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BF A SRR Tl S ] 871179
B g AR X
=73 on
BARERA JIF7EVTIVIVEESIEEE
FIES Qm
WS DIFrPED#25mgIBI1)
O mm
DIFr7ED#50mg IIA1)
O mm
DIFrPEY#100mg ¥4
O mm
DIF7PED#200mg B9 IA)
= o ke
BAREFA JIIF7EYI)VESEHR
o= " o
DIFVPED i 50%9DIA
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11 abL\MI*EHEGJJ:Eb‘P\ #Eﬁ'iﬁri7 7Y I:—“/1~ &% §225mg $#50mg $£100mg $#200mg
BERRESBSOEXNTEERADREIRL. RTICEDIBES [ 4 | [ 1 | (491 | (471 |
HH2DT. FEIZSHIE. MEEOHEEOHEERE T
[C{F5T&.01.2, 2.5, 8.1, 8.3, 9.1.5, 11.1.188] -
1.2 B5LHEOTE. 550U LRAFRNRRT S s
BEhHdT L. BEERUZORKRICTSICHAL. oW =
(158, 2. ZR. EREOREICSIEL. TOKSHE i @ = 2001
RbigsonEBSsICiEd. ESICRSEHRETL. ERDE2 =
BEZFDLS. IBETBTEL.1. 8.1, 8.3, 9.1.5, — =
1N.1.188] —
LA TANLET—T 4 v ThE
AT (ha — - oL g )T NEALD N
2. FROROBEICFRSLENT L) S iy Hs ERR ] H s
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2.2 7NV B — VR EAR S o KA F] O SR R JE = (mm) 30 33 ) 51
12 % B [ I E FH 258 5h S 5,6 ) HH (mg) K75 #7130 #1257 #1510
23 7L v aHEGHOEZ (T RLF) v 2T 5747 Wpla—F | SW QT25 SW QT50 | SW QT100 | SW QT200
T —OFEWHE, IR EHHITIC B 2R EMEED L < g o TF T Y U HRB0%] T A
R 9 256 % <) [10.1. 13.2&0K] A il
2.4 KF OB LBEEDOMARED H 5 BE LN B
2.5 *ff’ﬂ?ﬁ@%jﬁ\ HERIROMEROH 5 BE[1.1, 11.1.1 4. WEELEI R
2 HaKBE
3. A% - Mk 6. BiENURE
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i % $£25mg $£50mg $£100mg $£200mg 1H#5-213150~600mg& L. 23XE3mN2 53 CRO%S5-3 %,
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[1g7H] (7277 ¥ £ LT500mg) 8. ERUBANIR ’ ’
FANNT =L (L-7 2= VT T = ALEGW) . —RAbr A 8.1 KHOFHIZ LY, FHLWIWEMED A5 BERBEET b7
WA [T v rFERYTav o — A, BET VT 7 —{LF T F=T A, BRI EIESE OGN R E 72 8D 2 LB S
T Dvr=b— DT, REFEG- L, MBEEORIE R 8. £k, £IR. HIR

FOBISET T2IAT) T Lo RIS, mlpE, AL OB IR D



fEbrAF 2 A3 5 BE T, MmuEE? EA L, AR 2 20
IZHEALS 2 BENDH B.[1.1. 1.2, 8.3, 9.1.5. 11.1.1=H]

8.2 FHIOHGIZL Y RIMEADHSDONEZ ENVHLDOT, K
G- HId, B, O, Wi, Rk, MR, ERkRE A
ORIMBHERIERE T 2 & & b1, MEHEONEEOBZE - T
AT T E.[8.3, 11.1.25]

8.3 AHOHEGIZEE L, &5 Lo LFL8. 1R V8. 20 EIfE A3
HUT DL aNHL I 2. BERFLZORB 525
L. Sk (078, 28, ZIR BUIRSE) . R AER (B
TR R W R, IR, ERRREES) IEE L, 2
D& HEERDH 5 DN EIZIE, B IR 2L, B
OB EZTLE9, IRETLHI E[1.1. 1.2, 8.1, 8.2,
9.1.5, 11.1.1, 11.1.2&H]

8.4 FAOFLGAZ X Y FEIIMZ K 2 EHHHOT, MiFIE
B L. oS S b gaid, S, EogiEs
DB LIEZITH T Lo

8.5 AHNL. FHHHABWEISE VI MERINE SRS 32 255
20T, UHL Hh, OEVEQRIMTIERDYH &b /86
A, B R MLEEAT) 2 E.[9.1.1, 9.85 /]

8.6 AFNIE & L THMMIERIMER S 2700, IRG, EETT -
Sy - BOEERE I FORTANE S 5 2 WD 5 DT, AKH
e e A MEY =TI L XOPUE e 3 ol ik R 1 ARk (NS
SHLZVE)ITHERT A 2 Lo

8.7 HIGHEH DL DY) B R OB, FEHEIRATEAL T 5 T REED S
bOTEIEGZ T TV R SHITEREO IR Z S LoD, AR
PR T LI EDET L\, 70, FEIROEALS TSN
7 id, MOTEREEIZYI ) B R D 7% EWMY R LiEE 1T 2 Lo

8.8 HEmDOAWREA 2V LEGOHIRIZ L) AR, Eols,
SR, O, WEIESEOEEBUER D S bbb 2 ENH b FE
ZHILT AU, A ICHET 7% DEEINT) 2 &

8.9 MAHAVERAE, FIMEKEA 2% 5 bND T L3d 5O T, MK
BAEZAT) 2 &y BEZ TIUTV, BEDPRO b N2 E12
133Gk 5 7% CEE 2B E1T) L. [11.1.65 ]

9. HEDEREZERIHIEEICHITHER

1 GIHE - BIEEEDSHDEE

9.1.1 10 - MERE. HWOEEE. RIEXIFZNS5DRENDG
SEE
B G5 —\BEOMERE T2 H Sbh s 2 25 5.[8.5.
9.8 1]

9.1.2 TAHAEZEDEEMERE., XEFTNSOBEEDSHIESE
K2 T S5 BFNHDDH 5,

9.1.3 TERXIFZOEIEEDH 2 EE. LRXEQTEREIREE
DEH
QTHEAIERE T 2 TR S 5, [10.25H]

9.1.4 BREHOBENUBHRIEZEITEE
EIRE BAL S D BENDD Do

9.1.5 HERFDKIEE. SIMHED D LK IEBEFDHERFDREIRE
FEETREE
[1.1. 1.2, 8.1, 8.3, 11.1.1=H]

9.1.6 TEPAAE. REIEARR. BEE. B KIRESESOBREFZET
SEE
fili ZEARIE . BRI AR E 58 O AR ZEARE 25T s S LT W B,
[11.1.10&H4]

9.3 FHEEEIEEEE
RANIFIFEIC L Y RBEN D720, 20T 52 AP
L. MEFEEN AT 22 e 255,071, 16.6.15M]

9.5 T3
TR SR L C W AT M0 & B otkiz i3, 5B L oG
Mabths Lz LRI SN AEEICOAES TS L, B
FE(T v P RO F)THRBANOBITHAHRE SN Twb,
7o IRBENCHUR AR D G- ST 2 5 A . HiE IS
FLBE R, HEIR, IR, R, AEIRIKT . SRS ok
AR TR R HEARYMBIE IR A D & b7z & O D 5o

(=]

9.6 1Z3.I%
HELOFEER OHFLREOA M2 ZRE L. ZILOMK L
AR5 2L, B NTRIPABITT 5 2 LHE S
ncwi,

9.7 INR
INBER IR & LA R e i L L BRI
FEHEL TV,

9.8 %
FEEHE IR Tr 2 F 70RO 2 ) 75 ¥ AHB0~50%
<. AUCITHIL.BRETH D . w\ IMEE i 25 REe 3 4 )
WROHENT WD, Tz, WIMERHEIZ B W TS & 1
Ly SR O FEBUEE 2SN 3 A @ 25580 H it CTw
5.[7.2. 8.5, 9.1.1, 16.6.2&H4]

10. tHE{EA
AFH AR H B G- 9 % E 4 P4508% 3 IZCYP3A4T & %,
[16.4. 18]

10.1 HARRWHALBEWI L)

R 45 BRAAEIR - 58 H i W - faliR T
T RLFY v 7 RLFYoEf% |7 KL+ vk 7 KL F

(T7FH 74 7% -0 |#imsE, EERIMLE) Y EBtka, f-ZHHE
BB IEFHEIR BT 2RI T E0D | OMEHITH D . AH D
2B B EEREED L5, a=5% B ARSE I VE H S &

A RRE 5 0. B-ZFAR O RIEAE
LG akE<) JHAMEAL & 72 ) L IR
(K2A3IY) TIER M H S5,

[2.3. 13.2ZH]
10.2 HAFRWHAICERTSIL)

FH 5 FRRAEIR - 58 75 W - fafaH T

PR A A R 1) 1) AR AR 258 | SE D M EAE R 2 2 &
2=y BT LI EDNHLDTIEND L,

<, fix DBEHEOREIR
BOBEEIEEL,
HEICEGTAHI L,

CYP3A4FE E/E M % A | ARHOERDSHETT 5 | A H 0 F AL T
ERAE 5K CENDH DS & HCYP3A4DFHE|Z &
AE N D, BKHIOZ )T T2 A
NN EE v WHEINT 52 DD D,
IV B — U EREFEAR
V77 ¥ s

%
[16.7.1Z0K]

58\ CYP3A4R 5 1 H | AFI OTEH 2 B33 % | AH 0 TRAHEETH
T BT HHA BENDH LD T, |HCYP3A4% 3 < BHE T
ArSarvy—  |[HxOBEDEIRN | 2720, MAEdEED -
& PEMEE L, AH| B3 2WREDPD 2.
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IYAUYA TV 1l % D BEFZH ORI Y| o, IR A4
& DAEMIER L, HE| D WREEND 5.

EGTHZ L,

QTERZREI T I ENQTERNDH L bN S| M HIC L ) QTERIEH
BT 5 H5H] BLNWDH 5o DA NS 5 5%
[9.1.32H] N5,

TRLVFU yEREERHEELMTERTAREZ |7 FLF) Y iE7 FL i
SR TIEDDHb, U AEB e, poR AR

VREHIALY TR DORPHITH D . KHO

FabINg (R eR N (5 NN
D p-ZAE R ORI AR
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11. BWER
ROBWER DS LoD ENHLDT, BlEz 451247,
BEHRO NG E 3G 2R IET 5 7 Y] 2 L & 4T
Tk,

1.1 EXZEIER

11.1.1 SIMAE. BREMET 87V R—Y X, FERKRIESIE (5
b SHEA )
WCIZRL R EORMMN R %E 72852 e nHHOT, IHE
HoOMER, L. L. IR, BIRFOBIZE % 1412470,
BEPRBOONTGEIIE, &S5 E2RIEL, 4 2R »8HF
OG- RAT) R E. WY RMERIT) 2 E.[1.1. 1.2, 2.5,
8.1, 8.3, 9.1.5=M]

11.1.2 {KIAE )
Pk, Rk, @ir. R, BIR, Rk EE O E IR
RO LN a1, G AP LEY 2 UEETTH 2 &,
(8.2, 8.3&=M]

11.1.3 E4iERE$ (Syndrome malin) (0.2%)
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ENHEBL, TNV E DD ERBIEDSAOLNLYEIL, 5%
HIE L. EH, KROHRSEoSGEI L L O IMEY) 2 L %
119 2 &o BIEFSIERFIZIE, HIMERO IR CKD FHH3H &
NDLZENLL, T, I A7V VIR E) BHEBEIET 25
ENLZEND DL
B EEDEE L. kbR, WA, PEBRENL. BKE
Ry BHEBFEENERBITL, BT LA HRE SN TV 5,

11.1.4 1ERUERRIARIE (JH A )
A W, CK RS, MR ORI 4+ 70 A%
RO LN E I d S 2 IR L, BY 2 UEERTTH 2 &,
TERUHRMRE IS X A2 BB EOREICHEE T A &,

11.1.5 Z=& (AR

11.1.6 SEFEMERAE. BMBRREIA (V3710 SHEEAT)
(8.9 ]

11.1.7 FFEEERESE. BE (3 L HEARE)
AST, ALT. »-GTP. Al-P® 7% % 0k FFHhERE %
WHLEbNLZ ENDH D,

11.1.8 FREEMEA LD R HEAH)
B R (AR R, s - W, 35 L WL, BER O H
B WDIEEE K OB RED O S > WS OREIR) & J L, FREYE A
LY AZBATT A2 03B 5 DT, BEMENRD S b izE
WZiE, TG ERFRIET AR EEYRLEEZITH) 2 L,

11.1.9 EREIAFRIT7(0.9%)
RS EONEEEH N D 5 b, HSHIEBROFRT L2 L
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11.1.70 BHEEARIE. FREPEARIIAREE (V> 3741 b JHEEANHH)
WRZERIE . AR IMARE SF O AR S RE S STV B DT,
B, M. R o%ER. FEESRO o NE10E. %
B aibd 5% ERME) 2 ALE EZ1T) 2 L. [9.1.65 ]
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13. BERS

13.1 fEIR
TAERISEIR, $HEE, SR, RMESETH B0 FIUTERE,
FECIZE LR DHE SN TS,

13.2 WiE
RMEDIE 2479 Yitr. 7 FLF 0 > F2383 d, AHD
a-SEAREIRTE RIS &) RIMT &2 B L S & 2 R H 2 O
TG LzwZ &.[2.3, 10.1%]

14. ERALDEE

14.1 FRIZMHIFOER
PTPAZDOIHIPTPY — 25 L CTIRAT 4 £ 4R
Y5 L, PTPY — bORRAKIC L D . TS AR Al
ANHIA L, L2 B2 L ORS00 EE 2 6 0HE S
BERT L EDH D,

15. ZDMhDEE

15.1 ERFRERICE S EHR

15.1.1 RHNZ & B EFES . HEAHO R HE SN T b,

15.1.2 EMERRRERIZB T RH & R EBARAAH oLl
FE. MMM EEESRE SN TWD, F2, Higkr o w24t
E RS RBEICB VT, BUEEEI RS SN TS,

#15.1.3 #VECTHER S Mo Em A AE ST 2 R & L 217D IR
AERIZ BT, B & & OIEE YU MRS G 7T R
BB LI L CTIREEDL.6~1.7HE 0o 72 L OHED D
5o Tz, EITOEZRAEIZB VT, ERPUFHHREE D IEE
FIHTRE AR & [MREICIE RO FFICHSS 5 L OWEDTH 5.

15.2 FEERAREHERICE D < 15#R

15.2.1 1 X TEMKE(100meg/ke/H %6 0127 H ) # 04%
G2k, ab 27— VvallECLLEEZHND =
REBEAWERED Hze Ll =27 490V (RrKk225mg/
kg/H %56:) B T > 8 ICHx S L TH ANEIZZREO S
Lhhole Fho, BRREICB VT K & B L 7R
EIIRED SN L h o T,

15.2.2 7 v M2247 AREOHR G L7208 AR I BT,
20mg/kg/ H LA OO 3z 55 CFURIER O S BUHIE O LA H%H
HEINTWD, INEOEFEOFTRIL, [FomEHICBWwT T T
7FVEBELPIRE LTHEEN TV LAY, e hTld 70
T 0 F VIRED b LRI O BE IS STy,

16. ZE4)ENEE

16.1 MAEE

16.1.1 EMENEIF MR

(OIFT7EVESMg[Y DA 1)

7 TF T ¥ U EE25mel T 4 J &0 s TVv25mehE & R AR T 12 %
nenlgE(r =F 7 ¥ & LC25mg) ZEIEHEH a5 (7 0 A 4 —
N Ly EER T 7 VR A NE L, S SR EhE <
F A—% (AUC. Cmax) 22\ CHFHFNT % 47 - 7245 F. WAl O AW
BRI SRR S 72

#1 BHANGH G OEYERE T X — ¥

Cmax Tmax Tz AUCo-120r
(ng/mL) (hr) (hr) (ng-hr/mL)
7 TF 7 ¥ »§E25mg
(%74 | 71.1+43.9 1.2+0.9 3.0£0.7 167.7+86.1
o s L)V 2Bmeht 68.7£35.7 | 1.2+0.9 3.1%0.5 162.2%65.6
(Mean=S.D.)
1201 —e— JIFTE S EE25ngH T A |

I --o--t 0”7 I)L25ngkt

%g 100 Mean 8. D. (n=20)

7

T 80

F

7 60

S

w40

2
(ng/nL) 20

L1l
]
R 4% DI (hr)

(O IFT7EVHRLE%[T D1 )
7 LF T Y HIRIS0% T A 1 & v s TOVHIEIS0 % % A EE R 5 T
12 ZFNZFN50mg (7 =F 7 ¥ ¥k LC25mg) Z2fEIE AR 1% 5 (7 1
AF—N—F) L, Mgy 2F7 U BE2ZNE L7z, BoN3EY
WAE/ S5 A — % (AUC. Cmax) \2 DWW CHEHANT %17 - 72453, WiFlo
AR RS SRR S Y
F2  AHHIS0mgl G- OFEWEE ST A — 5

Cmax Tmax v AUCo-120e
(ng/mL) (hr) (hr) (ng-hr/mL)
7 IF 7Y HR50%
(%74 | 64.7+37.8 0.9%0.5 3.1+£0.7 147.2+70.5
+ a7 TOVHIKRI50% 63.2+23.1 0.7%0.2 3.1+0.7 145.3+51.4
(Mean=+S.D.)
120 —e— JIF T MIKI0% 1 |
I --o-- &0 Y TILRITKS0%
%_g 100 - Mean 8. D. (n=20)
7 L
T 80
F
7 60
¢
m o 40f
B
(ng/mL) 20 | | T~ _
Liinn o I I 1
0 I 6 8 12
0.2510.75 !

i} 1% 5.1 DIEE] (hr)
MR 72 5 ONZAUC, CmaxSEm/35 X — %1%, WERE oI, 1§
W OBRILAIEL - BE S O RBREMFIC X > TR LTRSS 5,
16.4 {8
16.4.1 7 =F 7 UV 3ERORBE CHEMICA#H SN, 727780
R BES-3 % F 72 PAS0REF IZCYP3A4TH - 728 (in vitro) . [10. 2 1R]
16.6 HEDERZFIDEE
16.6.1 FHikEEEESEE
FAS e 2 H o (7 ) T — VP ZE) 12 7 =9 7 ¥ ¥ 25mg % HIalE
Lz Ah, 7 2F 7 ¥ OCmax e CAUCInfIZEEERA L D B
B LM . tald R L D b B o 72 (1.8 (JHE A 7 —
5).[7.1. 9.3%2MK]
#3  HE SRR E R L = F 7 ¥ v 25mek Bl L7z k& O3 E)
ST A—F
e | o [ | e | w5 | o
el EEE | 78.5+14.4 (1.0 (0.5-1.5)|0.386%0.077 | 5.5%1.0(79.4+10.7

fEHERCN  [53.0% 3.5(1.25(0.6-3.0)] 0.248+0.020 [3.1+0.2| 105=8
a) rofefi (#FH ) CrIgfl « FHE, n=38)
16.6.2 SHnE

EHE BT A M REIEEHRE LD OECHER L, BT O
AUCo120(FH42.59ug - h/mL) 13 IEF#E ((F341.69ug - h/mL) O#1.5
WHTdh-729.[7.2. 9.85H]

16.7 EYHEEER

16.7.1 7= b+~ (CYP3AFEEHA)
HEAZBIT S 7 2= M1 YRGB BWT, 2 ZF 7 €0 o
27075 2 AHHISRICE L, Cmax (TAUCIE #2166 % K U
80% ML T L 729, [10. 22 ]

16.7.2 & bOFY—)L(CYP3ADIM L \FEEH)
AREL R WCYP3A4AIER TH 5 7 b a5 — )V GRIFH - ENAIS
F) RS L2 &, 7 2F 7 E Y OCmax FAUCIE Z N2 HLH
MG D3 3545 [ V6. 2215 T - 729, [10. 25 1]

16.8 ZDith

(OIFT7EVEIMg[TD A1)
7 LFTE Mgl T A JIIERBEICEOE, s F T VR
25mgl 7 A J & WIS RS & A ST,

(OIF7EVERIOMgY DA 1)
7 TF 7 ¥ EEI0mgl U A NTEIBEI RO, 72 F TV VB
25mgl 7 A J & BRI RS E A S,

(O IF7EVEE00mMg[Y DA 1)
7 TF T ¥ E200mel U A NTEIMBEII RO, s F TV VB
25mgl 7 A J & WIS RS & A S,

18. EZHEIR
18.1 {EFER
7 TF T OEILRIFIE K8 VD EMRICE L TR b2
S5-HTaaZEHRICH T 2 BAES BN &0 RO 4 OZERIC LT
BAMAEDH L ETHY . INHPERICBTAEHIZES L Tw5
LDOEEZLENTWVEY,




19. BRI ICEAT SEEFIR

—f%
1 2-[2-(4-Dibenzolb, £][1, 4]thiazepin-11-ylpiperazin-1-yl)ethoxy]
ethanol hemifumarate

(w2

57
HTE:
B -

7 TF 7 ¥ 7 )Wk (Quetiapine Fumarate)
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