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13.2 B
RIMTEDOREZFTHIHE, 7 RLF Y >, K283 i, KHO
o —ZHERE S X 0 IRIE % B S BN D 5 D
THGLAwZ &, [2.3, 10.1 2]
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W45k, PTP ¥ — FOREERIC X BE SRS A
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15.1 BRRERICED L B3R

15.1.1 AFNC & 2 EHH, FERARHOZRIEA G ST 5,

15.1.2 EWERRERIC BT, RH) & R FERERAAIH 0L
g8, HIMPEE EEARE STV D, T2, HERICH W2
R GBI BT, AUERENRE SN TWw 5,

15.1.3 HHETHEM S 72 FRHUE 12 B L 7= B e Ik GREEY)
HE-%0R) 2 BT A EEmEE T R L L7217 OFRRARIC BV
T, KHl & & OISR IRER G/ 7 7 LR GREL b
WL CHEENL.6~1.7FEro 2 O0WMENH L. /2.4
ETOEFAREIC BT, ERPUS R L JEE R PUR R
LRI HEO LRG3 5 L OWMEDRD S,

15.2 FEERFRERERICE D < 1EER

15.2.1 4 X CE#AE (100mg/kg/H% 6 K12 # HM) #01
PG, IV AT O VAERAEICL L EEZ HND =M
WREANERFEO SNz, LaAL, A=27 4%V (&K
225mg/kg/ H % 56 #R) KO o IS LT AR
RBOLNLEDoTz. oy BREBRICBWTH ., RE LB L
7 BRI I SN h o 72,

15.2.2 T v M2 24 H ARG L2225 AR RER IZ BV T
20mg/kg/ H Vb O WD P 5.8 CFLIRIE S O FEHBE O _EFHA
MESNTWD, TNSOEEORIZ, FomEICBWT S
057 FEBELZHIRE LTHRESNTWLRY, b T
X TU T 7 F VRO LS E BRSO BEE XA I ST
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16. EYEhEE
16.1 MAEE
16.1.1 RiE%S
1) MEFRERE I ZF 7 ¥ 2 % 1 & 25~100mg O &iPH Tl
LT 1H 20 EEFKO%S Lz 100mg OJ&E T 7 b EES Ltk
DIEYFNFENT A —F IZTERDEBY TH D,
JEEwEE CIE. %548 2.6 FEfI R I me i g (P39 397ng/mL)
WCHE L, MERFLSD 7 ZF7 ¥ L OHELIZHERLLTH Y. i
13 3.5 I TdH o722, [16.6.2 2]

A RIELH 27 277 E 2 100mg % 1 H 2 [ AR G- o S0 B 7
INTA—=F

AUCo-12nr

(ug-
hr/mL)

1.69%0.19
2.59%0.54

CL/F
(L/hr)

Tmax
(hr)

Cmax
(ng/mL)

t1/2

B (hr)

n

Jwning | 12
s | 11

(mean=SE)

@) HHEAFEEFREEZ I 27T ¥ v % 1 HHE 25~250mg O #iPi
T LT 1 H 3 MKERZOH%S L7z, 1HE% 75mg. 150mg M O
250mg & L7- & EOEFREICBIT L2HEYHE T A —-F IITEROL
B THD MR 7 577 RETHEICRAILTHmL., B
D SN 723,

397+57
483+96

2.6x0.7
2.9%0.3

3.5%0.2
3.6%0.3

67.1x7.1
50.9%6.7

PEIR S RFERE I 2F 7Y %2 1 H 3RS L& E0E
HIKBIC B 2 ERE T A — ¥

Fa P Cmax Tmax A([L(?gof.sm tie CL/F
-+ a)
(ng/mL) (hr) hr/mL) (hr) (L/hr)
1.0 27+0.1
| 277+54 | (0.53.0) |1.07£0.19| »  |89=12
Tomg tid | | ogq 1 g1 1.0 |1.200.17|3.4+0.3 | 86=16
(0.5-3.0) b
1.0 3003
ome | [625%121] (0.5-4.0) |2.30£0.33]  » | 78x10
gtd) 4| 572463 15  |241+0.34|4.4+0.8]| 73=8
(0.5-4.0) )
15 58+0.3
o50mg | B | 778£108| (0.5-4.0) |3.38%0.46| 9 | 8710
gudl 3 | g79+72 1.5  |4.0840.53|6.6+0.8| 72=9
(1.0-3.0) o

(mean+SE, n=11~13)
a) HfE (#EPH) . b) 57 3~8 KER i, o) #HAMD 3

16.1.2 42 HREIZSHERERY
s LF 7V 8k %mg [FFP] L+ 02 Tl 2%5mg §i%. 7 0 A+ —N
—FICEY), FRENLEE (VP FTE Y E LT 25me) EERAETF
WZH AR CPES L Cy MR A 5E L, 150 N7z Eie s 5 % —
% (AUC. Cmax) 22T 909% 15 WX [ 12 CTHRERTIAT 2 17 - 724
By WHI OB ER RS R E ST X — & OFEEOFIMED D log
(0.90) ~log (1.11) THH. Ho, EWHNFEEETA FF4 2124
o 7EHRBCE SR L T EHET S 70, WElo4
FHEEEEDSHERE S Nz
7 TF 7V 5 100mg [FFP) &+ 0 7 2L 100mg §i% . 2 0 A+ —
N—FEIZE Y, FRENLEE (7 2F T ¥ L LT 100mg) AL
FACHRPRE OG- L Oy MR R 2 W L, 15573 E)
/%5 X —% (AUC, Cmax) (22T 90%EHEIX M1 CResTdmT %
To 7285, log (0.80) ~log (1.25) MHEPHNTH V. WHDEYF
Y[R SE AT RE S L7z,

HET A—F BEING A—F
AUCo-24 Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
7 IFTE R i«
%5mg [FFP 192.6+78.6 | 54.1+35.6 [ 1.5+0.8|2.7£0.4
o s )V 25mg $t | 204.9£78.1 | 54.1+24.8[1.2£0.6| 2.7+0.5
(Mean*S.D., n=20)
% n=19
80
70 FT
6o ] —e— 7 ILF 7K §25ng [FFP)
50 |

—o— 0 TL25ngkE

MR TF7E 2 E2E (ng/mL)

—o—

20 25

RS (hr)

HENT A—F BENTA—F

AUCo-24 Cmax Tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)

s FTEVEE

100mg [FFP 920.8+713.5(272.8+137.7/1.3€0.7 | 2.7£0.7
+ 07 L)V 100mg $E|842.9+427.7|266.6+133.110.9+0.4 | 2.7+0.7

(Mean+S.D., n=20)
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MAE I EEIE O AUC, Cmax E0/85 A — 4 13, B oI, i
OFRILIEL - B O MBS L - THRAR LW MED® 5 .
16.2 MRIY
7 TFT7E ORI BIFCHY . 7257 ¥ Cmax KT
AUC IZ R TTEFHOFEIIED SN o725,

20 25

B
16.3 9310
b MIERICBIF S 7 2 F T E Y OBRAEHIL83.0% T - 729 (in
Vitro) o
16.4 X

16.4.1 7 =57 UV 3ERORE CLHEMIcR# s, 7257780
BS54 5 37 P450 B¢ % 1d CYP3A4 TdH - 727 (in vitro) - [10.
Zi]

16.4.2 b b ISE o FEAHWIIA E R SEFE R R & o 129,

16.4.3 In vitro RRIZ B\ T, REALEK K O H ¥ 1d CYPLA2,
CYP2C9. CYP2C19. CYP2D6 K OF CYP3A4 i1tk 2k L THIV BHE R
MAERLIZA, & N TOMEEREE DR 10 5L EOMRETH SN L1
HTHY . EWHEMEHOERZRIET 20T AVEEZLNLY,

16.5 HEftt

16.5.1 EHRAE I/ ZF 7 ¥ 20mg # HEKROKSG L2 A,
RANORZEAROPEM R I GED 1% R TH - 729,

16.5.2 #LEI A LIHERE ICUC iy = F 7 ¥V 2RI 5 Lz &
CAHh RBOFE PO ek X Z 2 50 72.8% &k O
20.2%Td - 7210, F 7o RIEPHEGEEIS 50 2 RELEROEI A1 1%
WcdH oz,

16.6 HEDEREETITEE

16.6.1 FFigREEEEE
I RERE RS (7 )V 3 — VIERFEZ) (22 =F 7 ¥ ¥ 25mg & HAliE
135 L7722 2A, 7 ZF 7 ¥ O Cmax KO AUCInf I3fEHEHA X Y
L (156, e 3EERALY LEL-72 G 1.81) 12 (9
EAT—%),[7.1. 9.3 ZH]

HHE AR RER S B 27 2 F 7 ¥ v 26mg & MG L7- & & 03
BjHEXT A — %

BB Cmax Tmax A(UCII'lf tie2 CL/F
(ng/mL) | (hr) @ hr‘/‘fm (hr) (L/hr)
T
W@f‘% 78.5:14.4] Lo ) [0:3%60.077| 55210 |79.4210.7
EEERA | 53.0£3.5 <016;2§’0> 0.248+0.020| 3.1%0.2 | 105=8

(mean = SE, n=8)
a) HULE (FiFR)

16.6.2 =&
EHE BT A IME R REEEERE LDV OEER L. BlEo
AUCo-120r (P39 2.59 1 g - hr/mL) (3% (P49 1.69ug - hr/mL)
D15 TH 722, [7.2, 9.8, 16.1.1 B]

16.7 EYEEER

16.7.1 7z = b1 (CYP3A FEEZHI)
WEAIBIT S 7 2= M VHERESGHIZBWT, 7277 0N
2T T2 AN 5 RICEIN L, Cmax 08 AUC 13 F 21 66% 5% UF
80%IE T L7213, [10.2 BH]

16.7.2 & bOFVY—JL (CYP3A Di@EL\EEA)
FHELIZ 8 CYP3A4 HEHICTH A7 b a)+ v —)b BOHF - BAE
35e) UHEG L2E &, 72 F 7 ¥ 2 ® Cmax KO AUC 1222
NHEMHES-0 3.35 5 10°6.22 f5CTd - 7213, [10.2 2]

16.8 Zofth
7 TF7 ¥ U§E200mg [FFP) 1. &A% 2 FR 1 EILEA o £
FHREERRT A Vo4 CER 18411 H 24 H SEAFRERSE
1124004 75) | 1230 &, 2 = F 7 € 2§ 100mg [FFPJ % fEiEsF) &
L7k &, BHEEHHIEL ., EWENICR%S L R ShizY,

17. BRPREEE

17.1 BERURLMEICET 55k

17.1.1 ERENE"EERLEEAER (/\OXD R=)L)

HARFHERZE 197 G20 R E LTy 77 ¥y DR OREN
[ZDWVTAERY F— )b &t RIS S i B S RIR R % 17 - 72,
PG WL 8 L Lize ZORE. Rl 2 Inis L Lotk
&7 T F 7Y U BES8.1% (37/97 B1). /a1 K—)L#E25.8% (24/93
Bl) THo. FMEE GEHM) sHEESN . BWEHOSHEIR Y, = F
TECHE67.0% (67/10061) . NE ) F—)UHE82.5% (80/97 BI) T
HY, v F T EGHTHEEICED 572 (p=0.014), 7 TF T LV
BHRCB 2 ERBIER . AIRE 21 61 (21.0%). EAR 19 61
(19.0%) . BRI 1561 (15.0%). FfEEEAE 14 1 (14.0%) . FRik 12
Bl (12.0%) . A2z 1060 (10.0%). #S34E 10 61 (10.0%) TH- 7219,

17.1.2 EREME_EERLESHR (EYTSZY)

MAERTERE 181 B2 R E LCTr F 7 ¥y OEMER L4
WZOWCTES T T I vaedtBIC S ik —EERILBARYITo 72, #%
M 8 e L7z ZOEE. A SMUs g 2 1818 & L -tk
JIFTEEEST.2% (32/86 1), VST 3 HE28.8% (23/80 )
THY., WM Gtk PMEES N, BWEHOFRHRIZ, 257 ¢
CT61.1% (55/90 B1) . EH 75 2 EES8L.1% (73/90 1) THY ., 7
IFT Y URGHTHEICED? > 72 (p=0.004), 7 TF 7 ¥ o5
B EREIER . MEEEE 22 60 (24.4%). AR 19 #1
(21.1%) . A% 17 B (18.9%). & F W 11 61 (12.2%). 3E#k 10 B
(11.1%). BRI 10680 (11.1%). EEIE 1061 (11.1%). 7A I T
941 (10.0%) TH-o7P,

17.1.3 ENSE ME—ARERPREAER
MOFIEAIRENZ BV TERZ R S 2o 7z GREHEIM) HaLiE
BER2BENRE L, ARG 2 HNE L2
Skt — 7 v ikBRAE L7z 5 8 E Lz, TOME. i
HAAO S Z TR & L 728 RIE 40.9% (9/22 B1) THh - 720 EIEI
DL 46.9% (15/32 B1) TH o720 ERBIERIZ. RIRAE 8 1
(25.0%) . FEEBIBE 7 B (21.9%) . A% 5 61 (15.6%) . $Ri% 3 Bl
(9.4%) TaH 7219,

18. EFNEE
18.1 {EFER
7 IFT Y OEIEPFEIT R8I U De 2 BRIC L TR F 2y
5-HTea MR T 2 M@V &0 RO A4 OZ R LT
BHMDGSHLZETHY . SNOPFEWRICBIIAEHICES LTwD D
DEEZHLNTWDID,
18.2 SZEMAFHRAM
F v MEHBEE R T, KX DI RO D ZEE, ko b=
¥ 5-HT1 KO 5-HT: %MK, €25 I T %%k, 7FLF) Y aq
T a2 ZRRIH U CHAMER R L72AS, A AD ) Y ZHEERRON Y
VTR VSRR LTI E A EEREE RS otz £70.
RS2 Y Do ZFARICH LT, v a b= > 5-HT2 SEARIAT$ 5 BT
5D 728 (in vitro) o
18.3 RINZTURUtEO MU SHRFERIER
RS UEBIEO 7 REL L R XY FR L7278 () ALV olH K
JB. ¥ AD K U BB R OEREEE) BT b= RSO ¥
NV THERLIATE) (7y MEIRY D) A RIS L
tlmo
18.4 #FNMNIBRICKT D1ER
18.4.1 £ NTOER
WYL D 7T B R IR LR ER I B €L BRI S O FEBUBE 1213,
7T R G L ORIZEE RO R Do 120,
18.4.2 BT OER
FIWICBT A VAN TERIEALYT y MBI LTV -
R, NaRY F=UIZHRTE 2720, Ty F TOBRSAEY:
AR ClE AR LR 2 B 2 7R L SERYHESRE TR & o0 B S
B SN BEREMARIIN L QIMERHE R S 2 dr o 7217,
18.5 MR TOSIFVICHT DIEA
18.5.1 & NCTODER
WD 75 2 RIS BV, Tus s F ViEEILR, 7ot
ARG E ORIZEZBO Do 7220,
18.5.2 B COER
Ty MIBWT, MR 705 7 F VigEH#ERII N TR) F— )L B
0. R ER A RS o 7217,

19. BRHS(CREYT 2IBEFMAER
— WA FE . 7 2 F 7 ¥ v 7 < VR (Quetiapine Fumarate)
1b4%:4 : 2- [2- (4-Dibenzo [b A [1,4] thiazepin-11-ylpiperazin-1-
yl) ethoxy] ethanol hemifumarate
3 (CaiHzsN302S) 2+ C4HaO4
g5 : 883.09



WO ARAREHBEORETH S,
zti.m ix G ) = IZRREIFIZL L ARXIET F /7 — )b (99.5)
RGN

T ﬁhNOwOH
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COH
. HOCTX~

22. g%
(OIFT7EVE 25mg [FFPI)
(PTP &%) 100 % (104Ex10) . 500 $E (10 $& X 50)
(NF@%) 500 §E
(HIFFPEVEE 100mg [FFP])
(PTP @%%) 100 %% (10 $&x10)
(NF@%) 500 §E
(U IFFPEVEE 200mg [FFP])
(PTP @%%) 100 %% (10 $&x10)
(NF@%) 500 §E
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