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S RGANGTT B RILL, W FCLGDIa T B2 NI AN RSO, i I T AR
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B S WERE -
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FEIAAIRERD) MK, NMS BJIEAREI v m A ULASRE . KRS SR A B A AR EREIR
CHKEEATEI I EAFSE « Ol AT AOERATE) o AL FT 58 6055 LR Bl R e
Thirs WZLE AR (BRSO AN B A 8 .
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FELLRRERROLT, MEHIER QTe IR 24T REXE I A 28 S 1% 7 2= kLo 3 S A/
BRI AR, G (1) Lahidgz:  (2) A/ ged b, (3) Bea A HAME K QTe
AR 250 (4) QT [EIFAESE RIEIEK .

ML — TAE A 2 TP AT B T IRIA AR B XU B R CSEpE 70 2 B 57 400 mg)
ZbA QT BT, BUAEHAARARER IAAIRER SR (1 AR DY X5 5E 1)y Rt
FOR—TRAEFF W70, VAR IARIREXT QT 18] A RE I -

FEAT QT W7t (n=141) 1, Zik#F 4% 8 mg dk: HIRIEFINREIZS 25 (n=50) f5, %8
K& 1.5 /NI QTeLD CR AR BER LR M ATAE 4% 0 R B IE R QT IR B L 287 8 in (o
F 4D 12.3 msec (90% Cl: 8.9; 15.6) . ZikFH 15 8 mg BRI IRARZS 24 5 ke s
MR AR FEEEAEIIME (Craxss=113 ng/mL) Z14#55% 525 mg i KHEFE I EAS i = MANLZE 2 ) 5 55
W2 5 (Ul 720 Crax =56 ng/mL) o FEIXTFFLH, ZiRE B2 4 mg BER R MAFIIR
45255 (Cmaxss=35 ng/mL) , 25 2 K5 1.5 /N ) QTeLD 0 (Jsk 2 %2 /& 7145 ) 6.8 msec (90%
Cl: 3.6; 10.1) .

FEER ST REAE R WA FIIR B S (1 AN A 7D f0 0 30 [ 2 77 7 T e b, il 1
QTcLD A8k k8it 60 msec, BJE 324 7EAT i i £ QTeLD f4>500 msec. TEAEFFHIFLHT, T
ZRAE 1 QTeLD 284k>60 msec, 1 f]37ik#& f) QTcLD {EiA %] 507 msec (#R¥E Bazett 24 AR IE
() QT[QTCBI{E A 483 msec) , i%AZIRFE HILF N 45 IR/ %t

TENE AN 2R 52 W P EAT (004 B KA RIS 0, JERONA 1 1% % (<1%) QTCLD
WlE# T 60 msec: XUEWIHEZ AN IASTIE, % iA#H QTcLD WilE#T 60 msec: B 7L (E(
I 18] 15 44 6 238 #& QTceLD {E>480 msec.
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fs ORI 25006 9T 1O B AT RE BN T, B IRAIS SN B hS SR Bk, X — LR E 1
FHEZERE OUHRZFELMEERE) hRAERES, [EICEBNRLEH 2 N IZLE AT,
AN 28 HUR 1 24500 5| LB K R 12 B ek 1 T BE PR fE IR AFAE 22 57

Wt 5 B VR T I 8] (A SRS P ORGSR 250 80 SR BN, R AR IR R VRIS Bl A ) X
WO R BN AT T RERE I I, (B, SR EAEAEM R G e T R A AT se kA, R
EAKHE I

W LGRS AR 29067, IZER G L W] RERR 7> BRAS SR . DURG AR 4B T A Sl it =
ik BB 0] AZEREMERAMEAEIR, AR Be S s Ve 7R OBk Fe s L IR 1)
PONAZSE IR AT AT

FREFNXLEAR, ALTTA SR, N REd IR K MBS ks 5 . K HTRs
TRZGIIETT — ML PR SRR URS 1 5 290 A i 2 AR o B . I R BB 1 SE /R E KA
I7 LR RS 7 AR N R (R IR ST R e NP B N R A VR T I (8] o 25 HUT PP 2 75 7 22
BRELHATIRT -

ARSI B PR BUE RALIZ SIS ARAEAVE IR, N5 B AE I 25W) . N5 EA dh
IR, SRl il BARIBL T LR A, (HATREAT /5 24 A dh 21T IR T
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FENG AR LR R o e MU AT PRI CE 32 2 AN iR )T RS 32 W E AT il . e
I3 AT R RENG N TR PR 0 AR, 1T S AR PR A R AN BTN, B LA T AR
SRRSO AR 29V IRE 25 BOQ R, ARMEREAT VAl . i T IX SRR AR, Bk e B AR A
FHAE SRS GORS 98 25 W00 MURE AR G A R EFAFRIR AR B, AT AR R, 55 AR LAY
DU 259036 7 1) 288 TR A v B AH SR AN BB PR IS 1 T o

B2 P 1) B8 TH R IR AR SRR GURS R 2590 J5, SCHEAT HOLRN S AT 1k 42 ) o
oo AEAE RBHE PRI RS CAIT L ERTRE PRI 2 52D 1R B8 T 4a i A E S R SRS+ 25 iR T T )
RLAEVR YT TR ANE ST I R A g I EEAT 2 RS DN o A ] kP AR S B FTORS 1098 254033 77 1) B8
1IN DUT e MURE AR REIR AT I, RSB0 2R, ZRATCTT. (AR GUR R
296 IITA) A R B R FRORECIR S AT e BRI K. ARl b, s AR
BARSHUR LG, RS DL AR, (HA L R S I Tl Be2h ), 0/ 2kt AT it
PRIIRTT o

FERG A3 ZRE R A HEAT BOAS il R ERF BT 7E ) 208l MK 8.
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R 8: FERRM R B P HHT A S KIIE R BT SRR 21 1) = BRI 224k

FEIUH WE #
GHEX FIFBUHELR) X FXE LR
A AR R R ° R | 2
BELBWIIME (mg/dL)
n=397 n=120 n=138
MEHEEPERELR 1.2 -1.6 -1.2
H B0 B B3 L
n=397 n=128 n=148
MEE &b 2.3% 2.3% 4.1%
EREERE
(<100 mg/dL Z>126 (9/397) (3/128) (6/148)
mg/dL)

@ AETTTE, B2 AR R AR S (LA HAAD Z2IRG 4, FHEZAR RES 2 (

/U (7737 ) IDJS

i A

FER AR SR GUREAIR 29070 7 K B 8 T SR B LG Y — 2 A R84k
FERG I 70 ZERE B P EEAT B0 AR i K SO E R FE ) Bt IR 9.
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R 9: FERMOFUE B P HHT A S KR RT SRR 21 1) = BRI A5 224k

FERBGH WE H#A
X T FFBOHELR) CHEX T IE LR
A AR R ° R | 2
BELBWIIME (mg/dL)
JE [ P n=400 n=120 n=138
BELT 0.5 0.4 0.9
R&EEEER (LDL) n=396 n=119 n=138
BELTW 1.1 0.4 1.1
EEERER (HDL) n=397 n=119 n=138
BELT -0.2 -0.5 -1.3
Hil = n=400 n=120 n=138
BELT 0.1 2.0 5.1
HINAR {28 2 Ll

FE [ B 1E % 2w = 2.0% 3.9% 1.4%

(<200 mg/dL ZE>240 (8/400) (5/128) (2/148)
mg/dL)
LDL IE¥ ZE 0.3% 0.8% 0%

(<100 mg/dL ZE>160 (1/396) (1/127) (0/148)
mg/dL)
HDL IE% 2R 8.6% 9.4% 13.5%

(>40 mg/dL F<40 (34/397) (12/127) (20/148)
mg/dL)
HH=BRIEYZ2RE 4.5% 1.6% 8.1%

(<150 mg/dL ZE>200 (18/400) (2/128) (12/148)
mg/dL)

@ AETTIOY, S2AE B AR AR ERE SR (LD AR 2IREG )R, HRSZARM PRRLS ) (S

/N (7737 €9 IDJS

HET R

FEAE P AR S AL GURS I 250 (K 5210 TR R BUAR T sy o A UG AR BREAT I AR 0

TERE A 0 4E £ 5 P 3EAT A A K U 24 15 it 570 00 5% 28] ) A2 B A8 A 320 (AR o s s 5 >4
7% 523 L] W3R 10,
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R 10: FERMOROEBE PRATH AR KR TR BB ERN (ko) RIEEFFH>T%

FI 2R H
FERBGH WE H#A
X T FFBGHELR) CHEXT T E #EELR)
BRAE G IR B s LR AR
n=466 n=142 n=157
E (kg) BHELEZRN 1.42 -1.28 0.94
HEABEEL>T% 15.2% 0.7% 9.6%

@ FETTTE, B AR R AR S (LA ARAD RG24 )R, HREZARBTES Y (S
VN 417579 IR

L7 AR A2 R

BT AA o B ERRERBERLIR/E, AR ERE FR 73 B b nl RE 51 kS B A it He A2 K o
FERIAYERFIE T, JTBOWE 2 AR BR A AR ER R (1 A HFRIRD 3677 10321805 H <1%
(1/506) #irwfk; WE PR AT AEWE ER . EAMGERFT SR, T BOUE 32 1%
AR AR IR BRE S (LA AFIED RT3 0E A <1% (1/506) $if BV A R4+,
B AR R B A AR 2R EH <1% (1/379) Hiedi BT AR I EAS R 4k WUE BRI T4
TR R BAL R .

AR TE TAAAE L NSO B B OIE RN (O IEEs . AU ALk
M 52 AL AN E O BT SURE BRI R O CAnBiK AR EE A
BEISZ50R9T) o X T4 5 BRI IS ) 320, N5 8 M L B S A7 A e AL

7S]

FEHIBTREAIRZY) CRIEAR) GiRddEiE, HEIMRIMILE . SRR A fRE, XL
HAF AT RE BR800 S BCE I AR B e . X B SR IRGL B 2] Ben e
ERS R B, R R, TR USRI 2906 7 I8 55 DA AR 0 KU, iR
OISR KRPURtRIa T, BHREER T VY.

AR AE s AP R A st > AE FDRE R R = AE

PRI RSN/ BT R 2 g b, R 1 U AN p PR 2 s DR A, L S PR
MY CRAEANRL) A BRI SCE . IR TR0 SR = E

S 350 20 B sl 2D R/ P PR 4 R ek 2D R HE B TR XU IR 2R HE A2 3 e A A 4l i i 5L
(WBC) [ PRI a%7 1140 CANC) Al BA AL S5 A7 AE 25400 5| D 1R 1 240 L9/ i /o P
SHHRIRDRE TG 52 o 0T BEAT I B B 3 I R ) WBCTANC 8/b B 254 5 2 1Y) 1 2 A
IR/ E NP R A BRLIR D RE AR, TR R LAY A A T A 4 T (CBC) o TEANE
TEHADE R R MIEO T, — BB R AR BA B IR S A AT Eom b, I R5 e
15 AR i o

R SRR R AR B RO, LU R A B S SR, I
B T WA SROEAR I TR 28 VR o L P B A o R L R 4
<1000/mm®) 7 3# Rif FIA B AE L R B R WBC .
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E LR MU

HHAZ B D ARSI — 8, IAAIRER BT T AL ZKr, gt & A
KNG ST IR SAFAE o WARIWRAR S AR 2 AT T 0 F S RIS AR AR B, MRS R T L R
IR LA RS A 25 B i

TEVR I BRI, ey L3R AR S5 T 0] o e ek R BTSN 3 BT A i
PERRICR S0 We (U BEAR . DRI, ) eI 463 T M RIS ] 9 RS 10 ) 2 P 55 4 52 4 1 2
e, BRI FACH TR EE RS Tl W2, BYEFLE AR, Sk
IR R E PR AR A A VE BRI RERGRAE R, 7T RE 2 B PR T Sk 3 1B 3 AR

ARG FRIRRY], EARINRL) U3 B NSRFLIRE R AL R RBIEN, 5 e X L 25 H]
TREAE A ) PR R SRR I, LA N E A . A8/ BURIR SRR EAT (KA1 55 I
BUmMERT T, WU RIEAR PR S AR CRLERIE . SRR AR AR e ) A B (=
W LB E]Y ) o 124 NIRRT IR RBE FCRAT R A0 U ARUESE KR T RRAY 5 A
IR R AR R AR, (BRI FIERIER AR, H AT a5

TEAR SRR 7R, OV HAAT AT IS R) 5 25 00 22 28] e L T O LT il ik 2 %6
Fl (55 P£>13.13 ng/mL, Z1£>26.72 ng/mL) , A< it ZH H I 1700 1) 55 4 91 e ik 22 JRE 7 26 (46%
vs. 25%) , A ZH H IR AR 0 ) At LA R 2 R RIAE (32% vs. 15%) o TEXUEH, A
HE LR E (24%) RAETHEARNL, 1028 1 Lotk 2l 3 R R A B TE R
FLRAARA R R PIIETT A 5 152 Y AR R AR R I AL R A R .

TEXUE A2 /T (KIALERERE A 3 29 B, BrEs2ilss (N=368) Fl4 573k
F (N=122) REZRIMIEHEARIIME (SD) 437 17.1 (13.55) ng/mL #151.6 (40.85) ng/mL.
TEBURHEE R AT A BRI 20 24 12 R Ja, B2l (N=322) fiZctkszik#® (N=107) (¥
MEMA R (SD) 7354 25.8 (13.49) ng/mL A1 70.6 (40.23) ng/mL. EJFHUH, 27%H)
VRS2 AR TN 420010 55 1 52 38 tH I AL T m i S Va [, R ARV TR IR L 3 A G
AR P2 R el T B2 (7.9%vs. 3.7%) .« szl s W (>3%)
TEEE LR A A B RN AL (4.7%) AimFl (3.1%) o fEFFHUH, WER B2
B TE R FL AR A R RN R A R AR T 3%.

INFIAIZZ) Z 4R HF] e ik

BRANIRIT RIS TEIE . R SkBEARKRN (B IARKN] D BHhA
A FE N TR 290 T Re i HIT . EHEUSBIRE ). B N TR R R A A
HITES, Bl fE a R L3S B BEBLEh 2240, B A A A TRT DL B € A AR R 6 T 7 A 20t
AT AN R RE R

v aid

FERIYERFIEFE T, B TR A B R AR T o AR IR IAAIR AL S (1 A AFIED
I SCHEPE I PRAVE TE R4 4 TRAERG 0 2U0E B8 TPt AT I e Rl . XWE . 2 RGR IAT 7T, o
For, FESARHEBRMAAIREE SR (1A HFED BT E A <1% (1/1293) KA RA R
H, B BRI R E G <1% (15100 RARIN K REMREA R H 1.

5 HABGURE AR 2590, A5 N T T RO A S A AR A AT e 2 BRI A
VERIERE DU B BRI AT BB S DU PT BEAE SR 16 >65 % 1) 8 i BE 9 Ik o
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7 A R

TR 29 0 A R IS Sl DhRERRAG AR o A i ML AT HORS P 2451 1 24 1]
TAFAERRNAE i 2% 2B AU 1Y) S8

FAZERH il

s, BA o-'B LR REM AR 25 RENE T T A 2 W okt . VB A il PRl
T AR AR 25 5 W PR I B, AR AR IR IR £ T e M b O B 25 R iR s .
A2 it nl Re s B PR T IR T
XA I A BE JT T

TURS A 25T DA S AR BRAR AR FE O RE 70 2 BT 1R 00 )R8 T AR i

FIZNEH) . 2k T aBoAs. RIS HA GUBBREE R VE R & I 25 s UK, RO IX TS
DLA] e BUR LR TH o

HETILEASERILL.

[ Z0 KA E L]
MR
BB

FEUE YR I 30 B B 1 DURG A8 2570 BB 2B ) LAE HH AR JA A H B AR A 28 R AN 26 e R 1)
W (S WIRARERHETD o M2, TR B AT 2 &R 1B # A ARIREE 10 AR Lo i
ATIR AR TR A SR AR SR I BEHAR BIG ) LAS R 25 R I 28R DR KU (5 LA
BESRR T 55 R G907 AOAS 1 70 ZERE AN AL AR 18] B il T DURS AR 2540 CRLIEA LD AR XU
(ZHIERIEEFTD o CAERNZIRE TR, Adh BRI RS 2)E 1 18 A H AT E g
MAFARIRE (S W CABII5ET D o AN R UL AR AT AT U 0 8 A AT I 8] 32 32 AR b 25 24 1)
e PR o

AN 28 12 N B B H AR B R AR O T S5t XS . BT SRR AR B . T
s A R 45 R 10 s ARG . 7RI E AT, IR PR A e B2 1a i 25K H AR BB A3 = 1
T 50 RS 23 3R 2-4%F1 15-20% .

I PRIE I
BRI/ SR IR/ G ) L AT R 50 XU

REIRTT IR 7> ZAEXT BERAL B B AL AR R AT B 2% (1 USRI o A 70 R0
SARBEFHE R (B iAo, B G EX2HRER TS, LRmEE
FFRER S EL

B Lo A LA R

GEYRIGE Y1 B T DURS I 2500 CRUFEZR ) 03 A2 J LA o H BUHE AR A FORE IR AN B2 AR
B LK e, WUTK AR, FRE. RERE. PRI AMIRIREEG . IR AR
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FEA— o MEIUHTE ) LHVHER S SERAN BEEAER, JF e Pl ifyT . — S8l LERA %%
RERNE ST IS DL A LAY/ B LR A G s FAdg A2 )L s ZEAR IR

N

FINERVERT 70 COR R A H AR B0 R U U0 30 ) e P I S TR0 RS s 25 90 P00 191 4
T A TE HURE 1995 2590 R0 B8 K HE AR SRR AP AR BIA A DG I . — TITE 6 Bl RIRE A O Wik R A1
AL G VR IT B LM A BEAT R BE PR SR A U S 7 )5 MR R AR W R 3 S A A R
— T Medicaid i 2 1 91 BA S 78 o, 9258 451 22 24 2 1E I 4R 1 6] 22 5 T-Hoks #ovs 24
Y1, RN R H AR B ISR S IE n . E AR ORI B R TR CIARIIR AR AT AL A40)
() 1566 1 41t 32l W 4H b, 8K A B (RR=1.26; 95 % C1 1.02-1.56 ) Fl.Co I i 7 (RR=1.26;
95%Cl 0.88-1.81) 1) X B I E 1IN, (I M ICAE FIMLI SR AR R T R 1K 22 57 o

2L
R

CL R 3 R SRR rh A B0 2 s e R R R 7T 236 22 N LT b e B YAl A o LR TR
B2 LRSI B FLYT 73 WA 52 (EGRAE B TIRAIIREH AT AL &40 CRISSERD A BEFLIRTREE
JLrf, ERE R KR BIRAZMERS RN GREBMILAIZSIR ) (S W
RERFID o CAEMASRE AL, A IR 2551 18 A H I AT R] e i 3 73 i Ak
M, AN AFLRIFELNIRRE X (B (4805 ) o BIERFLRIFN LK
BN RREF) 2 AR IR, 3 IO B89 25 508 A it (118 DA e SR DA S A i R 556 R J it 5 ] RE Xt A LR
FRE) L AR R

I R IR

o7 M 3 o B AL B AR I B LR R I L B . KRB RIS AHE AR S R
W GRBANLAIZZEhH) .

B S %
RNE
otk

IRIEMFINRER (D2 ZARFEYHD MZEAER, AR W] SO AL 2 AT T,
X RESFBE WA E TR, iz R (20 BEEFH] ) .

[LEAZ]
18 % LAN L3 b 15 /048 [ T 24 10 22 40 2R W R A AT

AEVOLEBHE AN, FOVSEAZ ML, A RFOFRE RN . £ 1
R R AR AR PR e PR AR 5 R N TR BEAT (W FEAR L, JULSK I Rsehs . Sz s FLRE TRt B
AR B DEAEP R AR T .

R T8 VAL A o) LB AT 2D £F fE 8 AT e K S R i
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[(ZERZ]

ARG SO AN 65 2 J UL B S2 il B NECA 2 DURA L OB 75 SRRl A —
Blo bR dt IR IR 250 I AR A HHZ SR AR R SN AN o

CLIAR fy AT PR AR, B D REA A ITE R R 2R (S0 4R %))
T HAGR N . BT B AR W IIRE T RER LR i, BT R hREREAT B IR B 77
2 (W [HEHED D .

(AR EE]
S5ERGPHELAERTERRKE XY

HI T ER A A A IR BR B K AN AIRE (20 D530 052] ), AEVPASTEE 25 1) A EL AR
P LK IR AIORER I FC A R B AE N o 3 5h, IERLIEAS b (25 2 (R Bg N 18] CBE 3 > H 45
=0 VKRR REHIEEAN (S0 UNEHE] M LARE105%1 ) .

R 1. AFERERKBRXKSERSNEYWHEEN

ALY A TR "
l A [
o e R SR 517330
AT T MM | T AR TR 2 S B AR, | MR 5 SN ) B S AL AR A A AE
I 24549 LR G HAB A ZER A | (SR BEEFID.

I, WRES BB (W
CESFTD.

CYP3A4 fll P HEEE
H A a8 205 55
(Bltn, & 576

IHFIIRER S CYP3A4 1 P ¥EER FH5EAk
75 5706 F mT e 2 PR A ) W e 17%) 5%
FKT (B LRSI,

ARG, AE 3 AN H H4h 2510 b A P 3
# CYP3A4L FI/E% P R % 575 A
GIFMEH . an iR EE A H R AGE 3,

A8 F- B 2K 2 8 2 2% R A5 Y 1R IR T 2 6 P 0o 6 1
) #ATER (U THVEHED.

ERZ B REAML | WFIRE <Pl ie 2 A M2 D | AEIRAREE BT, B0 ) B
CLZ FEh H AR o Tt -

5 RBHELERALTEERKE XHEY

R AR IR AR 1 251080 71220t 78, 5 RN G I 25 o/ A AT B (S0

RADED. TH, SARGAHMLN, BEFHEMLMAAR (50 [RIIED.
B 5 2 8 2 VAT R 2 2R 1 AR LA

IHAIRAH FUAS 2 5240t R PAS0 (7] QM 254 2 1) e 2B BAT i B PR LI 24
RENSIEM BN . PRAMR TR, CYP2D6 1 CYP3A4 HGES 5 T MFINRER (4R EIHk
PIRIT FTAEE 2 B, R il 6 0 40 70 X e R IR P ) A A EE RS A RUWIRER R4 CYP1A2,
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CYP2A6. CYP2C9 Fll CYP2C19 [MJEH); A KIS i [F) T i 5 5075 5770 & A= A0 B
B (0 AR5 D.

(ZdE]
ARH#ZK

AR R IR B e S T AT e E 2 B AR S . A R R BRSO i
ATUESS, DR G A 255 R n] e PR

RO B FH 245 i B AT PR, A8 EIR AR IR AR _E 7 A tae s i 9 A BU L 25 ek
b, SRR S BTN E N 405 mg. WS AAERAEIR G EHE RSN RAEIRAD S AR H
At L R P AR B 45 R IR P 00 10 24 B 2 RONL 0 53 Py S R 25 R, RIT e A B
AR A VLK QT TEIYIRER: . — 51l 1 AR AR IR o B 10 28 3 88 i oy SR A = P
IPURL N

R A2 R 5 ) 2 B AU o R 55 T P 2475 i 75 ) 2 DM S5 i 5 B A5 0 D 24

MR
A R

PSRBT, B W B BRI . 69T A RS EAR AT 25 Y I 20 B i R Y
SN R . SRR AT RERE 2RI R, MR TUERY . AT BRRE
M oA A A AL o SR SCRFPEIR T AR AEIR YT o AR DR B I AR5 R 10 A 2711

VAT TR R C S LI 52°% 4 i ORI E DA B RO R K 00 3
.

O R A% ]
TRB & R BEN BT T

FE—TERF &5 DSM-IV-TR A5 73 ZERE IS WrbR 1 1) B 32 10 T AT I B AE PP BRI
IR XOE . 2B I BENUREZG I T PP REAE 3252 1 5570 4 D T BRI IR A R B E
SR CLAN AR FE0MR YT BURS A 70 B 838 152 AR fhiR T TR A 17 R

RIVSHVEAER CnBRAER 2T DIRUR AR 25907097 B IR IR EAeE (s id KT
SPERPUR IR ZGY)) IEE ATREAWT T, BRAERESZ I DUIRGURS 19 25 B T AT 58 R P B R
WEFIMRERE S (LA HFRBYD W62 2577 %8 (=AW 150 mg A1 100 mg, 5 G355 AHER 1
Fi s BRAERE A2 KGR S SRPUR 9 25025 245 1K) 88 WAE LR — U0 RIVE S I PR BSAR R  R Wi
eGSR (LA HAGFED R EAHRT. FRlTE

o T ORI IAAIREE SR (1D AR wIr A2l E, Han 2 =R
FPAA . IEERCZARIEIR AR RET S (1A AR 25 mg 74 251 B35 T o
NIEHTTT
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P2 B WK R 5 25 mg. 37.5 mg 81 50 mg Rl & AT NG BE B N =
LRSS ERAE R R AR By 559 (1 AN HFALD 50 mg. 75 mg B¢ 100 mg 77l & 4H

F 52 AT AR oAt K R S S BURE B8 2590 25 245 100 N B8 3 0t 2 N = A UL S A B I e )
WR AR S (1A A AL 150 mg =4 .

S FAAE LT 3 MRTTE B

JEA L7 JERREER IR AR BRI (1A A SIS AR BONE (RS 29 A 7T
FAERF AR S — 3890 ) o %A A B AN ZH 506 51 5 . KRR BN N IFRE IR 2 A 10
M 52 14 DA B BEAE FH 24 50 R o AR R AR R BRI S0 (L DA FEYD BT R . T
BIFEH, 285 FAIE 9 FVES ISR LR, VRSO LUE =AML, 5 13
JEFIR LIS 2 9 B EA A A2 %M B4 R B3 R AT IR RF e RS A Be7E 38 17
SR B2 A G 2. IR RS E R TE 5 17 JEH) PANSS #73<70. PANSS E#RILH
30 NVFAr I, KRS R ZLEFHPEE R (7 T, K ZOE PR (7 BD A—HokE
ORI (16 T HEATVEAL, BTN 1 ) 27 (BKE) , PANSS &30
FEl 4 30-210.

S 12 R A S F RO VAT CEDOA A 29 FE B PR IR 55 — 8R4y )« L 379
BEBZ T ARRBRES Y], FENLEZ AR MRIREE SR (LAHFED R
B HFNER) 35 5. BEEINT B CUEWD mFHAREFIRARREE. nKRREEZ
& PANSS &.73<70, H 7 Iis & PANSS PF 73 TivF5r<4.

I FE A XE EIT . M BC, 305 A TAR e IRAS B B 42 R 11 ¥ el 2 Bl AL
oy, LB AR B BANGTT, BREEK. IRANBH B AL R . BE ALY
1 2 57 FLAE P U BT E2 32 B AH [R) 77 =2 (R AR 25 25 (i 175 mg. 263 mg. 350 mg % 525 mg)
BB RS, BYR NG 12 A—IR. B SRS L B E NS B
IS (%) 435186 (4%; 175mg 4H) « 15 (9%; 263 mg 41) . 78 (49%; 350 mg
Z) M6l (38%; 525mg4l) .

FETRARBANEE IR K E . BRI E SONL T —RiEl 2 FifE oLk E . RS R

KPRAEBE . PANSS M FEELE IR PEAL A BT 25% (UndE2kiF4r>40) i BTt 10 4y (lndksk
PEAr<40) . MEHEIG. BT AN BRRAES, 50 PANSS $5 58 PE5 T & 22 95 PRl
>S5 (ndEski KME<3) 5i>6 (Wi KIE N 4) .

WSETHRIM R SR, MRS 2RS5BT 2R E EE K

IR, AR BEGU R, MHBTERETRL BReiarsit. mRyausg, w1t
BT LR DL R R R 9 PANSS S 4380, FOR BRURS H0 SR B 3: Fe «

I 23% 0 B E A S 7.4% 1 B E KA T B K . M2 2 BANGIT I, BEbL
SHBEARBAMEE R E RIEEK, WWEAEAEESR TSR L. B 1 RERITH SRR
52 R I} A] Kaplan-Meier Hii£E .

X N ZH P o B AR s AP S O S 2L 1) A 1 PR T S S N 22 57 o
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60 -

50

40 1
- FE (N=148)

20 1

= > T S R

10 1

28 56 84 112 140 168 196 224 252 280 308 336 364 392 420
BERBENILRTTR] (R

a KA ZERE RN 274 K. HTFARAERZRENE DKM (7.4%), AalfiHZ8m o ZE 5 R .
B 1. 5k REER A 2R LI Kaplan-Meier i Zi——3 b2 #r

EH AR I

B RAER T, 14290 A MEREIR 2 IR (FELEPANSS S 43 ¥MH: 85.7) N4 T HH,
FEZ R ALT R (RRHR B MR R BRYE S (AN A FRIBLD 697 o 5 R 7 255 8] FH 25O Ja] v 5 1N i
(RI50 mg. 75 mg. 100 mgak150 mg), JES AN =MULEENL. 214 FEELTE I, i
JEFENAARAER 2R, 10164152183 AL AL BIBENLHE A A8 H (I XUE W, FrekiezatH
TS PR R A RIDR B SR (LA H D, B AR IR YT, 759 58 9 F5 AN 28 13 JH I AR A
FRIEFIWR AR SR (L H A 193.56 . NRFFERS, ZilEME3NH 21k mes ), H
R A2 NS .

AT 2 BT R 50N, BT Kaplan-Meier 488 2R AEfE Akl 76 A48 (XU E
& P IHTY AR R R 52 AR LU [ T4 91.2%, AR 0F AR Wk v 56 9 (14 A 75028 4 - 90.0%)
MG HAM], A SRR R A A IR ERVESHR (LD A FIAD 4HSFE) (SD) 2 FE A 735 295
(88) KAN287 (96) Ko HTMIEITHKR AL KIS LLEEE, PR A 2 5 K I A
ToiFAG . IRITAHRITRESR (95% CD N1.2% (-2.7%, 5.1%), /e T HiskikE e %%
PEFRUE (FHER-15%) . Rk, A IES T AR AR IARIRERE S (A AFIED . st
EHIN], T A LSTRERR (PSP) M BIMIhREME, TE0UE #6720 3545 DL4E
o

H S LR 23 A 2 RS 0 T RS R 2
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100

® | 0 e B T L EE——

. | TS
7} 80 -

%2

w60 -

#

H 40 -

AN

ke

(] = —_— A (N=458)

1A BRI RERESHR (1A H MR (N=490)

0 , , , , , ; , ; , , - )
28 56 84 142 140 168 196 224 252 280 308 336
BEBSREALALRTE (R
B2: ASEREAER I RINRER RS (L AR 28 K [ Kaplan-Meier 5]

[ZEEE]
ZEEH

A HETOEL R ] P T 70 A2 DA W R R T o O R 3 ) 3 S AR 7 o e W i
TEFIBUR R AN A . (B, LR T-R 4 43 ZRE A VRIT 1R T T R AR 2 2% 2 (D) 52 4AR!
512K 2 (BHT2a) SZARIEHUMIECA 1R FTA S

FEARAN, WAFINRER 2 — R Tk 2 [ 2 (Dp) ZARIEHIHIA 5-F2 % 2 (5HTn) %
WAEPUR, X D2 %244, SHT2a ZARISE &6 /) (KifH) 47704 1.6~2.8 nM. 0.8~1.2nM. 1]
FIURER 5 A o Mo B ERRERS2ARM Hy S AR RS BRI TG PE,  3X AT REMRREIZ 24 1) — Lo oA
YERL o WECRIWR PR 55 E Bl e 25 BE BSZ A By M1 B2 B B ZRSZARTCoR AN ). FEARSL,  (+)-F(-)-Ta A
IR I %o IR ) 245 B 2 G P AE S PR E B b 2 AR
FHEAR

LR

FIARBEAT A S (3N AL M A% F e .

FEARAL Ames 56 F1 /) SR bk ELJR R0y, KRR R AR R R 2o HE AR B . 7E4R4T Ames
TR /) B bk PR A A R R B AR P B R DA A P R L R IR R R AT 8 A B

A
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FARBEAT A S (B AN H AL AR s A .

=T E kst KR D T IARINRER ) 245 2457 5 &0k 2.5 mg/kg/ K [LA mg/m?® it
NTARIREA N e KHEEFIR (MRHD) (12 mg/l k) 12 fi5], MEME K RIVEEGRR K325, (H
FEAEZF T & ] WG R AT A K5 R FIG N IS I B ES,  n) WA BRI,
7EN 0.63 mg/kg/ R (L mg/m?it, N MRHD f—2) B IXSEFRFRA DLEEM . B KR &
5 TMAIIRER, 75 SIS 2.5 molkgl RIS AZE JIRZ M, AHARBEATRE T THECRRE 7% S0 7L .

FE— TG B5 6 CRBRS BRAE R AR N2 A A RINRER ) 1Y) Beagle K B3 25 24 #3146
H, BT FIE[0.31~5.0 mg/kg/ K, LA mg/m? A FIESER 1Az MRHD (10 mg) () 1.0~16 f5]37]
A A7 SRR KT JORREE N AR A RS, MG BB T S8 KE, B
Ab T FEAR K

TR YR K BRAE 25 B TR BT P VA SR A AR R W R IR PRV SRV (1 A H 372D, 5711 vk 250 mglkg
AW S B 525 25 S A, iz E A (3 HFAD MRHD (525 mg, BAHAIR
BT 13 % (BLmg/m? i)

SRR BN G AE 2% B TR U 28 1 45 T R R IR, 79158 vk e R DR A 11 ik MRHD (12 mg/ok)
(¥ 8 £% (LA mg/m?® i) I AR IEEBIfA A W R A 2T

FIREER RIS ER AT DA 2 s AR IERINRERD 35T 74 D4 25 B RS . IR/ RS
FF)$5 8] MRHD 10 mg ] 4.8~6.4 {78 (UL mg/m?it) i, H-7PCWEsfE2, £ MRHD K
6.4 f5 IR HILEMAR . MIG-IafF R G tEiREe t, REAI R4 7R85 567 & 518 MRHD
10 mg/ K1) 9.6 £ (L mg/m?it) B & WEH . 4R K R 45 THRIEEH MRHD (2L mg/m? 1)
) 1.0 5, HARBGEERY SR %240 IR KR4S A5 MRHD ) 0.8~1.9 £%, Jaf7/k
Epp e e AE T, AR AR R B AR KRR

FER BRI K BAE R RS T, 2 D4 TALTRIEE MRHD 551 (BL mg/m® 1) B &
DAL, H AT AN R AU T SR PR R 25 W00] ety g4y ) B RE i, 38 2 25 W0 BEA R 5E R o

BUEHE

WARBEATA M (3 HAALD 305

FER B APREAT T AFARBR I FIRERE SR (1 ASAFIRD LA 45 25 i Some iR se . MErE
REEFRE A 164 47, 94 mg/kg/ H v WAL BRI K R AE 2580, 4% mg/m? i, iR 5H)& 55 71
A TAMS (3MHAE) MRHD (525 mg, VAERIURERTH) B 0.2, 0.6, 1A%, Kifie i
M. BEME R RAERE A (3 NHFIEY) MRHD (1 0.6 A1 1 5 (LA mg/m? i) B, AT
FUIRIRIR « LT YE R AV R R AE RGN o 1 ARAE /AN B b AT R AR R P 75 11¢) S50 1 1k
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f£ Swiss albino /N AT Wistar KB FP#EAT 1 AISEER (RIESERAE B /N BRI AR A 2 %
W EFIIRERD EE IR . B ks TR, PNEOES: 18 M, KRIEZE 2541 H, H
FEA 0.63. 2.5, 10 mg/kg/ K, L mg/m?it, EIRFIELE/NBAKE A 452 5 MRHD
(10 mg/ oK) 1] 0.3~4.8 {1 0.6~9.6 £, TEMEVE/NR P RIBBIHKINZ &, 4R ExR, AR
T TR A il B AL R e ) A E R I T B G U R T e, 0 IR ) TG
SR /N T B TR ) MRHD (LA mg/m? i) o 78 AT 0 24 i ma 15 2R sh W 145
25 RO FLIE o AR Py 3l JR e (1) R AR Z I, AN 2 ik Dy 2K i &
MEFLZR MURE T3 L2 MG DA 2R 504 r )X L6 b8 i 3055 N 288 UG FRYRH XA i oA 1 1

ghgzh

AT A (3 HFIELD Wk sh a1t k5 .

YRR T 24 A% 73 HIEA D4 TIRIIRAR, 7E— 5% > A AZ IR A OUZE MEPE K R
HOILEE B AT I PR, TER TN 0.63 mg/kg/ K, iZ5T S IERIRERLDL 259 (AUC) 57
MR 2GR 12 mg/ R ) AUC ARABL. 72 B 4a 25708 2.5 mo/kg/ R R AR A M) Wik i 1 245 94
JERTFEDEGLFEN ) 2~3 ) I, RIWE BN A REAT NEAET R B B — B0

LI RIES: 40 JHRE H4 L4 TR CRIRE BR3P AT AR mT L2 H A e Aok
i) 0.31. 1.25. 5mglkg/ R, WEEIHKEMEHLRC, TFREWEFE A 0.31 mg/kg/ K, %)
2 PR 55 T R IR PR £ 1L 285K 2 CAUC) 5 ) LEE AN /D 4F 45 T F) 5B MRHD 6 mg/ KIF ) AUC
FRACh . BUAh, FEFTA T UL B R RIE R AL BGARE IR « 7R 245 12 FIRK B IS, XS
R EIRAS R FEE AR BRI AR BoR Al i .

HAth

INRENLAVES AN (3ANAFIH) F&E EiA 525 mg (RAHFIRERT, #H24F MRHD) ,
PRSI EENE, 5 LA AABALL, RS SORE N B A SR R, R BRI
OCIpU G

(237151
W A 93 A

HIF KV PERRAR, AN S AE LT S8 TR SRV A s e 2R 7 A P AR WIR PR - i R A 2 4 B AR
R RIT IR T 1R, ATRRSE 18 M H .

AN S A S, WARIWRER 1 105 BT s B KA, AL Tomax 79 30-33 Ko
SHEBINEAES AL, E=MUEA NS A S GRlE )y 175-525 mg) J& Ciex P17
11-12%. HHTA i ISR AIE LA 2R 2507 58, 29T 1E 3 N H WHERRIRIT IR L . 175-525 mg A&
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mZA i, MR WRER ) 55 5 5 A IG B 577 Bl A A EL B T . A B A 45 2 ) 1T
A SIER N 1.6, =MV AL ER FREGIERE N 1.7 REEAZE, THRIIRER K20
ST AT ARFN 1960 Lo

A T AR IR P PR L3 B P 265 50 74%.
AEhZai)a, WAIIRER ) (+) 1 XS AR S B4, (+)%F ()1 AUC LEBIZ175 1.7-1.8.
ARBAHER

FE— U IR B “C-IAFINREART 7, B FUIR 1 mg FERE C-HAIIRER 1 55, 59%)
A DURE BRI R, SR BIIERRER AT 34T T2 AR . s 7 IS A K2
80% M SR I, 11% ISR [l fEARPILEIA T 4 FCEh&tE, Frbs &R Epie—
L 109%: b AurE A FREAE I, B E AR it o 2 RV RSN FE 4 7s CYP2D6
A CYP3AA 25 1 AR ER R, (B 15 J0 7R A UESE 2 1 4 ) e i R iR e 17 A ke
EHEEMIER . BHAZRIIF3MERY], CYP2D6 JRA) MR AR 5 5540 & 78 1 IRIAR| IR
Ml 2 243 i AR IR B 14 2 W7 B 3 e AT W 22 5

dhea 2] GRUEVEE: 175-525 mg) J&, MAFIIRAHR AL RAL 00y 84-95 K (=f1fllL
AL A1 118-139 K UBWIEBALIESN ) o 525 mg A MAF )51 18 /AN H 5% BE 78 M 24
HH I IERI WIR B P £ T 9P SRS IR B 1 3% (= MNIBAIESD) 8L 7% CENEBAIESD .

75 i 5 At R R R 2R O %

A S I RIIRER 5 25 TR O0 3 AN H, BAAEIR I AIRER SR (1A HRAD 25 25505
FeBEH IR A B4 2570 B AR SRR R AR IR E SR (LA AFRAD (19 3.5 45, 1aAIIRE
2 B S AR IR MR ARV SR (1 S HFRD &3 A — O BLgs 2457 & LU MR R 228 1
B H — O 25 257 B IR AT IR DA R R 2% i B AR Bl Al 1) B e BV T AE DA AR B 22 A
FRALF SR E N B Va2 N .

20 24 e AR WIRER 245 X80 7 24 1 AR 18] A2 75 AR IR B 22 B P (K A2 5 AR 0L Eh 3 )
R A 25BN DR, B LU B 25 E) /) 2 S50 B AR BRI 1

2y EAE BT
W ARBEAT A it OS5 Z9DAR AR AW T . AN E oKk B EUIR AR R BB 72«

HAh 25 %) A S 7 F5 S 45 T 3. BL 20 mg/ R 5 DARIA 2 EYT (—Fhsm Ry
CYP2D6 415D J5, MELFIFEZS Croax M AUC S8 ETF (LI 3) o MRS B i 71 () 1 2
VTHHTHE A . MANE IR M. 3 OIRR S PEF (—F CYP3A4 Al P #l &L F 150 &
A G, THAREES Cra M1 AUC BMEHIL T (I [AWMEAER]T ) o BB FREER KR
F&E A AR IR P 3 ok 26 7 v 359110 32511 o
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FAh Gt A 2N 1 F KR

= AR 90% ClI
l !
CYP2D6 #iI5 : AUc |
M2 PayT Cmax - o
CYP3A4 57 i
TP AUC a4 i
Cmax = !
MR RN R A i
AUC ! —s—
Cmax | P—a—
T T i T T
0.0 05 1.0 15 2.0
FXTF S HUE AL
CIEAHEAE AR

B 3. A2 A b 2580 70 2 1

AT TER ], CYP2D6 Al CYP3AA I AES 5 1 AR AR 1AM s ECik Wi FeiE e R ],
A R X A A R A ) A AR E R, NS 5 T HURRTERRI /Nl . ARSI
TR, HAIREEZ PR E (P-gp) HI—MEY (S0 (WM EAFEMT D .

TENFRORLAAR A 34T ARSI AR B, IARIIREH A 2 B Mt 241t 2 P450 [F] T
OB 25 W B AR, X S6 A T L RS CYP1A2. CYP2A6. CYP2C8/9/10. CYP2D6 .
CYP2E1. CYP3A4 F1 CYP3AS5. [K ik, MA| Wik B 7T 0 A 2= o 48 e 1% e A i ads A AUt R 245 400355 o
FEAE B IR PRE SCRAMEIE R . A, IARIIRER U A B A B 541

WFR DR R = <5 T % P-gp RO PSS . A BdE, HANE R ImR AR .
AN it ot HoAth 245470 B e B RO 4 T 1 4

A5t FHY PR R AT 2 15 A € 1) 13 191 BB AE FUIRAAIIRER =, I IBRANASZS Conax A1 AUC AN
SERCM o AR IR PR T AR, 455 R e 7 B P IR A (1 32 il AR BUA IR AR T (1 A
A1 3-15mg/ KB IK HIR AR IR B S0 Fr e, AR BN TR 5 2 AR = (S [
PIEAEM] D o
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2 ot HA 239023 1 I

FEHERAA 90% CI
XA BRI S R i
ALC — I"i'l
Cmax - I-'i'}
T T i T T
0.0 0.5 1.0 1.5 2.0
HXTFSHEHUE IS
CEMEAEHBI25%)
B 4. A5 AR 259 2550 15 B2
FPR NBERE AL

I ARAERFIR N T AT A s R 52 294080 0220 7E . P {58 S ok B 1 EUIR AR IR B AT 72
ol IR WA R IR B AAS b ORI 25 A3 e B, BRIk N (B DhfEA 2. T ZhReA e
FEND FRIRIIRE ) R E AL TES (S0 LHEHE] 1 L2ERA] D .

AT DI REAN 23210 DR ARIORER 5, R T8 A s S BRI T 25 7 AR IR A 2%
BNRRAR, (B I 28 oM DR PR ) 05 P 5 i RS2 1. 1 R AE B EEAT ShREAN 4 (1 8
XHIAAIREH T T (S0 DA ED D .

LR TIREAIRER S 8 Crax F1 AUC RERZIAF W 1.2 . HEZ, WTREFAESE
AR MBS BRI (20 DA E] M CZFEH41 ) .
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AR R XA 2 1 22 IR

Z& A EER LR 90% ClI
T IhEe A :
&2 RE e !
TR v AL AUC H——t
i vs T AUC - . .
HEE vs IEH AUC | i * I
1
FFThREA A AUC P
R vs IEH Cmax F=t i
i AUC it
18-64 % vs >65 % Cmax Fﬁ
T i I T T T T
0 1 2 3 4 5 B
FXTF S HUE AL

B 5: AR R ZON A AWK AR 24543 /127 (K52

WRAE NARHTFRG RSN S AR, A
B 1 254K 3h Sy S AL R . AR TR 2
BRGNS, BIES Lkl MBI E

UREH AN CYPLAZ HUJERHD, AL, WROHAAS S AR
BN 15200 M o L B LR R RS . A ik 3]
HAL

Mg 2 EAERESZAAE ) Conax BAK . HAGIBRIR SRS, IEFARE., SEMPEZ

W A IR EEAR L.

(|
30C LA R WL IRAF . TE IV URIRAF

(]
AR R R R
1378

Bx
I

VVEBRHE S %

(H20]

24 1~ H

[ ATFrHE]
HE 125 SRR v X20170240.
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it D2 REAHES ]
FEMAFIRER (CasH27FN4Os) it 0.875ml: 175mg: H20180020
FEMARIIRER (CasH2FN4O3z) it 1.315ml: 263mg: H20180022
FEMARIWRER (CasH27FN4O3z) it 1.75ml: 350mg: H20180021
FEMARIURER (CasH27FN4O3z) it 2.625ml: 525mg: H20180023

(2 EmFa A Al
Z . Janssen-Cilag International NV

VEMHbE: Turnhoutseweg 30, B-2340 Beerse, Belgium

[&F=24k ]
M4 FK: Janssen Pharmaceutica N.V.

Bk : Turnhoutseweg 30, B-2340 Beerse, EFI B

HABRR TR

LR VER AR PR A A

Huhk: BRPGAE VE 22 T E X RE R B kE U i 19 5
HEE b : 710304

%5 5. 400 888 9988

FEEASR5: (029) 8257 6616

WE:  http://www.Xian-janssen.com.cn

(CIENGED

DRATFHIR S AN E AR H AR R4 2 .
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HEFR

AL FAV B N R BEAT VRS, H N — R 5E R AR 2 KT .
A T LA S . ZRIENNLAERAL, (RIS R i AL -
5 FH A7 D) 15 5 J i I 15

HE
A NAE 3N AHE— K
bii S

P REH SARZE, BANEBERIT.

BB SEA it T 75 RO 5] EEAZARI R WA R IR RS0 (LA R 4G, I E TR VESAT 5
SN, MASIREENSRED 158, iR E (WBR2

A ree S bk
HEER ROV T . Bk, SR SRS RO RS AT

34/ 42



(k3

A

k7

HH

HRFER e
e e zZakt

TEAT 43
SR 220<1"

| R CERAL

PSR

HERCE

————+

[T1

22Gx1'2"

&

35/ 42



1 pritiz SR NI

VRS REEEA R TSR AL B AR E

WA= AN LUBIAL - i NG )
[/
= (J
A "
WIR B R
A2 90 kg B S e 2N
LINSITEER A/ 90 kg

226x1” e
226 x172"

90 kg B% 90 kg PA E

T A 90 kg B 90 kg PAE
" T TR
22Gx12 "
22Gx1Y2

A

AL FH B S B 37 BT BN Gt HE ] RO BRI i i B e A
(SAK (=S LR
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RARRBIERE D 158

FHOBRS, Fe RS 25 15
M, BHREIE, B ORESHE SR
%15,

T RESEAN T A 18] LEAR AR R
WEFIWR R SR (L A A FRIAD K,
TR,

VE A S 4 e S
T iR, MR 5 e UiRE
5, NINFHRTE M Ri i i 48 2 /0
157, HREIE, DAHB fRE S
RIS .
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KA RS

BREGSEAD 15 )5, 1@ A AR
BRI NS, HEERNALAR.
WA/, WA IE R 5.

TIoTek SR, BUIR AL

1

B, REEREEIT ¥, MRS BT TR .
RIG, RIS, eIt R AR R
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PUEL R

Redh BAVERLG FRITEE . S8R, W, WAERINKEIES LR &

THEEK

A — R PRG3R LA, R 57 M85, 52k kiEdk.
TES A8 5 5T SRR R ERHT, ARECM L.
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AR E, BV RE M E L ST 48 IR Bl .

RS

]

R el b, BRREdT, A e T =T
) L ZASHESE ZEFT R TR, BEA TR NET R E .
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