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AL ok MIEEEART O-FRA R ER ] 22 ALt il DAL, FEAGAS W45 I LI Lo e,
SN2 FHZGIN, R RFZLMESR 1 T AN G AN 28 ) L3 B T 0 R IR R 6 A 0 fG
[LERZ]

A SRR <12 % [ T R 2 A VR AT 28 1 AN

LT DFEARE AR, SO IA S O BEEE A . AR R 25 A A e
oA X SR BB E R -

P TR A v 7L 3R IURE 7T X 5 /D SRR AR R AR T RC R, P AR RE R e PR VA7
BERIN NS, OIENES . RE. PR H LI RENIN LR L2 1 BB OR
SN o

FERESEAS i T I TR), S0 St B 1 b ZER DA S e iz sl b (R A 2
[(ZFERA]

£ 114 AR RUERZIE (FFie>65 %, Hrp 21 (L& ER>T5 ©) BT 6
TR B TE R XA ) 22 A E . TR SRR ROEAT V. BT, Rl R THRIER
WA S (3mg~12mg, —H ). 1o, DH>65 513 E SN 6 J4 2B T+,
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JRAERE I > RO A E 2 T I E R E I A S (3 mg~15mg, —H—%0),

SR, A S A RIRR T2 E T (n=1796), WHHRZ T A BZ RN
ZE, HA 125 N (7.0%) F#>65 5, 22 N (1.2%) Fi#>75 % {ERLZE FFR 2
N, S LR ERB 2 B AR R, T HEEZ AR S, HAb RS
e PR 28 36 A0 AR S /s 0 T I 2 SR N 22 5, ARG VR I i e o A R L s v [ 2 U

CANZZY) T 2md e, Rk, hEEERHE SE S HIERE TR (4 (410
) FE D, ZHREERIRS YRR, BT 2EEEE S HIE IR TR, FLTER =
i, ARATReREMINE IR (4 DT/ 2 D.

[t EAER ]
2% i of FoAtL 259 i 5

% RSN FINRER F ZE A RGUER (A LR D, ARG RN At AR
FIVEZG ARG A AR IR 2> 15 B0 7 Jie 22 A0 oAt 22 T e Bsh 7RI VR

I T IX ST 7R VR F 23 S A B LRI, DR IR TE AR it 45 FeAt B A FH I8 7 245400
—[FEE AR T Re s I BN (A & FH DD

A IR A AT AR CYP450 [R LREARE 25006 I, FEA T &R A BAT IR 2%
BRI EAER o FENJHBORLAAR HEAT AR SIE 78 s, AR IR IR A~ 2 B3 2 4 ) 200k
3 CYP450 [FID)BFELHE CYP1A2. CYP2A6. CYP2C8/9/10. CYP2D6. CYP2EL. CYP3A4
A CYP3AS LA 25 AR o DRI EIE R R A T390 A 2 DA B A i R i S 77 A e e 5 4
BARACH I ZGYHTE R . ARIIREE U AN 2 7= AR A AR H

FEVRTTIREES , WARINRE A 2 H0H) P-FE 1, SOUAS 2 DURAT I PR S 7 3] P-iE
HAN SR HABZ D EE

S R EALE AR ELAE FH IR AT BEPEARA

ERESFETIES TAM (12mg, & H—U0 FXA RN 7 (500mg 2] 2000mg,
FEH 0O AL N IR E 2R3N ) FRads

IAEAE N EAT T 2590H HAE B
FAh Z5% 2% s SR

MEFIWREA A& CYP1A2. CYP2A6. CYP2C9 Fl CYP2C19 IR, $&/mANTT e 51X Lefi iy
5 S A ) 70 A A LA FH ARSI E R, CYP2D6 Al CYP3A4 2 SIAFIIREH AR MR D
PR ARIT TR R FE X LE R AR F AR 2 PRI, FE ST B o AR B — B0 . 1A
ST, WA UR B 2 —Fh P-gp R4

IEFIIREA £ CYP2D6 HIFEH N RBHT AR (S [25/C5) 77D, HEAERZ A E
BEAT AR ELAE BT AL, R4 T 557 3 mg AR RN 45 T 20 mg/ RAYIA 2 PEYT (5% CYP2D6
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FHIFD, GRER, £ CYP2D6 s, MHAIRER 2 5 & T 21 & 16% (90% CI: 4,30).
B R R A S PV T REAT T o IRPRAH R E AN 2

A BH— 5R5VEF 200 mg CEHPIRO B AEMARIRET P FE Coax A
AUC PR K 37%. L FREAEIR KAREE BT REZ RN RS PEF% 3 B Ik P-gp ik, IS
SO FIWRER B LTS bR R T 35%. RAPFEALABRARIR D, RITES R VE-PECH A, A Hx
AR ) CYP AR E A0 FH EE R AR /N e FF46 I8 PR T G-I, o7 3 DA A it 7
WA T, NIIFRIE. MR, FHRDEER, REEE AR, 0h R, Rk

=

Ho

FFRE A 12 mg SXUNRIRMNGRE T (2 7 500 mg/Fr, B H—U0 B S BRI IKER
Cunax M1 AUC N2 50%. 5B FREANS, NAEIRRIF 25 8RR fh &
SRMXEAREEN

FEtiaT 2y (R IR S5 IAAIRER IS & 60, s e i — R el 254, wl g
BUEASN SR B (S [EEFHTD-

(it &)
i R 2 5y

IEFIIRER 25 E S U R, AL BT A il i i A Bl & R, Al
IS 405 mgo MEEEBI A ANEAER O IRHEAR SN RAIRAD ARG . FAl AT RE Hh B A AAAE
ARER LG ERIWRAR 00 245 B 22 AR P R BUATEATIEAR, BN R AN GRS 0ol AT i
J VLK QT IR HIAE o A7 AL I ARE R ORI 243 L 7 i FH e P o 3l i S T 2

1R IR P ) 5 D 22 (R A A 4 R RS P A 75 ) 25 Wi B B0 2 MR
IR EIINESEY/Euns sl
Ziyd B Aab

H RS TR A e AR AR 2R 25, Bk, — BBl &, Mg 7 S S RETT,
HHATE VIR AT, BERRERE . EHNAIT 2R RS RGO, N5 2 5R
RIRFIE, TR 25 RE A 750 e 22 P 25 A ]

ISR B, RO SLIF e UIEE Y, B ORAT A S AE T MRV E (W
REFRRELR, NAREET) UL EREL— R TIE1ER WM.

W)L B P SRR RO AT B SR ISR 7 FRehG 1 s B R] e 2 BN S8 A (R 1T 5 20
DRI UGS o

RNZBIIFAGSS 0 U8 W7, A AR AL I, B R AT RE LA DR . RS
T YUK E YR, B, SUEARIRER 25t B B IR R B R
MZEE T 2 HILRBE QT RIMIEKKIER . AR, IRFIEHT o S2AARRH WAF % th v 5E 2 fiin
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FIWRER IR ARKS, FEURIMLE .

N3 b 3 24 1 TR A AL B AP T oy, e PR L A B 2 2 CR RS S |
MREMZ O, SUZRAWR B WO R EARIREH TS o PHWHERH LR
JEDo A I E A AR SN RAEIR, A TR .

il ]
FRA

TEFF G DSM-IV FRiEIAEZ AR # /0 2UORE R (BUAE, PR 37 &) PilT I =T 8
FUREREAIE XTI (B 6 Ja [ e M iR h ifar 7 A (3mg-15mg, —H—%) %
AT R U T MR SE L ARER PERRARDE I . =I5 78 Hr ik 7E (77 B AL HE 3 mg/ K 6 mg/
Ry 9Img/R. 12mg/ R 15mg/ k. T8 ke, AFERGHE.

K FHBH MR EERE IR 558 (PANSS) VA HIT AL, Horh PANSS J& i /NP 2 4 i i %
iR, afHFINBEYEER . BRSNS i R R R AT . T B
WAL AN AR AT (PSP) RPN IT L. PSP L IGIE IR PR I 2, WA AR
e ThRe, FEONH S EARES), A LEMYS, MM R. BR~BER . T
PABE AT A

TEATA 3 WRFFLH (n = 1665), B IS4 A S TE PANSS P4 7 5 T 7).
P AR P E R LR L, BERA T, B E a8y R Al
A SHAE PSP J7 AR T 22 B

NHBELHW TR B AT e OB H T 65 &) B2 S BUR B2 57 1
UEHE o TG 78 43 BRI AN R R e 2 18197 200 22 5

ERIIALE S, IEFEFFE DSM-IV b, P2AEIGIR RS GE CH PANSS 1143 <70 BiTiE
PANSS k2 &3 5r<4, I HAE 8 XA ARG W 42 T Rse MR I A AT T2k
DEOERF N — 6 i, TFGRCHIA SAERR NG T GRIESEH 3-15mg, & H 1700, 41
FREMIRIT G, KR DE T B Fl sl 4k 8% A B R e R EH 2 A iRyT, B
B AN, HEHRPURSHAZEIRE R . ERHE N PANSS P74 (BFE ) PANSS X
GRS BEME. BEABL IR B ABOR N B S B 300 F B H A .
AR EAT I P T R, B2 AR AT 1 S I R A R B K, 1%
TR 28 s H AR R I T TR T 2801 5 R T B it T 45 B
HE

FE—TREAL. E . RFIRIE S A6 IR 7T, 4 T o 1) ] R 7
PN 171.5-12 mg/ H 770 &30 ] A A 78 S8 R 4 2ORE 1) T DA 521 19T R CR i N = 149
» BRIFIAN =51 ZAFWERN12-17%, FFHFFEDSM-IVEG 7 ZEFRE. I HIPANSS
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PPAGIT R BRI FULE A R 43 BURE (K 5 /D AR 2 3038 e B T AR it v 570 (R R 2 B
ERATRRE ST RR TR H—IR. BK3 mg. 6 mgbl J212 meifl & 197 3L

R 11: FOEEMOZIERT: R076477-PSZ-3001: N 6 fA. BEEiE. LBFITRBER
BT AT . LOCF & HHELZZMN

g Sl A AT PN S il ) % ity e 77 A
N=51 1.5mg 3o 6 mg” 6k 12 mg™
N=54 N=48 N=47

PANSSPE4 224k
3245 #9{1(SD) 90.6 (12.13) 91.6 (12.54) 90.6 (14.01) 91.5(13.86)
PIAELE (SD) -7.9 (20.15) -9.8(16.31) -17.3 (14.33) -13.8 (15.74)
P-fiivs SCELH) 22'?3?817) 100i0(%627) 6%(()??629)
BN IR I 22 o o o
{Ei(SE)
IR0
SE A N (%) 17(33.3) 21(38.9) 31 (64.6) 24 (51.1)
TCREE, n (%) 34(66.7) 33(61.1) 17 (35.4) 23 (48.9)
P {ti(vs ZZJF) 0.479 0.001 0.043

B SUNPANSS i 15 F 2R B H>20%
T VRN E R R . LOCF = A VUL S 17 Al 45 5492

* PSR RE < 51 kg2 #H N3 mg, ARH>51 kgl i #E N6 mg
** R R E <51 kg2 IR N6 mg, RE>51 kgi¥SZik#EH 12 mg

— IR 8 A WUE SEIIAN I8 A XS 4R IR BEAL . XS« I TEX BB ST, A AR

SEUETE S EZRE (2124 (KN = 112, FISZIRMEZAIN = 114) P T A 7E3 mg/

H %29 mg/H Al A8 71 &0 [ P9 97 R AR S iG97 4RI 7R 35 977 2 28 8 J& T 27526 J&] [RTPANSS &

PRI B FELR M DA EAR S . Ak, S526H I PANSS B PF 43 B0 >20% 1) H 3 1 40 ELAE PIYA

I 2RI ) 22 AU R

£ 12: HBOEREWMHZUENS: R076477-PSZ-3003: 3 26 . WEHE. HEHEERRA
BT T4, LOCF & R EREET/

PN B 37 R P
3-9mg 5-15mg
N=112 N=114
PANSS ¥4 24k
8 . Atk 89.6 (12.22) 92.0 (12.09)
F&FEIMHE (SD) -19.3 (13.80) -19.8 (14.56)
TR (SD) 01 '(91323)
P-{E (vs BiSZIRME) T
/N ARBIMA 21 (SE)
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PANSS 4254k

26 %R 89.6 (12.22) 92.0 (12.09)
LT EH (SD) -25.6 (16.88) -26.8 (18.82)
4751k (SD) 0.877

P-fE (vs [l S7RME) -0.3(2.20)

B/~ I I 24 (SE)

[SE=Zien

26 4R 86 (76.8) 93 (81.6)
MZE, n(%) 26 (23.2) 21 (18.4)
TR, 1 (%) 0.444

P-{E (vs Bl SZHRME)

S [ 5 SR PANSS S3T43 H HE LR A= 20%
Ve PPN SUE RN . LOCF = AUV S M8 171 7l 45 5 1
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ZjEEH

IR R P ) 35 1 T A . 5 AR DURS 0 BOE 2540, R IR R 1) £ AL £
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EFA S IAAIREAERZ o A1 a o' B RRER RS2 DL SH AL S2AR s 07, X AT e 1% 24
P e F A A PR JEL D) AR R - 55 IE B e 75 S 52 AR Bl B o1 B o 'FF L BRRESZ AR TR AN Ay £
PRAL, () A ) =M PR %o B P 247 380 2 M AR LU o

HHER

WA IAAIRED Ames W6 /> B ER RS KRB E R A TE .

AFERME: £ -TUEE T, KR DS TIAIIRET, 7E R &EIE2.5 mg/kg/ KN MM
RREEIRAFR W0, (B2, EIZRET, BRIWSEREZRFEMN, FEHEEMEL B
AL BHA R . AEFI 0,63 mg/kgN IR EEFRAR AR 280, %51 EfZmg/m®it, T A
PR AR —F

HEVE R BRE DA TIARIURER, 755 55 =ik 2.5 mg/kg/ KB AEE JIARZ 50, (A RBATHE Tt
BOHKE T35 DI E o MIESEEAE R A A ) 2 e A N FIRER . 7E 7)1 B Beagle K H 5 45 24
T, PrafE (0.31~5.0 mgke) RN EITF 2R D K 7% 71 RIREE T (=250
ANAJE, S EAS T 280K, BT R

WEURC R K T 8 B IE A D4 TIAFIIRER , % =77 CK R 10 mg/kg/ R, K %S mg/kg/
K, Femgm?il, M4 T AR KRR AR WA W & L2318,

M R K BRI AR o 272 A IAAIIRAR o B AR OK R AR AR PR e b, fE45 25775
Hmg/mP THE T AR BRI RN, A4 TR0 (S WIS BB ).

BOEE:  ORBEAT AR IR B0 P
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HMIBERAE R B /N AR & T2 AL R RIIRER « 7ESwiss albino /s B AT Wistar K B 2t
17 T RIRSERBURIE AL, BRIk TR, HAEH0.63. 2.5, 10 mg/kg, /MRIELELZH181
Ho KERESSZ25NH . GRER, NIMEARIE . MR P 7 i I8 7L s A 5 1
Tt Hmg/mP T, IS8R 1 J0 S 7 RN T B TR R R A A B KRR A (S R
A 150 B 45 o 7E HABSURE 9 24 1t ks 283 KA 250 Pt i IR LR e L JBR I e )
KA, N2 EIEDZ K ARE BT 7L R KPR s, EmG 4 53 T 82 2
X 2k B N SR S v R B M

LR AR KR T24RTRHRE D4 TIAIRE, (AEMENE R R 5232 >
AAZ R AT IS AR, ToREmA I 0.63 meg/kg/ R, TR R RIIARIRER L2459 (AUC) 5
T /D R 2R LA AR 8 5 vt 715 2.5 mg/keg/ IR IS M WR IR XK B R 2 AT 9 B AR B R B AR ™
B EERW, %R R A R R 0 249K R T DA I 2R L fR2~3 4%

HI B A E SN P AINAR 222 AL B IR . 27 K22 45 TR RI40/% 77 &50.31.
125805 mg/kg/ R, MR HKEME ELIEAC, JoRem R 9031 mg/kg/ Rk, 1% &AM E EH-+iH
FIWREA ) 25K FE CAUC) AH 24T ) LB AN /D44 52 R 15 N AR B R HEFE 771 B I 1) I 24 R
BBAt, A R VR MEVE S ) h SR B TR RGEIR . FEAE 212 IR B WIS, XS
BN I R R R A B8 A AN T

[R50 /%1
GBS

SRR AR RS ML AR IR B AT i, KREITERRZG G 24 /N B8 Wk A
(Cuman) o LEHEFE HI PR A VG R N (3mg-12 mg), 4524 5 IMARINR A 251X 80 70 % 5 7 & i e
IR IR P ) 28 R 2 3 R 24952 23 /N

BTAREG, 2HZIRE RATE 4-5 RNIAFRESKRE . 7 9 mg MIARIREH 2 N, P
BIEAHRZ 1.7, WHETE 1.2-3.1 211,

5 R S5 R HORE FRUARH L, S i FRVRR TR U A LR B BE AR /N . — TRURE S LU ASC T K 7 ZRAE 5
F R MFINRER 12mg, 8 H 1R (FERZEREF 420D FIRIERRHRE F 4mg MFaZs 2540380 712,
&5 SRR B 22 R L R0 O B Bh AR A 38%., T RIS IRERE 758 125% (L 1.
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+ WRRBERH (-37)
-~ HEMERH (=37) \

gg N o O =

o I T

i
ifid (X)
B 1: 12mg MHAIRENE 2mg S8/ 6 Fr/k, BH 1 WOEEMRA 6 RIRSIRERME (BUH
AYRBAAR R R ) SRBEEEBEHIFIZE 1 K 2mg, 58 2-6 K 4mg/REFRAIREE (LUHA]IREH+
REERERR) HB

MRAAS S, WRIREER (5 A ) STBUSR A TR, FRASEME AUC 17 (5
2 (- HHIRAA 1.6.

MRS AN 43 A7

I FH AR 5 R W 1 O 265 26 00 P 2 28%

FEAERRREE BN 321 TR iR/ M A B 28T 12 mg (IARIIRAHZERE ), IRRIORER T2
Cimax 1 AUC BEEIRAS 73 AT 57 60%HN 54% . AEAE B AR (A HE O T 152 kAT
THASLAR S 2 A AT RO R RS . R IR A SO TR B, A R A T e
S FINRE R & (4 DFZHZED.

AR NHESHT, DARIIRER RIS FE 487 Lo A HEMEIRI DR EH ) 25 25 11 45 4 5
74%.

AR B

AN TR, CYP2D6 Fl CYP3A4 225 T WHFRINRAR FFI AR, A4 A 45 R AR mix 2 [H] 1)
Pt ZE AR IR i P S AT B b R T BRIVER (A L2549 Z1EH D

5 A Ad R R IR 1 mg 'C Aic SR IR ER 3R 70— F IS 48 21 59% (G -
51%-67%) LAERIMSRAHEME, 32% (26%-41%) HIFIEAE A= 24E FI, 6%-12% 171 &
BEBE IR KLE 80%AIMESHEEYIR, M P KA 11%. CEERATFRHIESE 4
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FARBHRE, WA —FEIEAART 10%: BEEEM. BUER. BEER R R g
fift

BRI B F1 2 20 W R B RINRER 26 CY P2D6 JEEA s A 2 gt 2 2 18] 0 5t e &
BE R T

Rk N FF

B s

Hh REFN R FE B I R RS D AR R (A DA E D, AR B D) Redi
F AR PR AL T IARIIRER 3 mg ZERE ST AT . S5 R, JUUEFE BRI B A BE B IRk
B B OB . A2 S ThREIR #3210 (CrCl= 50 mL/min %< 80 mL/min) M WRHER 755k %R
NEE 32%, FREBEHRESZRE (CrCl=30mL/min £< 50 mL/min) A 64%, HEFHEZRE
(CrCl=10mL/min £<30mL/min) A 71%, SHEFZEMIL, SRR EEE (AUCi)
SN 1.5 f%, 2.6 50 4.8 f5. B, b, EEBHMEEE N PHAKBRLEERS N 24
/NI, 40 /NIFAT 5T /N, AHELZ R, IEH B DhRERZ IR 13210 23 /N (CrCl> 80 mL/min).

Vigik-Zka

FETHEAFE (Child-Pugh 7328 B) 2l b7 19— TR 50 o, 3 B9 A IR ) 11 1
TR BEIAL TR, AR P IARIIREE 2 88 B FEAL, PIANEAZGR N, Bk, Bhp
JHFA R AN R AT R R R R T R A A R AT A

12-17 ' FLHE (fHFE>29Kg )

PR ORI 7 75 047 2 9 1 4 B R R K S AR . TEMREE<S1kg (<1121bs) (7
AR, W RIR T KT LA E>51 kg (>1121bs) (D4R 1 23%; INNHA BGIRKE L.
FPLATEE I AN I A R R (1) 2 5 7K T

ZHEN

AHEAFDRYE R R BT (H2, HTUEHERESEEFRMEK MK, A 2F
NTTREA BB T (S L) ERFEZLUR D25 E D

%

AHEFEARIE PR R BE )5 o 7E HASHT A F N gE AT I 25 WA Bl 0 2 70 9 R 82 31 24 4))
RSB 1575 5

HERY

ANHEFF AR 1 ) VR B0 i AR S3 MEAN L B EAT (R 2 A B ) 20T U R R B 254X
Wah 157

R

ANHEFF AR IR ZS A B o AR R TG HEAT AR SR ST, R IR A A e T
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CYPLA2 IR, R IR I AN 12 2 6 1 R Wi B £ 24 0 AR B3 0 277 AR R
(]
15-30°C % £ R A7 -
[B3]
FLBATRL: AR 28 SR R AR AR
BRI 7 /&, 28 i
(Epiei))
24 M H
(AT AR #E]
2t 25 dhIE MR T 3X20100237
[t s 1
3mg: 25 HI20160549
6mg: [ 245 HI20160550
9mg: [ 25 HI20160551
(25 T REa A
4% Janssen-Cilag International NV
JEMHRE: Turnhoutseweg 30, B-2340, Beerse, Belgium
(A= 40]
k4 F5: Janssen Cilag Manufacturing L.L.C.
B hE:  State Road 933 Km 0.1, Mamey Ward, Gurabo, 00778, Puerto Rico
[%dlr]
VTR PO LA AR 256 BR 2 7]
Al BRVGAE PU 22T e DX R R R L R R A UK 19 5
M EZwi%: 710304
£ 515: (029) 82576616
i HLTE: 400 888 9988

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

***END OF DOCUMENT***
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