
TRE
F1 HAEREREFIC ZF 7 ¥ 2100mg 1 0 2 B E 5 -
HYERE ST A — 5

Cmax Tmax
(ng/mL) (h)

AUCpn | tye | CL/F

# |n (ug-h/mL)| (h) | (L/h)

e 12| 39757 | 2.6%07 1.69+0.19 |35+02|67.1+7.1
FEE |11] 483+96 | 29+0.3 259+054 |36+0.3|50.9+6.7

CPIgMEAEHERE)
(2) HEAKEGIFERE 7 F T Y% 1 HH#E25~
250mgD #iPH T LC 1 H 3 I KAER TS L7z,
1 [H & %75mg. 150mg M U°250mg & L7z & & DEH
RIEBICBUITLEYEENT A —=FIFEK2DEB)TH
%o MM 7 257 ¥ REIG NI LCHmL.
BRETBDO N7,

F#2 MNEAREGIGEEZIC 257 % 1 H 3 MERS L
7ok EOEFIRBICB T 5 EYBRE ST X — 5

e Cmax Tmax AUC4, i CL/F
T g/mL) | Y |(ugrh/mL)| (b)) |(L/h)
ame tid B | 277+ 54 (1.0 (05-30)| 1.07+019 | 2.7+0.1" [89=12
S UG 4] 204 41 |10 (05-30)| 1202017 | 34+03" |86+16
|53 625+121 [1.0 (05-40)| 2.30+0.33 | 3.0+0.3" [78+10
150mg tid "
7| 572+ 63 |15 (05-40) | 241034 | 44=08” |73+ &
|| 778£108 |15 (05-4.0) | 3.38+046 | 5.8+0.37 8710
250mg tid o)
| 879+ 72 |15 (1.0-3.0)| 4.08+053 | 6.6+0.8" |72+ 9

CPIgfli+FEERRZE, n=11~13)
a) Ll (FEFR). b) #5158 3 ~ 8 MR, o) #AARDEHIY]
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BHR AT T2 TF 7 ¥ 25mex HEO% S Lz &
XOEYBE ST A -y ZEKIDEBYTHBY,

#3 WERAICY ZF 7V 2 2BmeE KT L7 L & OEYE)

BENT A—%
Cmax Tmax AUCq a4 tis
(ng/mL) (h) (ng-h/mL) (h)
65.29+31.43 0.72+0.19 172.0+77.1 2.88+0.59
CPIgEEEHER 2, n=38)
16.2 DRYR

I IFTEYOROENEZRIFTHY), 72FT7EYD
Cmax % PAUCIZ R IZ T HEHO IR O LN Lo 70
GeAle 5RO TF—%)

16.3 21
b MIEFIZBITA 27 257 ¥ OB EGFIE830%T
7Y (invitro)

16. 4 £
16.4.1 7 2 F 7 ¥ V3B BOREKE TIRHPIRH S, &
IF 7 OMHIES 9 % F 2 P450RE £ IZCYP3A4T
o727 (invitro), [10. ]
16.4.2 & b IS o ERACHYII A E R IEBIEEEZ R E &
ot

16. 4. 3 In vitroifBRIZ BT REUAR L O IZCYPLA2,

CYP2C9. CYP2C19. CYP2D6} IFCYP3AAFH LK LT
FRCHERET 2R L7225 & N ComETriEEof10s
VU EORETALNLENTSH . EWH I OB
ERBTHELDOTEREVEEZ SNV,

16.5 it

16.5. 1 B AR T 127 =F 7 ¥ ¥ 20mg# B[l #E1H% 5
L7z& 2Ah, RFANOREALAROIEIS 352D 1%
KT o7 GRG0 T— %)

16.5.2 R A& Jc i g 1 Clil s = F 7 ¥ U B R
5 L7z L 2 A, RBEOERA~ORS REPEIERIE Z 1
NG DT28% 1 U202% T - 720 F 72, I
HHREI 5 0 B REROE A1 1 %ok TH - 727 (5t
A GO 7 — %)

16.6 JFENEREHT2EE
16.6. 1 FFipeEEEE
R RERE S (P — VHEFRZ) 27 ZF T~
25mg% W5 L7 2 A, 757 ¥ DCmax
B OAUCHIZERER A L D < (15 t 13 s
WAL D bEPo LS BHEATF— %), (5
BhEoT—%) [7.1. 9.3 ]

F4  HHEANFRERREEBE IS 57 € Y 25me% Bk S L 7
L EDOIEWERE AT A =5

CL/F
(L/h)

Tmax

()*

Cmax
(ng/mL)

AUCinf ts

Bebrwr (ug-h/mL) | (h)

JiFH e

+
i 785+144

1.0(05-15) | 0.386=0.077 | 55=1.0 |79.4=10.7

RN |53.0 35(1.25(0.6-3.0) | 0.248+0.020 | 3.1=0.2 | 105+8

a) L (HEpH) CPIflitRAERGE, n=8)

16.6.2 =EnE
A IS BT B MR EE IR IR L D b (R L

EERE DAUC 1, CF¥259ug-h/mL) 3RS (B
1.69ug-h/mL) D15 TH - 720 [7.2, 9.8, 16.1.1
ZH]

16.7 EMHEIEH
16.7.1 7= b1 > (CYP3AGHEH)
MEANCBITE 7 = = M YBEABEGHICB VT, RFO
B2 )75 Y AP 5 L. Cmax % FAUCIE
ZNZN66%K O80T L7z7s [10.2 ZH]

16.7.2 - h3aFYJ—JL (CYP3AMIR\AEH)
AEIACHRWCYP3A4AIERICTH A7 M aF v —)v (I
Al EINARETE) MG L& 2 FTECD
Cmax L NAUCIE & L& N HE 5 0 3.354% . 06.2245% T
Ho72" [10.2 BH)

17. BRERE IR

17.1 EHERCREMICET 55

17.1.1 BNEIH-EERERRAR (\AXU K=
A RIVERELITB 25 L LT o T 7 ¥ oA
FOREEIZOWTNTRY F—=)L %2 BI2% Jfifk — &
B % AT - 720 5N 8 & L7ze EDMEH.
AR A G R REL Y L2 SRIZ 7 T T € B3R 1%
(37/9781), /a1 F—)L#E258% (24/9361) TH Y. [
SV GESE) PHGES N7z, BIERORBHIE s = F 7
¥ 2 BE67.0% (67/10061), ") F— LV #825% (80/97
Bl THY. RHBEGHCTHEIK2 - 72 (p=0014),
ARG BT 5 EREEH I ARAE2LE (21.0%) .
BHR196 (19.0%) . #2156 (15.0%). i i il 14
Bl (14.0%). HRE126] (12.0%). AZ21061 (10.0%). fE
JIFELOB (100%) TH - 72"

17.1.2 ENEIH_EERIEERR (EVT773)
A KTHERE IS 25 & LTy 257 € v o3tk
R OHECOWTEY 75 3 V2RISR EER
WG 21T o 720 G HIMIE 8 E Lize TORE,
AR A B R REL . L 2SIy T T ¥ U BE3T.2%
(32/8661). T4 75 3 »#288% (23/80%1) TH V. [A
M G PREES Nz, BIEHOFIRIZ s = F
7Y UBE611% (55/90%1), EH 7T I EE8L1% (73/90
Bl) THY. FKAZGECTHEICE, 572 (p=0004), &
FIBe 5B 2 ERREWEIE. Ak EoE226] (24.4%) .
AR AELIIB (21.1%) . A 21760 (189%).  F V116l
(12.2%). k1060 (11.1%). HEEI06 (11.1%). #H
HEL06 (111%). 7H Y7 961 (100%) Th-o72"s

17.1.3 EIMNEE I H—ARERPRER
DTG HIIC BV CTEREZ RS 2o 72 (RIHEN
) WA RIERERB Z R E L. AR Otk
ERETAIEEHWNE LSkt — 7 v il % i
L7zo G HIMIZ8HE Lz, ZOEH, ks
JERIRIE L L7285 5%13409% (9 /2261) TH - 720 Hi
P DFBH1346.9% (15/3261) THh - 720 ERFEIEHIZ.
ANMRAE 8 B (25.0%) FFEBBOE 7 61 (21.9%). A% 5
Bl (156%). Rk 3B (94%) THh- 7",

18. ZER I

18.1 {EA#E

RIE DI K83 VD2 BRI L Cer b=
SHTWZHERICH T 2 BBV &, R4 0%
BT L CTHEAMRSH 22 THY, T SHIRICE
FAERICESLTWEbDEEZLNTWEY,

18.2 ZEMFHANM
F v MHLERE V2R BT, K283 YD L UD SRR,
o b= V5HT L OS-HTSZRE, € A% 3 VHZRAA,
7 KL F ) va f PayZz iRt UCBUAE 2 7R L7225,
NAHY) VEREJROR Y VT EE VBRI LTI
FEAEBIMZ RS h ol 20 B3I VDZHER
LTy k2w b= V5HT,SZ AR 2 B IS A >

72 (in vitro) o

18.3 KNI RO +E0A b = > SREEHRIER

PSS U EBIFEO T RKELV LRI D FERLATEH () A
P OBH IS, =7 A0 X UB ) BB K Ol ikbEdE) 3F
izt b= EBEHEO XNV U THBLATE (5 b
HR Y EE) %, FRARAEIHEIE L2,



18. 4 $EASNERRICK T B1EH
18.4.1 £ FTOIER
MARIERE 2R E L0 75 R EE
MBI BT, SR SRS O FSBIBE X, 7
T REGHEDOMICHEEREZRORPoT2,
18. 4.2 BN TOIERA
FMCBIF B VA =T ERERARTT » MBI 5%
7 L7y —EREMIZ, HNERY) F= R THE» -
720 T v N TOBESAERLN A CIEIEBER I LER
U&Wm%?b\ﬁ%ﬂ%ﬁﬁ&@%%ﬁ%mtéh%
BRAGMRRIIH LTI Z R E B dr o 7217

18.5 MEEFT OV F T 31EH

18.5.1 & b TO1EA
MATGREREZ NG E L0 75 R FE
KLEGEABRICBWT, 7a5 7 F ViklEiid, 79 8R
BOREEDOMICAB L AZZRBO Lo T2,

18.5.2 EMHTOIEA
Sy MIBWT, MEEh7Ta s 7 F UikEfERE N T~
) R—VERRY . RN ERERE o 72,

19. BRI ICEE T 2 IB{EZRIFNR

— BT . 7 T F 7 ¥ Y 7 Vi (Quetiapine Fumarate)

1t % % :2-[2-(4-Dibenzolb, f1[1,4]thiazepin-11-
ylpiperazin-1-yl) ethoxy]ethanol hemifumarate

4 F R (CuHxN,0,S),-CH,0,

2 F £ :3883.09

k3 R:7ZFTEV 7 VEBEIEAGOMETDH %,
AE = VIZRREBEIFICL L Ky ) —
Vo (995) IZHEITFIZL v,

ILEBE

N/\/O\/\OH

COH
Q - HO.CTN T
2

= 14T ()

6} R 1-F27% 7 —=V/KER)
pH30 0.5
pH50 30.85
pH70 389.70
22. B
(0% TIL25mghe)

1005 (108 (PTP) x 10]
5008t [108¢ (PTP) % 50]
1,0008¢ D, Y7 ]
(8% TIL100mgse)
1005 (10 (PTP) x 10]
5008t [108¢ (PTP) % 50]
1,0008¢ D, Y7 ]
(0% TIL200mgsE)
1005 (10 (PTP) x 10]
500%¢ . N7 ]
(0% TILH%I50%)
100g DR, #k#lty v v 7]

23. EE Xk
1) Vonderhaar, BK. : Pharmacol. Ther. 1998 ; 79 (2) : 169-178
[R-03226]
AN AR RE - IS iR IR+ — 7 v Bk
(DIR000065)
3) AL RO - BN (DIR040001)
DAEPEFRL v M - HERE A (DIR000050)
YA e MIEI 21y — 24 - 483 (DIR000054)
6) R EFS At < FRIEEF 199927 (1) :101-144 [SEQ-00080]

)RR A RIS - PRI (DIR000051)
QM AL « MR B - S EhE (DIR000049)

ML FEWAHEA/EAH (DIR000055)

10) AT IRFEFES At - B AR ANSEE] 2001 : 4 (1) : 127-155 [SEQ-
00200]

11) T st 1« BRIRESZE 2000 : 16 (12) @ 1807-1842 [SEQ-
00210]

12) B EHCHE AL BRI HIZEEL 1999 5 2 (6) : 653-668 [SEQ-
00044]

13) Goldstein, J.M. : Schizophrenia, Breaking Down Barriers
(Wiley) 1996 ; 177-208 [SEQ-00079]
1OHAER : F v b - SEHEER (DIR000047)

#24. XEAFEKRERVBEVEDEE

LTL7 7 —~<#A &t a—ver s —
T160-0023 B EABH1E X VEHi1E 6 T H10% 1 5
79U =% 4% 0120-303-711

*26. §é ﬁlb%%%

26. 1 BLEERSE

LTLI7—VHI =t

RREHBEXAHECTHI0E S

SRX1101



