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FAYRG B R HE R B2 N 1~2mg.

TEVRTT AR, IS M 4 5 fak FF A it (1 00 B R 3@ TRV B AT VP A . B B HURE M 2
SO A R I, 24 SR S A P A BOAS A 24 . o 0 BB S A 24 2 15 T AR A
N8 SHREAT BRT VAL

HFHE (13~17%) -
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H 2.5 mg LA EM7E N RSN, HEmRESEZMARFMMEC. AN TRH
6 mg K7 BT I 5T

FEIRTTHIR], G SR 2k S84 FH A o )0 B 0 59 B AT DA
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MEACPRRT . 52 PERKFRARAI PRI R . HHE . 25 s
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HIHARG LIRS M2, IR, FUE. IE Y. Aaiil (BiHEAM
By AR« ARGEIR. PEINRERRS . WATHRS . SRR, SRR TEThAE
WS FLEHER. SRR L5 ANE;
WPIR RS M S B P : Eng IR AR R . SLSEFRIL. R AWM. ZR. .
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TEXUE « RGFDHRRIGF, HZ 7% (39/564) KIRIBEERIA T B EH FA R NAFL, 12
TR 4% (10/225) o FB=2 BIRIREEGYT B 25 A RN :

K71 BHLRUERR T B2 BIREER T A BE EA A R M

FIFE

2~8 mg/R >8 ~16 mg/F LRI
AR (N=366) (N=198) (N=225)
D 1.4% 1.0% 0%
s 1.4% 0% 0%
X - 0.8% 0% 0%
A4 AR SE 0.8% 0% 0%
I i 0.8% 0% 0%
LK 7 Bhis 0.5% 0% 0%
T 0.5% 0% 0%
J1E 0.5% 0% 0%
IERYA X (IFIIE 0.3% 0.5% 0%
LN 0.3% 2.0% 0%
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RS XUHBIERN P B =2 GIFHERG T RN BEEG A BRI

FIE R

1~6 mg/R R
AR R (N=448) (N=424)
M 4 FRE 0.4% 0%
N 15 0.2% 0%
ke 0.2% 0%
WAL= BT & 0.2% 0.2%
RAABRYE =2 BT = 0.2% 0.2%

XUAH Bt —— ) LR}

FEXUE « RFINIBRE T, HL 12% (13/111) [FEERG T B A B RS2, N2
BFIEREF N 7% (4/58) o 5 1 BILL EREEEG T ) LRHEZ S 2GR R R M A : %
O (3%) . FEHE (2%) . HEEF (2%) MK (2%) .

PRE—— LR

FEAIBIUE AR 5% 10 Gy i ) LR s T kAT 1 2 300 8 J| e I IR EG T (n=156) , A& 1 fIFIRE
BVAIT B AR R R BAEZG (WMERE) « RGIAA 1 B EH R R EE4,

e PR 30 F AN RSV i 751 A e

HEAR A RAEAR

K TR 4 RO SR IR 2 T 5 7k 10 e 2 R RS R T AH DR I HE AR A BRAEIR
HA A

FELLAS 4 FhlE 2 EFIRE (2. 6. 10 A1 16mg/RK) HI—T 8 A Rkikrh, RM T Wik
TEHEARSN ZAER (EPS) = (1) HEMRAE RADIRIPE R PSRRI 7 RN L 1P
WAL 5 B (2) EPS H R MR R A%,

=9
FIEH LRI FIEE R FIEE AR FIEEHR FIEEHA
2 mg 6 mg 10 mg 16 mg
4 5 1.2 0.9 1.8 24 2.6
EPS KX 13% 17% 21% 21% 35%

FELCEE 5 FhEEFEAREE (1. 4. 8. 12 A1 lemg/ KD [—30 8 BRI, K 7R 7
R EHEARAN RIEIR (EPS) -

=10
FIEH R FIE R R RIS FISEH
1 mg 4 mg 8 mg 12 mg 16 mg
H 4 AT 0.6 1.7 2.4 2.9 4.1
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EPS RAEH 7% 12% 17% 18% 20%
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st . BEAMIRHE T AT R AR IR, (HaRRL. RS — PURS 25 W0iR
7S R AR AN AR S e £ 5 VE B R AR e 2 T WL 1) S LK S B 0 1) XU T i
Hop AN R sz

BRI R ARROF A M, BEIT T ok H — OB TR A A B R AR U A R 0 s
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VAT IRa N RPN v el D VI S IR B =i & e IO s i IV S G o 152573 L W PR T~ - 7
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K FLRPEEIE R (B 4~6 O o (RIS SWEBIE RN B 12 B0
s, PO RA/MERR, PrTia T AT RS SR

FEPHUE )L AT DA (5~16 ) B 2 T2 B0 BTe ,  FREER 20 0 2P 12840 s
SRR N 8.4 Yk, AN RE BN 6.5 . AR AR B 2 O i B S8R .
FESVEBIE ) LE AT DE (10~17 2D B2 @A R T, O S HOR IR E R,
B Bk A T — LRI CRpareh<e O o FERSMZUEFH D (13~17 £ K
2 U e, VAT IR AT T N B TN O B S (CBFERLIE QT A1) R ILA IR
B XA,

EWRER

EA % A/ B A WR AR 0 AE 5 3 T 0ITR], B T R AUAS RO TSR R ROk B R FN
USRI B AR, DRI TR da 2 T SEAG T AN R SR AR AR B3 Bt 12 5 25 W) B 2 IR A 2R
Ko WRARKMARE: Bk EAEHEKM . MEVEARM . E. OMERE. BRI
AERR . WREREG . R, IRER. B2, BIRRBER WK, mEHZE. SOE.
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B BRI . AR MERL R BARZE. QT [MWIEK . BENRMEIEMTSREIE. JEAE.
M AAE s AR E TN VRSB PRIEEE . K RIS ZAE . BEIR . Ak
RE~ AFUPAE . MEARARSCHE R AL ARPELFA SR GAE . IRER KA . B A LES T 25 15
fiE. PIZER . Stevens-Johnson L5 & fiE/ i B PESR B PR AEAA ARAE -

[#2]
CLRAAS AL S A R P B ity o e i ) BB 25
[ EEE]

1. ZERREBE

1.1 SAET %

ST A S AE A LA AR S GORE 08 2R AT 1 17 TR RIS i 45 R o, R
TABURS 93 245 ) AL 2 A R SR TR 0 T 2R I e BRI 28 i n o 6% I 28 A FH AR R AT 1)
RGN B, A S B R AR TR N 4.0% 0 3.1%. SET- B 1
TN 86 % (JEHIAE 67~100 & 2 [A]) .

1.2 5EXREH

FEX 2 0 % 2B 2 AR S AT (0 22 BRI BB 9 v, R 5 Wk K 91 F 24 SR 3 I BB
T3 TR R B B PR ZE R 1 B3, 433l 7.3% CPIAEE 89 %5, TR 75~97 %)
3.1% CPHIER 84 %, Ul 70~96 &) 1 4.1% CFHER 80 %, Vil 67~90 %) . £ 41
I RAR I P ) 2 TSR B 1 A5 F R ZE KAl 1 R SR T 26 3 I (IR

A TG AR S B A 1) s AR B LR AR X — I G, IF LR AL R R AN A [R]
(E 24 R A IR 45 T 5 A ROk ZEOK I 5 V28 T VP Ay UG R 2 o 78 Al P R 55 Wi - FH e )
PRA B R, JERBILEL EFET R IR . H T KR 2 A R R R M BUE A
B, FTLLRLR B G B K 1 R A
2. WLERS (CAE)

X ZHHR B CPYSER 85 %, Wil 73~97 %) TR BRI a7 b, W3
R 5 A 2L HE T A P (A L AN RS O L A A0 3 PR R L R A D 1R AR Bt o
TR 2 1
3. HIMHRIMILE

A i B X o2 R BT, T RE S R AR BRI, e HR AR VR T A 77
EREMN . LR HPIE IRV, SR EE R E R ME. T EmEE O
MG S (WL S5 DUUEZE . 5535 Bk, RIS RN M50 ) MR
FA G, SN HERE R BB m (S0 THEHEY D, RA NSRS, NEE

=
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4. BZKRREAAE. ORI IR AE PA R 4H B R 2 AE

WA BRSO ) CRAEFIESERD I AR RE ML R 98D RE R E
B Z A TR LTS MOEIRD, RN M s R RS R R L (<1/10,000 1R ED .

FETFARIRIT I LA T, RO BAT 1 40 0 58 25 PR 24 155 5 1) 1 0 2 i/ e P 4
P/ T S PR SR AT I, RV HAR B R R IO T, — BRI A A A 35 PR,
YU 7 2% A P A o

XTI PR S 3 (R PR 20 R RE ) SR, LA W R 7 A R FA B A B G (R
BUARAE, W0 IR SREIRBAAE, RS2 BDBEATIR T o X T 5 R P MR s DR (e
A X THE<1x10°/L) B, B R A S, JFREU I At B, HEEKE IR .
5. EikifikiE (VTE)

57 FHBORE 11955 25420 88 5 B Bk L AR A ZE AR 81 o bl T IR BORE #1938 253897 IR JE 3 &
LR VTE FIXRERZ, UL TEAR ST RTRNGTT BRI S AT VTE B d il REm )G IR 2=, I
KIS 17 it o

6. BRMIZEFNERGEESIRIER (TD/EPS)

e A B 2 B2 AR ORI 2L, AR ] e 51 IR KM ie 3 g,
HAMENE WM RiE2), FERTH LM . AMERH, HEARI RAERIR A LR
RAIEIEENBG R SRR R 2, 15 ARG MR 2iAE L, AR b 51 R HE R A R
W B S EGHREAR AL, A5 51RIR R VIS ZhRrg (R B S H IR & M
IBHNERFHPER, N A A R B 2

HEAR M FIEARANE 1 X7 70— —He ARG A 7). PG iR FE R D R0OR 85 i & 9 FH 21 22
BRI, PUOYTE R — P B A 251 AT RE AR AP RAER . B RSB 4 — b
MIRIT 2 (S0 LAY EERT D .

7. MEFEMFBMELEAAE (NMS)

ORGSR BURS #9245 1 BE 23 H B AR 2R B R PEZR G A, HARRIE &
e WIARE. HEMEARRE .. BRI VIR RIS 5, ] fe B UL
BAR RSOV RS SR . i B RS A S 7E N BT SRS IR 254 .

8. WALRRIN B S ARIR

T Gy AR R B G AR R, TEAR T HURS R ZS CELEEAR D I, RIS B, X
LYy REHG Ik 28 R SR 5 A AR PR R o [ B DA_E A TGRS 195 243420 Y SRR FBE 1
Bt A (A A SRAEAR IR 2 B RO . IR, AR A A Ra 4 k3l
9. W ILBERIGE IR
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TEAEFA A SIIIR], A R 8 PR3 B S5 s I = (R sty o R o 2R ]
PRI e DA P 2 TE 5 N TR RO PR i 26 i) b T, AR g RS 448 2 1) A5 P 5 81 A 0
AR OCPE VA AR % . FETIXEER RN R, Tk s 1 MR SRS HORE Mo 259 1 4
s AR A R C R, N2 AR BRI 25 CRIFEAR M) 1T 1B
(Y v IR R R RE R AT I (S DA RRBLT D .

10. I f5 575

TEREZ AR AP ORI 200 T IO b, 3 T I IR SR AR Ak
11. fRE N

O W& MR E IR o AR AR S, ROEEA TR
12. EHEALR MR

55512 B Dy AR HARZY)—FE, AR ARSI rT AR ZK e, JFEATEK
FAZE 2R RS AAE . 5 HARBURS MR 2GR LE, AR SR F AP TS IR TE R
13. {8

PO MR CBFEARS) , CHXTIERE, ELMRILE . SRR AT e
AR, ATSECAE, R AR B TR BB DR A . X T AEAE T RN R G 25
WA . ROLERZGI B3 CREIREEND , RIAETFUAEE SZHURS MO 167 I VP4l kA1 )
PR, FEXSHIRFESZ GO #0671 B3 R AT PPl
14. IEEKARAZ ) ERG

W BT 2 5 A VR T AE R IR AN RROBE, R BB A B e I . X — AN R ROBLAF
FEFEARSNE, AR AR A RELEB T, SHEE K 16 mg/R) A 41%[K
BERG TVERE, T ERIEAE 16%MEE WS R RIS, B R b E R R
R HA A 16 mg/ RAEAA 8%IM EHF L T A RINIEE, 2B AHA 1% EH
M. BT AR ReasgmFIW . BEBGEEN R, 166 B E A SR YT A2 AR
ZHT, BEAIEAEGRA (B SHIRE)

15. M PR »

TN Bl ) B R LRI -5 A 093 245 0 A5 P AR DG IR o 78 W ST JR R VR 2R O S
RN S 9% R0 26 R BE T2 S (S L SR IR o 7 R N P i 28 XU 17 R 3 I 1 FH A ot R A
RPN 259«

16. RAFUTIEFAHERSAE (IFIS)

HHEE o-B EIRFZEFEIRNZY) CBFEARGD FEFTERAT A N TR %2

FAR AT AR S 2R G AE

2070



IFIS 7] BE3G I AR RO AR S5 AR BRI AR (RS, o R85 I PE - A Wi 4 26 AR 207 224 i sk
W ZEHBA wa- B EIR SR SZARIE B 2O . R 7E N R TR AT LR o B
W ik R e 3R e, HLA ZIUBUE A% L HORS PRI 2036 97 TR RS o
17. QT &)

BTN —FE, XA OEOCHEATR R B QT ZHiERE#HS T4
dn, RS K QT 25 Y& RIS, 1.
18. FIZERHE K

BA o LR A E ARG SEERFEE. £ LWEREYR, &
A 2R E RS (SR IARKRM] D
19. fREHT

A5 FHBORE #5245 ] AT N AR BRAIRIRSARIR M BE 70 o 24 8 Ab T T R 2 T s RSB A Ui 1
St (CWRZNEE). AT EiRIA s, B PUEmRAEIE T2 A AT . BUBH IO R, &2
WORHSE FH A il ) B85 R 4738 24 (4P B
20. 1Em-EF

FEREL W I R AR oS 2 7 bk AR o XA E R R AR NS & b, WA RS
55 L 25 B (WP ZE . TR XS A ERM R FIARGERTREIR .
21. R RAE

5 AMBOE R 24—, AWK A B A 2 VB TE BRI A IR G B2 1 SR L A
RN PIVAL SieiS

22. HE

TR IR E B FE . B IhRe F B s R B F R B, &
W LEERZEY A UHEHE]Y 359,

AR o T B M R BN TR . BRI, 7R TR BRSNS R I BURPERT, @ UUEE
FEVRIT AR AN R 2 R A B R AR 25

HETILEAGZRL.
[ Z0 R AL & A 2]

PRZEIA L RS i 75 22 4 S B

— IR T35 [ Claims $UH5 4 6 1m0 L SRS A SR 7, %o 7 5 HT S0k 0 40 ] 7 P R A A P
FEAIE 2540 08 2 (i 7 2 ) LI S RAVE R T IR AT T E e o B Th A TR IR A A = AT
VRS, MUK ZREE T BRI 254, RS ERZE ) S R M e T XU v RO XU =1.26,
95% CI: 1.02~1.56) . A KPR AR & BRI AE VDAL, R AE AR IR R 70 I 52 2]
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FWEER . T IO LM 45 R, MICIEH AL T8 N R 5E T R RTER 5 56 R R 2 1811
PRERG R

PRI LT, FIEE I AT ELE R, G 38— G ) e () (R 7L 3R A P AR ph A 2R
G TR

FEUT YRGS TR 55 T PR MR 259 CRFERIEEERD 6L, 7EH A SRR HIUHEA S RAEIR
BTRTREAR (1 KU, e B AR FE R REAN ] o X SRR B FE WO . ULk 770k sk T, R EL
iR S S ER LS T

AR e XU ) 1 0L T 4 REAE SR A AR it

WL Sk B, FIBREAAN -2 BRI 2 2 s L e . FIR, A MAilie
CAEIIA 2 REAAR L, BRI, IR AS 5 B8 ZoAN 2R L
[JLEAZ]

Z W, BEpgE] At DAVEHE] 4.
[Z5H%]

EUGERIGTEVERR 0.5mg, &FH 2 0 & ARG MA T Z AT . FIE RN
FER NEER 0.5mg, &FH 2k, HZE—IX 1~2mg, &H 2K,
(2 EAEA ]
g E R (S
FER T iks e RER 2 YT

LT AGXS ONS B FZE5Um, 5 HE R A 248 259 8BRS & RN LB H

e B BRHENH

AT RERS PUL e 2 AL E 2 L EEh I A .
Bl R ILERZY

TR AP R AT A I 24, R B I PR R SRR I s
R AT

FEAIATTT] TR FF R ARSI & 20RO LR, AR TR — bl ot 25 W i) T g
HOEARSN IR (SR OEEFD O .
FEK QT [EBHKIZ Y

Rl T B A R AT SE A QT [R) I F) 25 i B2 28 1
BB J1 R A EAE A

EAZI A it IR o
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R 22 CYP2D6 1R, D EB4 CYP3A4 AR FIREER [ s A 9- 32 -
FIEE A2 P-FEEE I (P-gp) MIRA. B CYP2D6 i M IR B Z /175 F CYP3A4
F/EL P-gp VEPERERA), AT RE R B BEHURS #1501 25 K30 702
3%k CYP2D6 7

A% i 5 5B A4 CYP2D6 V)4 I FH 24 PT RE T v R 5 o ot ) ML HVR B2, AR D T R
S5 R BRG0P A  MLSRMR B B i 7 (R SR AU CYP2D6 1 1) W R T v AR 5 A ol
PR R EE Cn, B PEYT, RED o H4FFARER R A I A2 P T B T R AL
CYP2D6 i3], JUH R I m i, B RL 5H PPl A 77
CYP3A4 F/5k P-gp #5571

A b 5 5RRL CYP3 A4 F/B P-gp FI 57 & I FH 24 T I B T vt R 55 e 0RS e 8  seAr
MR o 4 TFAR B AR 1k I8 A it e MR B B 38 AL CYP3 A4 Fl/L P-gp #IAHIFI, &
Wil 57 BT PP A i O 7
CYP3A4 /=X P-gp % F7

AR b 558 CYP3A4 FI/EL P-gp 75 577G I FH 245 1T AT R 5 B 470K A i 2 s A7 14 1L 3
WRE . UIFRECh A I R S PP B B R CYP3A4 FI/EL P-gp 175 3RS, &R 8
PR N bl 8
5EARESENEY

LA S EASGEENAYEIFHAN, TR A IR S ML R B .

LIRS, R A RS, DRI A A ] B 75 2R B A1 R .
JLRINEE

HEAE R FUE RN AT o MANTE REAH DG Te 45 5 ) LR RS M AE Sk
e

A RE 1ALV LR AR LA FH B 5 B S5 A LR FH 25 51055 0 R
HEY:

o R, —FhEE CYP3A4 FMHIF, R A AR it RS A ORI 254K )
o FIAEF, R CYP3A4 5 FHIFI P-gp 5 77, FEAR 1 5 B HURS # 15 P e 1 i

R
W ER TSR
o ZHURFFAUNEAA, IR CYP2D6 FI CYP3A4 JEEA, SXof 5% M B i AR 155 R 70K A7

T R B 25 K30 0 2 T IR R AR DG o
PR Z -
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o REBPEF, —FhER CYP3IA4 A P-gp 5350, FRAC 1 35 HEURS #0098 3 M R 1)
1 2 K o

o FEMEPERERTR AR TR A R 0 AR R RE R AR 5 O BORS A0 E E B 5 PR AR )
FIFHEE. Pk, 2 EAE AR T RE R IR .

o RN TN R BRI IR 1) 254830 70 % T KA SR

HEEZ:

o GRERERME, —RhoRR CYP3A4 A P-gp fIGH, HAREER &Y 2~8mg/H I, 200 mg/H
R P A ot R A SR 5 PR 8 T e R A7 1 ISR FEE T v T 40 70%

o FEpEME, — RS CYP3A4 FI P-gp HHIF, 200mg/ [ 715 (1 FE T w17 ) 355 6 24t 14
M3 R FE AR T 9- 32 6 15 R ) 1 2 R

PUBHPIRE:
o WyMEWRSE, RIRET R EE B A A IR, BN 2 T v AR RS 1 3 P A R
HIREL -

o BASZORME, —Fh CYP2D6 FI CYP3A4 M. FIBEHH J 77 ey 5 77 AN Mer e S0 e K FLs
PEAR ) 23 SRR SLUR I A S AR 253D 1027

o AECP: MRS AR AT R RR A TR R

PURERS:

o ERAMENEI: B R SUESSE; SR, BUARIFEAR T 2983 CYP3A4 il 7/ 55
2 CYP2D6 |7, AFLHR 3 ANRFEHS 53488 R E 11 Wl 1 75 v 1 M55 R A 1 i
PE RO IR T i

B-FELAH 77

o L B-RR R RE T R IR R SRR, AELAN T R AR e 3 2 I S AR
.

538 18 REL5 -

o YERIMFCK, RS CYP3A4 FIITHIAT P-gp SMHIFR, T 5 M AR R i SR R B RS o
T e AT 0 AR P

PR K

o MIBEARDX I R o 2B 0 S T R AR S

2lZSilE

o BRIER: RTEIFMEARERINZERAEEILT R TR (B GEEFEm] ) .
=)7K Y/E

o H-ZRFEPH): FEBKE T HERE T, B2 CYP2D6 A1 CYP3A4 B 53R MHI 7, BT
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R 55 ] B4 ot ) AR R FE R, BRI BRSPS R i

il

o FUBEERN 2580 70 T I AR A S

SSRI M =FF LMK 2 -

o EIEVT, —FhERRL CYP2D6 HMiF, Tk 1 AR S LR R, (R B TS R R
WA A 5 1 R A7 P IR S

o MFVEIT, —FhRAL CYP2D6 HMHIF, ThE 7RG N R MR RS, SR R A
20mg/ H I, 5/ T v R 5 B B0RS oo 0 M A P LR B o ER, B v A R
T T BE T v A 5 BRATORE Ao 0 1k B A R

o ZERHUIIER 2T e v R B B P LSRR RE AR T 3 AR A i P B4 0 I
AT o K ARAN R M 1) 5 R s s #4008 Vi 1k A ) 254K 0 27

o EHIAR (—FRESRL CYP2D6 HMHIF)D AEARYPET (g CYP3A4 7D & ik
100myg/ I, 25 S50RI 55 B 70 #e03 Vi e e (09 B R AR IR 8 S8 f o (B2, 2
B AR EEAR YD W) & & T 100mg/ HINF, AT ASER 35 RS 5 0% 11 R PRIV B2 T o
£ N ERGYXHERZRE SRS RE R AREERS (ISR REEMN

A EPSE
HHZY) EEELPIE S SIS PERR Sy CRIEE | FIESER 25 24 4
Fi+9-F2 L - 15 W
HiD sz CHufE
*)
HHZY) 5 i AUC Cinax
i (CYP2D6)
177
T 20 mg/ K 288 3 mg, &H 1.4 1.5 HPEN L.
2K AL 8 mg /
Ko
W% pEyT 10 mg/ K 4 mg/ K 1.3 - NS .
20 mg/ K 4 mg/K 1.6 mﬁﬁ§?8mg/
40 mg/FR 4 mg/F 1.8 )
ity
(CYP3A/PgP
HIAD S
7
D liRE 573+ 168 mg/k | 3mg, BEH2¥% | 0.51 0.55 . AR
e I R )
I E
fif (CYP3A)
) 77
wHEeBT 150 mg, ®H 2K | 1 mg BIRGZ 1.2 1.4 TG 5 AR =
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PEIK T 400 mg, BEH 2K | 1 mgHiR&EH 1.1 1.3 TG 5 A =
AR 500mg, ®H 4K | 1 mgHikA 1.1 0.94 7o i VA B &
FAh 254
B oK 5 A 50mg, #FH2®% |3mg HFH2®& | 1.2 1.1 T T e B
XS TS AE AL
(2t &]
PRAERTREIR

MBS VR SRR, NS R B A R EAME SRR E K.

—RORUL, PR IE R B AR A A 3 D SL 2GR Y S AR T, 45 AR
AT EARI . PLRHERSN SAEIR. 29Pd i, 84T QT [AIIRE AR R . i
A S I PETTIN, AT dmH  T Sd NR 75
b5z

RO, NYERFUERIEY, BRI AT R IFRE R, BN RS TR TER
AT, FERSL BIBEAT O IR I, Hrh O RRES O AL B I, DUR BT BE B A
RHE o ARE TR E MR Bk, NOR S 2 ISR T MR S AR A 1 R il m] R
FBKERITR, B T A 22 25 Sl AR N LA 1. — BB B HER SN AR, T
245 FHURERZS AR NKR AR RF AR AT 3 D) B B 7 I A 7
A

W ARAE BB R 22 Gt FC R 15 R P98 AR A S D0 . BRI PR 6 2R DL B8 24547 R e
EIERME A RAZ RGN, I H I T A IR LRI P X 2 R GEiE 204 |
IR 2/ Bl SOt . R, RO 25T 52 0 S AT TR TN, JRxS it
R B A B 1R B P IS R AT UM (N BN 2 k. s . R4 .
R

T ARAE B BN S 28 GET U 15 T A0 A i 24 1k A P R
[ R ]

1. FErh o 2E
B9
FLIT 2K

FERTAF 5 DSM-ITI-R AS 1 73 ZERE AR 1 A A 11 5 R85 1EAT 10 4 T ) (4 22 8 J) x i
wEg T, UEW] TR A ST R R RURE 1T 2L

FEIREERE O, A T LA SRR T EOR VPR A AR AR IR, o (1 fa] IS 15 VP 2
B (BPRS) ffeg LT PP A 1 2 ZERE 25 iR 7 ROR B AR FiR B 22 2 2k H R
BPRS At st (MEEREL. ZIEAT 0. ZRENRE BYE) K H T VAl s R A #oh 0 20
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BEMRAE TR, BTG R IEK SRR (CGD , 7] RUR B 3SR W %%
G CRRATRE 2 ZURE IR I 0 B3 SR IRRRZS BN G tb4h, BT BH A G Mtk
F& (PANSS) DANIPEIEIRPFERR (SANS) .

BT I

(1) fE—00 6 Az RARRE S (n=160) , KFIREFERHC ERmE 10 mgk (55 H 2
0O, FEEEILE BPRS &5 LA BPRS K BT AT AL T~ 228457, JFE SANS J7Himg
T =B

(2) fE—T0 8 A =RF IR (n=513) , T 4 FhEE = MFEE (2 mg/ R, 6
mg/ K. 10 mg/ KAl 16 mg/ K, FH 2 , 7E BPRS &4, BPRS FE#HRERA CGI /= HFE
JEVEY TR, BT 4 DFIESERAS T 250 3 M m A E RIS 417E PANSS Bt/ &
ROTHMR AT 2R . e —SBUR A RbR 5T BE YR BT 6 mg R4, I HAR W &
FIE TR I E .

(3) fE—T 8 EFEKIRIEH (n=1356) , MHT 5 FIEEFIEMFIEE (1 mg/K. 4
mg/ K. 8 mg/ K. 12 mg/ KM 16 mg/ K, #H 2 k) , £ BPRS &%) BPRS K A Al
CGL ™ EFEFEVE /ST, 4 N R R T | mg FIRFEHA = . 7E PANSS [FI1E 45>
BEE, BAEFERART 1 mgl. 75 4 mg RSB — B0 P R .

(4) 5T 4 Ji 2R B B LLASRIG T (n=246) , (] 7 2 il s I B RS (4 A0
8 mg/ K, #H 1K , EJ7%IE (PANSS E/0B&{E> 20%) . PANSS 7). BPRS H#H5
B (JRE PANSS) 45)LI0 PANSS $8F5 7, 2 MFISEEIA M T2 857 4H. 8 mg f&#H
45 SRt £ T 4 mg 7R B4 .

KIAIT 2%

FE—THIIA T, 55 DSM-IV RS2 RUEAR I HLHURS #0098 251076 77 14 B I R AR
E B/ 4 F1) 365 BN T 112 EE BN BL 2R REE (2~8 mg/ KD VAT HEIEMEXT R 24540,
ML 12 2 ENMERIEN. IR, SHE0E MR 2 BE AL, B2 REERIG T 1

I NNESS N D e
JUEE

FE 2 T (6 A 8 JD XUE %t BRI Hh e B 1 FIBS i B TR 97 13~17 & D AERE# 4

ZUERT R A BE TS DSM-IV RSt 2UE L Wibede, NARASMERIE. 1255 1 3
Rt (AR # D , BBEFMISECES 3 METHZ —: R 1~3 mg/ RiEH (n=55,
PRSI E= 2.6 mg) ; FIREEH 4~6 mg/ RKFIEH (n=51, “FHBEFE=53 mg) BxH
R4l (n=54) o TE55 2 THRS T (WFFE#2) , K BHBEHL BRI FIRTET 0.15~0.6 mg/ K&
H (n=132, “FIIBESHE=0.5mg) BFIFE 1.5~6 mg/ RilwA (n=125, “PHIBEFE=4
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mg) o EFTERGIT, TRAWIRIETEAR 0.5 mg/ K (HIFFH#2 ¥ 0.15~0.6 mg/ K&
HERAN, AIBFIEN 0.05 mg/ KD , FHERZAN 7 K€ R HisflEiEH. b5, 3% 14K
IS, K R B I 2 R 7R R L N R B KT B2 50 T I TR I 2 T AR RS2 PANSS
TGP AR LR (AR, o

BT 485 FHIE R 7 RIS EA BT A R AL (1~6 mg/K) 52 BFIM EL )T %——@ 1T PANSS
SO PR BT R 13 mg/ RAVEAMEES TG #1 T 4~6 mg/ K&
SARML, FFHBRTHFRH#2 P 1.5~6 mg/ RFEAIEL TR EFFFH#2 H, 1.5~6 mg/
RANEART RS F R ERT 0.15~0.6 mg/ KFEARITH. fE&T 3 mg RWFIET, K
WAEAA ST RGN .
2. BUHBE—RIEIT
A

FEXFFE T B i 2 MBI BOR A 1 R VE DSM-IV FRER N B FEAT IR 2 Tk
(3 J&) 2R s, UEB T R A T S O BOR A M R AR T AL X A
oA B AR PR RAE Y 3 .

XSS TP BRI R R R I E R (YMRS) , HE2—Hias 11
N EMIERPEER, %5 LA TIHERARTERE (BB B8 / BGEAT 8. BER.
fhemik. BE. WG, X, BT/ BYEEg. BENE. REMEaTD , W
TWHEN 0 CEEBAFIE) 2 60 (Bmsr) « XIS I T ZEE R /2 YMRS Ko X R 2R (13
o RIELE R T
(1) FE—WUX PR ESERAE BF K 3 1 2RI T (n=246) , ¥ K& HHE 0 77 & Y
N 1~6mg/k, BH 1K, EEFIEAN3ImgR CRBRERIEN41mgK) , TEREIK YMRS
ST, RIREER ST 2 R
(2) FE5—T5 3 JE 75t kg (n=286) , ¥ M IFIRIEEAN 1~6mg/K, fH 1K,
EAHFIEN 3 mg/ K CRYBEFIEN 5.6 mg/R) , fEMK YMRS &5 J51H, FIREEIST
GSenip
JLE

FE—T0 3 JH . BENL. BUE . RGN 2t B, RS 7 RIEREVG ST 1 B0 s
W)L B D FEBRE AT R BB ARy 10 2 17 D1 1T BUIUH RS S s &
PERVEEE . BEEBEI DB 3 MEITHZ —: FIEEEH 0.5~2.5 mg/ RAlEA (n=50, ¥
ST E= 1.9 mg) ; FEEH 3~6 mg/ KA EA (n=61, FIHEHE=4.7 mg) SLEFIH
(n=58) o FEFTAMBIT, WHFRAMIEHEFER 0.5 mg/ R, FEAERLAE 7 K E %2 H AR
VO, 7EEE 10 RiE— R0 E G N2 B bR S E N BRI 527 & . Rt H

= A
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TR YT R0 £ EVP 4 T EJE YMRS S A B2 11K, .

S TBURIF 0 1) 225 SRAIE BT 17 M) 5 I g A 7 4 5 2 TR EL PR T 3L
PEARHBT BT AL 3~6 mg/ RAEAHR EHESHIITRE 0.5~2.5 mg/ R EHAMBL. fE&ET 2.5
mg/ REFIET, R IAETTRIG &S .

3. FUHBIE—AVE MBI TIE SR IR H B A H 4

FEXFFE T RXUHRRERS DSM-IV bR SN B8 AT 1 B0 BRSe o, GER 7R3
L4 R BR RRR BRI A I 25 R 9T S BT SR A M R AR T 2. LTRSS Hh L T Bk
RSB R DL BB PR IR 1 8 .

(1) 7RSI 3 A RIS A FH 2500, x4 $h sl A R 2k VA 7 o 78 2 Pl B
IR TERAEIERI 148 B BEE] 112 B E BEAT TR AC, B2 IR0 . 22 R0 s et
B2 (A& HERRIT) « ERK YMRS S0 071, FIEE (FIEGEN 1~6 mg/ K, &
H 1k, EIEFER 2 mg R, FIIBESFERN 3.8 mg/R) BAHIENKRE GRTHE
YE 2 54 0.6 mEq/L % 1.4 mEq/L; B 50 meg/mL % 120 meg/mL) K97 800 T4 £ 8 75
IR ER B ZGIRTT -

(2) FESB I3 . 2RI IR BRE I 25atiarh, 8 Eh BN R #h VR YT ok 78 742 i ik
FEEREVERNEIERIN 142 BIABEE 12 BE 34T T BEHLAC, sz R REm i) (kE
HHEARIT) o fEMK YMRS B4y 75T, FIEE (FIEJEEN 1~6 mg/ R, &H 1K, &
GREN 2 mg/R, FIIBEFEN 3.7 mg/R) BAHEE. WRRSEH RS GRITHE
70 [ 23 0 9 EE£R 0.6 mEq/L 2 1.4 mEg/L;  NJKIRER 50 meg/mL & 125 meg/mL; R 57E°F 4~12
meg/mL) [T R T EL . IR #h B~ T PE~F 259097 o RIS I i) w] R R IR 2 R
Ty P55 3 ARSI A 9-F2 RE- R BE TS IR, S EORIE B A 9-F2 R B MR T8 97 7K F-.

4. PMAEAESRK) 5 #E

FLIATT 3L

FEXFF & DSM-IV JIVHUERRAER ) LB AN AR (52 16 &) BE AT 2 T 8 J& 22 /&7
o FEREG b, UE B R VA T JIMAE AR 5C 1) 2 e K97 2. Herbr 90% LA B S2 il 12 %
LR, KRR 20 kg (16~104.3 kg) -

R 2 AP ERDFN TITRG REATARAR (ABC) MIRKEANR - 4% (CGI-
C) ®EFR. WIHRE I FEL BRI E ABC HHETER (ABC-D KIIELEL LA,
ABC-I T EFRAETE [ IMAE B MAT AR, GFMab N #os B0 FH . A EERERA
THE YRR SRR . FEH AP —T A, &SR CGI-C 1T £ 2 & R B Riats.

IX B (1 25 S
(1) 751 8 & 2 RFI R T, 468 5 & 16 X [MIIVIUE ) LEME DE (n=101) 852

@it YMRS #r5E

29T



S
S

22l

H 2 Weh%: RIFASFIEE 0.5~3.5 mg/ R CREIEMRE) o FIHERMARLEFEN 0.25 mg/
KEK 0.5 mg/ R, BURTELAE (<20 kg M1>20 kg) , FFHE EAIRARTT R07HE CPE
BRIEN 1.9 mg/R, HMT 0.06 mgkgK) 5 HLEFMIL, BEKGET ABC1 TEFEM
CGI-C &1
(2) fE5 T 8 iz ARG, i 5 & 12 BV JLE# (n=55) %2 7 Fl;
fii 0.02 % 0.06 mg/kg/ R, FFH 1IKREL2 K, RIGHIER 0.01 mgke/ R, FFHIMEEZA KT
BRI CPIBESTIERN 0.05 mgkg/ K, 4T 14mgR) ; HLREGMLL, RESRET
ABC-1 T8R4

8O3 BHRI R T 6 B b, BEFL. WE. EFE, BT, EEAN
MUE (1% DSM-IV ARdERE SO A S AR S T MR 5 2 17 22 EH (N=96)
PR TR TR RS R 7 SR 2 4k o 20 T7%M BRI N T 12 8 CPISERR=9
), 88%eHth. KEZHEE (73%) MIKRE/NT 45 kg CPIIMRE= 40 kg) . £ 90%[1) &
FAERENBI T R A I HORS #1529 o

SHFFIEEE, 2 METARENE TR (RREMEFE) T REN 20 £<45 ke
Mg, mAEAREH 1.25 mg; XTRE> 45 kg M, SHEASH 175 mg. XFTk
R 20 <45 kg (B, GRS 0.125 mg: X TAE = 45 kg R, (KHE R H
0.175 mg. 7ER FHHTRH—RE 2, mRRAERR, NEWR BA2.

FET R R R 6 AR R AT AR AR - I TEX (ABC-D 141
B WEFCUERA T R B R B 1T 30— @1 ABC-1 VP4 [Py Ak i 7 3. A IE
RS R IS 19T 3. T4 (n=35) HIPIRELL ABC-T W92k 29; FIREEA(R 7 &40
(n=30) ~27; FIEEEAEFIEH (n=31) K28, ELEFMA. KAEHMESFEL, ABC-I
VRN A3 0 -3.5 7.4 Fl-12.4. @il EA Mg Rk B T Gtk R34 (p <0.001)
RARFIEH KA EE R EME (p=0.164) .

KT 2

FE— T 8 FIME AT, A 63 BB G AT AU E K, Besz i 4 546 4
JIRIERE A ST LR T S TR I 90 B2 1) B EIE R 22 D o R —FFiicikia
ST, BERR TR HE 1.8~2.1 mg/k (HH24T 0.05~0.07 mg/kg/K) -

TE 4~6 N A WIFFRUEIR T IR CRISZ) 140 KD X FIREEH AR RN S RN I 3 (OB e
SN ABC-1 FERKE 25%, LK CGI-C T4 “RiEckE” 8 “deH RIEMaE” O, 484k
7E 8 FAXUE it 7 (63 il i3 i) n=39) BEAL /AL 4 2 I EE el 22 B 7R . B ST i 2 e
ZA TR R o S BORWIIT LR (n=32) MIBERHET 7 UG THRIRII T 00T, 45 AR
S RGAAAE, RIS K B0 K. BT a R, BT eguEs r ek
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TR A G B EER, TR 2k, Bk R ABC-1 FERMEH L BIE
3 25% CSHENLBBTIT B 1 FEZAHLE) .

5. 17 RS

JLEE

5 BV T PURLAT IR 28 P IO 22 B R0t AT 78 T 453 DATESEE, X IURFE 7T N
M7 228 i 5~12 B EA UL FRRER EE: 2 DMS-IV 2BrahELIEAT ARERS (DBD) M
LGN IDIRE, SURE BT EREMR iR / I kG . fERX I, fETUSERE R
FEEZ S (EVEE 6 A, Nisonger JLEAT NI EREE (N-CBRF) AT M) 8l 1 &£ ITF /4L
FLRRARAL) 7T, FIESER 0.02~0.06 mg/kg/ K & LT B o
(23]
2R

FI B BR & — Pl BV B B REAE B, W) BHT. 24K Do 324K, ou Moo S2ARAN Hy 244 SE AN
HiE. SMHEZANERPUEM, BE5. X 5HTe. 5HT A1 SHT. A RS P RISER 1, Xt
Dy FSIRIE BE UK Mo AR SRR I 55, X M ZAKRERB KB ZARTCHRAN ]

FES A 5 HEVR T RGP Ay RERE 25—, IRITRE RN ZLRE ONLE MANE R . I
HRITAE AR D, 5244 B SHT. SZARTE BTG UL 25 58 o %) D2 J& SHT. LA E 2 AR 5 44
F AT e B R e AR A R
FEA

SN

FIEEHA Ames 56, /) Bbk 2RGSO BURF4H M DNA B 50, /)N B N ok
B REWSAETERSIEEOERE . RSN Ik EL A A O B A G o e A B0 38 A B A

AT

FE=I0 Wistar RRAEERIEIRR (WA E 5 R HIRG K § #BtERm i — o A0UE
FEEEMERE) ., SO TR 0.16~5mg/kg [PA mg/m’ i, A KHERE A&

(MRHD) 16mg/ R (ZW, [FREAE]Y ) 11 0.1~3 %], HWTHAT N, EAHHEE . %
WA R AR T EPE R, UORPE ORI K R 25 250 2E E 0 5 R IG K 8 e s AR 58 31 %
AT AIECI . Beagle RINEIS MRS T, £ H45 THRIER 7 &5 0.31~5mg/kg (LA
mg/m’ 1, 79 MRHD f¥] 0.6~10 %) I, K&F1% 7 SR EE TR, ARIRIFIE N HLIF 52 B K77 & AR
RUEBEAS: 1225/, ML BEACE S 72 H0TE RS, B TR REER IR

iy 5 JC RN 7 o

H310



£ SD e Wistar KBRS IRIG-IG A R B 3, FIR5E 28 1 25 257 &4y
54 0.63~10mg/kg~ 0.31~5mg/kg (LA mg/m’ 11, 435124 MRHD ] 0.4~6 fi5. 0.4~6 f5) , KW
R HORAEH o

TE = TR BR A T8 A 10 (P9 00 ] 7 0 2 1 R A — T 2 AR A B A PR 0) b, R
LR 2R N 0.16~5mg/kg (LA mg/m* i1, 43728 MRHD 1) 0.1~3 £5) B, KERMEFLIART 4
RYAFFETIEIN . A B IfIX LU S0 T2 B T X B AT BAIAT I B AR 3 R0 BRI 5 0 T
Bl RHEKRYAFIE TR R & . E— D= R, 2. 5mg/kg (LA
mg/m’ 1, 24 MRHD ff] 1. 5 £%) B KERLAFAE 8800, £ —BURRA RFRikgt, X Aa e
AT B MEAE FH RN AR RIS ST B8 >« SRS ECE N, 425 RER M40 AT H 2Rk = %
K. SLob, TRHFRBREXITR, SRS A S — RACT . FBEE S RAAT
NVTREAT IS, B RSN A 7= 1T Hh 45 24 B AR TR AT I PR S0 AR AR IS (L3
1~4 XD o XEEAERIIIFE bmg/kg (B mg/m’ i, A MRHD (¥ 3 £5) FIER L.

b B GiBN SRR LS SN R s N

Fom i

MR RBRBEIE S TR 0. 63, 2.5, 10mg/kg (Lhmg/kg tF, 7374 MRHD ]
2. 9. 38 f&%; Lhmg/m i, /NEFHIESHIA MRED [ 0. 2. 0.75. 3%, KIS 59 MRHD
0.4, 1.5 6% , 252309 18 MHM 25 N H o MEVE/INRRIE BTN & . 4
TR, WV R AR L PO SRR P S TR /N BRI A R SR LR L
Grih 2 S RS

PURS 3 2490 ] (i U R B 7L KPR . ZE 35 R 80 14 6 b AR ) 5 1
ALK, HIETIB MR ERIGT, 22 145 -5 3500 1 10 oA [ 758 0 0 5 i T {0 BN
RRIHEFL R ACE ARG T &, s 2T 5 2 6 . HEhuhim 2K g 2
I, FEMGURBI R BRI FLIRR R AR R I, IR R AR
So TEMEUR BN EAEFLER AN SN 2 IR R (R A 5N RS (R AR DT AN 4

HAts 4k

g R 40 FEEEIRIG P, S04 TRIESE 0. 31, 1. 25, 5mg/kg/ K, MERB|HKE
N FERRAR, JCRMRIE N 0. 31mg/kg/ Ko WeAb, FTAA 77 & 2H I e AV 2 S5 W 5 21
FAAGEIR . TEAZ 25 12 FIWE G, MM RS & SR BUE AR A s HH h] i
B

g KR EEMEIRIE T, T 12~50 HEEE DA T RIEE, (/MM Bh 0 - om 52 1) n] g ok
2 A2 HE, JoRemFIEN 0. 63mg/ke/ K. fER it 1. 25mg/kg/ R, R WX
GAT NBUER R B IR
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[Z4H3) 7141

FIRFERZE CUIRE AT B 52 &I, IRTE 1~2 /N Y IE B I 259K B Ve (8,  HIRIRAS 2 &)
s, DRI R] DL IR B S B R . EAR A, FIBEEEZE CYP2D6 AUk 933 5L 15 i,
Je# SRR EA A AR 2GR T o FIESER-S 9- #2315 I 4 [ #4) B AS (o URE #0995 6 R0 »
F B HEAE AR A 9 53 40— MRS N-R B . RIS I TR 8 3 /N it 9-52
FE R L e i AT B 2 S O 24 /. RO ALE 1 K PYIE BRI B ER (1 R
&, &k 4~5 RikF) 9-FRIL-FIEEAMRRZS, TEIRTT ARV A, IR ) 25k B 5 45 245 77
BRIEL . ARGMIERATTIRIE S AT, AN 1~2L/kg, fEMEKS, RIS A& Ka
BREER (IMILE &, FIRGERI M2 2R (145 6 RN 88%, 9-FAJE-FIBSEA 1 2 R 145 &N 77%.
25 1 G, 70%M A SRR, 14% 254 SEHE, 2 JRARE >, 35~45%
IR ER AT O-F2 RGN, AR ONAREIEASY . — DA & RoR, 2 EE T D6
AN R TR i sV R I MUK FE R s, T i RIS B 3R AR A R R A BRR 30%, 7
B DhREA 4 RN FEAR 60%. AR I 3% i FEAE T D RE AN 4 8 TP IEW, (ER M rpop) 55
B 45 B30 PRGN 2 35%. FIBSER 9-F2 56 FIRE A Lo Ho & HURS #hows i e AR i 76 ) L A4
NI 243N 715 5 B AR L
[0

15~30°CIRAE, 2115
(3]

i EUR I 2 R IH LB, 30mIAf,  100ml/fk
[(HZ0H]

36 ™M H
(34T HrE]

7X20160368
(5]

[ 241k 7 HJ20171343
[Zm LA Al

4 F: Janssen-Cilag NV

VEMHibE:  Antwerpseweg 15-17, B-2340 Beerse, Belgium
[A47=4r]

k4 FK: Janssen Pharmaceutica NV CELFIS 4 #R #1254 =)

A e fihk: Turnhoutseweg 30, B-2340 Beerse, LI

G 5iS: 32 14/60 21 11

FEH 515: 32 14/60 28 41
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[5340]
M FR: P AR 25 R A A
ArpE L B AR P 22 i R X R R L B U R 19 5
MBI i : 710304
HIE5iS: 400 888 9988
FEHSMG:  (029) 82576616
WhE:  http://www.xian-janssen.com.cn
[BEAFEA]
SRR PRI PR A A
T AL B P 4 T 22 R X R R L S B U 19 5, RIS PG 22 T R IX
reHT L 4 S E Fr 17F
HEE WD : 710304
HIEAMEE S H5: 400 888 9988; (029) 82576616

P3E:  http://www.xian-janssen.com.cn
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