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FHFEIRIT BB A B2 R 2R SRR ML 8%

ARmEFREE, BIEHTILEIRE.

HETILEAGERL,

[ 28 R I8 2 g ]
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A T ERPE L 2R RETEDHWSER T, B ERFEHES EEN
AETHEE, (HRET I — SR B R EALER PR L RGN SRR

— I T 5 B Claims 2047 P79 [ 514 W 22 A FURIE 50, %o 75 B 1A 46 40 40 (46 FH 0 R £ I ik
MRA DAL BET B IR e R RS T AT 7 L. TR P A IR R B BT R
Ja, THEECRBETHORMRAYA, FIETARNLEREBERBEAFE GEXRK=1.26, 95%
Cl: 1.02-1.56) . MR ZILAT LARERE L R ILA) A W pLE], oK 22 AR 1A R 75 42 B B w1 E
Ao E2THIMEATHER, WLEHLTENRETARRSEREREZ AHEEXR.

HEERAR=A"AWN, BETHEMRAY (SRS Mg/l HAEBH BRI RE
RAN/ AR B RS, EERETTRERE. XSERERE. M. Uskhroi. ke, &
Wi, WEHE. PRPUREIEFIVEIRRERS .

RAERRE AT RS RIER T, A A FERiEE k.

HFLAE L 2

EYIRH R, FEEA 0- R EF <23 HEE . B, A58 2 E B F 5 B
A 9-REF a2 H N, B, BRAALNEZAREL.

[LEAZ]

HARERT 18 & H)LEFHEEARHR.

[ZFH%]

IR ERKH, 57 flfe o RER O RIERE B ZERE (365%) AL
miE 120, S2RASH 1R B2, REREEZFEEEMNEZERE PSR MW ZH
MER. B, BRZESEMNEZFEENRFNERARN. HZFEEIWEZFEREES
THRENMERLE, N TEGEZFTHNES, UESELHERLER RS (W0 FREE
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RIGALABI R, BRERBUR)  thoh, MBAEESIHELEREFEEE, MENHET
AR EREAE (W [FERE] il [EEREH] ) .
(2t EAER )

WARRGH A SH WM EER. LT 254 B4R 3R SR T X O R 52 R () B
y
R EME R
TER TR E R G M A RIER

ETHEE PR EREMNEERW, FHSHEPIRME RG24 S0ERE S M
.
S B % B R Eh)

FIEEER T 80T £ e % A H B £ DR F A 1 HUER .
T T 7

FEMNA ] (BIUR B SFISEEBAN, e —REERET R, Wa SR
WO REER (B0 [BRE] A [EEEH] ) .
5| A L B 2

£ LT E&IE AR SR 20, WS EE IR E AR E .
K QT [AIHKZ 4

RIS FEREA ST S EHE K QT MR 2545 REEIE.
2B 1 AR AR LA A

FIEE X FEL CYP2D6 fRiff, D E4rE CYP3A4 M. FURGER K HE AR Y 9-FR 57 R
HMEP-WEEH (P-gp) MIKY. M2 CYP2D6 IE IR MEERZIHH/% S CYP3A4 FI/S P-gp 1
PERURYD, FIREMAR B ERHURE 1 15 RS B 25 R BI 12E
BB CYP2D6 il 7

A5 i 5583 CYP2D6 1 77)-& 31 FH 25 7T A R 5 8 5 RO M e B o, (B R B b T R B
RRURE I 1R B AR A ML VR BE . 58 e 771 B O SR 3 CYP2D6 )37 T i 7 8 1 5 R O Ao 3 M
AR BRI (Flia, WP FEIT, FRED . 4IFHAER-F 1406 S T8 B3R % CYP2D6 #
W, CHEFEBREN, B4R EFFEERTE.
CYP3A4 F/5% P-gp #7

7 i 55030 CYP3A4 F1/8Y P-gp #1576 3 FH 24 77 I B 0 70 35 R 47008 409 055 2 440 £
HRWRET . HITAEER LA 65 F 6 h LB HL B 58 30 CYP3A4 R/ P-gp HISIFIRT, E4RN EH
PG AS B E
CYP3A4 Fl/gE, P-gp 55
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A0 5 3R CYP3A4 FI/ER P-gp 5 5 714 3 FF 28 1Y W8 A0G ) 55 B 065 40075 925 ek R 490 0 I 20 0

B SBFTIAERA &I R DI P B3R CYP3A4 FI/E P-gp S HIR, B4 &5 iR

A & .

EEORELENAY
SFmEEAEEERNAYEIHERN, ZHWRREGREI DR E S T 6.
DA G, RIS, LREURER AR i BRI B A,

L4
T e 5| RS FE AR ELAF FH BSR4 LA F O 254 51 28 0 F

HEZ:

© AEER, HHE CYPIA4INRIF, RS ER A HAFIR RGOS RS MR B 2R3 F1 2 ok
REHRE.

o FET, —FIRK CYP3A4 ¥ SFIH P-gp S, MK T FIBE BT % 5 M AR 10 1 2
R

PUAE DR REZY -

o BRIRFAMZME, 2 CYP2D6 Fl CYP3AL JEH), T F|BEHH 3 5 AR S B 1 1% 1
b B 2530 73 2 Tl R AR S B i

TR -

o KRB, —FORH CYP3A4 H S P-gp FIH, FHK T I ERIHURE 9 15 M B 1O I
HIKF .

o FOMBERIRFR(R T ISR G A0 R FRE, (ELR MRS R O #3013 M B 5 1 2 2 ) P
BEo Bk, X—MEERAARTREEA IRRE L.

o RUSEERX T R ER B B A 2530 12 T e PRAH S 5«

PIEBZA:

o bR, —FHIRAL CYP3A4 K P-gp I, 4FIEEFE A 2~8me/ H A, 200mg/ HHIE
PRy P H R RS ) S R A 4495 355 1 TR A 1) I 3R B T 788 T 440 70%..

o FARRME, —FIRRL CYP3A4 FI P-gp #MHIF, 200mg/ H 71 & (R B R F 2 7 R B5HR 8 5 19
HIREIFRART 9-F2 BRI BT M IR E .

DUBFRRIZ :

o WyMEBRIS, TG EFUREERE S MR, BN S T R B R R I T AL 0 S R
E.

©  FUILURME, —Ff CYP2D6 Fl CYP3A4 JEEAD: FISEER F 7B IE 577 A% B M AT <7 R e 7% v AR
Wt 2 BT SR I ) A R 2 R 2
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PR EL:

© EEMBORN: BAEROTITEE: R, FRFEIELEN CYPIA4 M FIA T
CYP2D6 S5, FUFEIRF5 R FET 5 18 250 25 P W0 70 T s 0 B 0 0 0 e
HIVREE T & .

- BELH 7

© TEEp-BHMRT AETH R R BRI A A M SRR, (R R T R R AR R M R I

P58 B P -

WMWK, —FRE CYP3A4 SMHIFIA Pogp MIBIF, FHER T FIULER L K B EUE
T R R A R ML 3

FHERREE K.
© RISEREXT HE S AR ) TR R AR S
7 R

© BRWERRLEL: RT &6 FIRMRIE R ORI B R 0 2R B B TR A, B0 [
BEmM]

H B2

© H-RAERGH: FERETHERE T, R CYP2D6 M1 CYP3A4 95385, Hin 7 F
AR Am B ORI B, B S50 4 V5 e PR 9 0 00 R i RS g

P

o FUIREERXTERIZRE) F) TR R A SR

SSRI A = HiHc 2 :

© RIEVT, —MERE CYP2D6 MHIF, ThEn T RIEER G M SR, (B AT R R B
B A0 Y 2 R A7 14 o 2 R

© WFEIT, —FhERM CYP2D6 M, FHE T FUBEN R R MBI, AT MK EEL
20mg/ F B, B0 T U BE AR ORE 40078 5 M R B MR . HR, R 0 BT
RET R 71| B BR HURE #9070 95 e A HOVR P

©  SHERGUHIER LT RE T R S R R, B R 7S R B B RS S S T R0 1 I S
FEE o BT B MAS B M R BR AR o0 T B AR B 43D 72

© EHMEA (—FHEER CYP2D6 MEIF) MR I (—F I CYPIA4 HMIHIF) FIEE
100mg/ H I, K-S BORI S AR HURE 05 95 M PR O TR 5 2 SR R S e (B, 24 i
MBS B & T 100me/ FRF, RIS BRSO S 5 R R T

(@ZL7ibun =9 |
S ARZYMLL, AT SEUT BT RMEN, T RS O RZYE XIEE.
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HARFIE B _E T Al AR5 g 8 B2 A bt B ROHE, HFRME A 20~300me, H T
TGl —MRUL, BT M B AR R E 2 9 E 25 TR 1R R O RE e BT B, /0 95 I 4
At LBEEAMRIE .. BURHERSN RARIR . 72— 1129 240mg MZEMit B HIP, AE (R4
AE RAFMAE. QT MK QRS WA . 755 —H1% 36mg it BRHIH, EREKER
1.

SRR, TRESHAMSHMSE. ORARERLTEOE A EE T BT
&, HANEAMHRIE 360mg. —MRAL, IR MERAAAE B AR B R A0 25 R F RO RO,
RUFSBERIAEES . O3l RMEASEES RAER. EHRIRERN. F5 0 RFA R B 4
HMAREH (HELRERXR) , BFERREENEE, QT MMEK. HERA O MEEE
F M2 MY B KT,
= ag

W EMBEAET, MARFTIERBEY, FELHNESH BTSSR, SR O LS T
W, R EREEEHN R RSN, URTITA B OB R . R TR IETT, ik
LR, FE&FEEMERTAEK QT MK KK, TTHRINFREER QT MMEK/EH. 8
AT, IR NI oS A LW 1 AT R AN S R A LR fER, T S BUEE M MR IR

FISEBTCRF W RZS . L, RORFIE MM ZRTE:, %R SR mia T I g,
SR LIS R ABER 1 R M FTSR P B, /R4 T 120 IR 2 2 S5 8 2 M LA TE. R4 AR
B EREMZ O, SRR Lo AR EE A, 5 E AR 2 R0 RS2 AR sah 1 F AT (4K
MR o — BB B ARA RERE, NS FHAEME, 5 AVCE BT R 75
PIR B g7 M B i
[l HRiAL:

TERF & DSM-IV ¥ 41 43 B 12 Wi bR B ARAECEBR AN [ 192 BB th AT T — UM 12 B i 22 it
FUXTHREE, DABEEAR S (25mg M1 50mg) YT RS CRMAZUE / 42 1
ARt

TERR E BRI 2 U B Th T R — TN 12 A O BRI Bon, AR5 O A F—ReE
Mo AL —BUAH S0 AR KIAFF KB AR, METARRMEEERNITY, BE TS DSMIV
MR FUE S RIE RS S WA AR E I E AT A . BIREN, MENANEK, &
A ATIBE 4R HL R IR TT 2

Bl 1: FwhaREBE K PANSS B403%{E (LOCF)
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D ZHIR T ZBURHIoZ AR AT, 3 M BIREB: Kpe ZHTEM .

ﬂ%m%ﬁﬁﬁﬁﬁ#%ﬁﬁ%%%“#,ﬁﬁ%%ﬁ%ﬁ%ﬂﬁﬁ%ﬁ%cﬁﬁ%ﬁﬁﬁ
TEFI RN D2 248 B SHT A TIBAA ML R . W Do J 5HT2 LASH H B AR HOFEH0 15 F T A
SRBHREMEEERE X,
BFHEP R

B

AR Ames 3. RSN BRIKERRE. 4K ST DNA EERK . / Rikm %
Wi (BRSH) . RBAEEREBILAR. wAAMEDHERSSE S R0 R mg R

R A
MR ESERERER Ames R3845 B AR .
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EZI Wistar KRAEBRERSE (RREETHSEPERRE SRR — LR ERSHE
Wi F, ZO4FREEE 0.16~5mg/kg[BL mg/m2it, AAOBRSAHEEFNE (MRHD)
10mg/RH) 0.16~4.8 EIFENAZTIATH, BAKMET /. ZHWAURE THERR, FHNENR
XTHEVER A AHIE T 5 RN & B S AR b R BB 3E /AT AN . Beagle AHTE
EHEERRT, S£O%GFRBIRFAERA 0.31~5mgkg (UL mg/m2it, 3 CHE MRHD H
1.0~16.0 50 W, ¥EFEHRIRE TR, HFFET MESIEKTREMEERIG 555, o
BRI TRETSRTHMRE, ELTRAE. KRERBFETEmHHE.

7E SD K Wistar X RAVH 1 = S AR fR- B 1T R B #E 6T, RIS DA BTIR S 2A
KR 0.63~10mg/kg. % 0.31~5mg/kg (LA mg/m2it, 43314 0 HE MRHD ] 0.64~9.6 1%
0.64~9.6 %) , RWLELBIZMEH .

E=TRRABEFHRR (FREEHEE AR A AEREERT) b, FIRRZ0
L Z57TIEN 0.16~5mg/kg (BA mg/m2it, 435159 0 MRHD 9 0.16~4.8 £%) Ik B 4ART 4
REFFFETIEIN. M RRIX IR & 1 TR ER AT BB, R X B B T B
RIFTER BN EGINN TR WFIE . E—EPEER% P, 2.5mg/kg (L mg/m?
i, AHMR MRHD (9 2.4 %) B, KRMTFE=HMN. & BART VTR %F, HIaFms
TFEE AR AR A A RHE S0 . FELIFH0UIN. AR RILHT LA R, it
by TRHFRBZIIT, AHFRMMFHEESE—RIETRIN. RIS T N RS H
F, HEXTIRSIE T HA 48 RO T E B RAETER R (BAE 1~4 K) . XeiE
FI7E Smg/kg (LA mg/m?it, ATR MRHD H) 4.8 £2) FI&A 85,

U TSI R A5 5K AT

B

ZR%d: PR KEBEES S FFIEE 0.63. 2.5, 10mgkg (B mg/kg it, 4514
HAE MRHD (10mg/k) [#3.2, 14.4. 60.8 f%; Ll mg/m2it, /NRFIES 520 MRHD £
0.32, 1.2, 4.8f%, KEFIESFIN 0.64. 2.4, 9.61%) , AHLEAHHHN18 AR 2548,
HEMEN ORI BRI 2 8 SRR, MEME/N BB . e R B P b SR . M e /s
BRI T A R, LR e HH B 61 20 L B3 1.

WVATESR 525 KBNIATES 4T RISREMER 5. 40mg/kg[#% mg/m2 i, 4>BIAE%S T HLE
MRHD (50mg> &7 11%. 8%, HMKZEFEE (AUC) 4514 %4F MRHD i Ti# AUC i 0.3
& 248, W2 ARG 1K, &L 244N F, BHEAT NEARE. BIEASWERE. T L5
MR AREREREET S, BAFIRABEES TR R R B, SRR
PESh I B NE R S IR R R BT

Page 20 of 29



D2 ZABFEHUH AT MG 5 B M AL R KPR EAT R . 4 D44 T F B R E0E 356 b R I
BELFAKE, HAETSBEZSERKT, £04FE0EEREHERFEQFER, TR
ARBEALTKTTE 5 E 6 5. KRAAESFISERER 24 N ASUEIERK T, L2 mn
HEVERBENE R R A MEE AR FEHEKBHEA B, REHHE 6 FF 1.5 %, HEHER
HYRIAGHN, ERERIY R RINEE. AW, FURME R =N, FHAAE R
AR Fo EMGARINY TN T 00 P9 40008 10 & A 5 AR PR KR S5 ek o4 S BT

HAt ik

ghie R 40 AEFHERR S, 204 TR 0.31. 1.25. 5mg/kg/ R, WMEI|EKEMZE
PRAE, ERMAFIEDS 0.31ma/kg/R. BEAh, Fr 7B A e e MUME I S A 25 W 8 ) Mk R SR
EFH 12 ARIRENE, WY LR R BoRa AR B R T

PR RBFIERK D, T 12~50 B DA TR, (ULEHEMEZ Y+ W22 B TT 3 2 5]
FHCIZaRE, TCREWFIEN 0.63mg/kg/ K. TER IR 1.25 mg/kg /R R AHREAT NS E
TR BRI .

[Z3) 7121

FIEEAZ CYP2D6 BB N SHI S A G AR GG B 23T M 0 0- B R AR . FIBEEIN 9-B2 5
AIEEERAG AR T ISR AR B . FISEER ) 53 /b — R RUHE RN N EAE R .
ERARZE, FIRE G — R

BRUAERA G, BRI SE: R NITHRR (<1278 , HEE
AN 3 ARIERH. MR, AN EERBUAT 3RALLE, FEEH 46, £ TRAMY
Bo Bk, HEELGAMENRY 3BT ORISR EDSGT L [AEREL) .

RIE DI RE TR i 2 BARIMA 2 71, AT DA RF A 200 B 7R B o R RIS A
&, MR A LLYERF TIRTT K FIL 4~6 . RIKESE KD 7-8 B, HHRMHEER. ZRET
25~50mg A dt e, FIEER. O-BREEFIREE (EERBFY) . IEHETURBERE R 1 ik E 2
L.

LT

7% ity H PR ) 5 B ) A e A IR
G

FIEWR S ARGE, AERA 1~20kg. EIEP, FEHSAEANG-BEEASS. F
BRI AR E A A3 90%, TEHEAQHF=) - B ERIEEA 77%. FHERS o- BRI
MR GO R EAH T B, BaT R R R mE0E (100meg/mL) « #3EH (10meg/mL)
REFEF (10meg/mL) AFFREERA 9-F2 B F 5 i i 88 20 4 OM BE /N3 i, 43 B & 10ng/mL A7
50ng/mL, {HARKZIMEE KRN,
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e’
AR ERERT A AR . FIEEERZ CYP2D6 B Rk - SR aEF 0, BH FEAQUHE
&, RERWBERE N-BIE. HEERBY 9- 5B F 55 SR 5 B G AR L 253 55 1
PRI, 5 R 4 G PR A SRR T T 70 R 8 R 0 O IR E
HE
FIBEE K ARG AR, F— /BB 2 E . MR PERRERES, 34
R EEE O 1mg H9 “C-FIBRRERE, S 1 AREEKE N 84%, HbRE+HE
0%, FEFEFH 14%.
STAGE, EEFRRRRRORNEEN 3~6 K, AMAKEZBEMTE. 36K
HI 0 5 TR (KR DA 5 R SRR IR A 5% . 78 CYP2D6 Rt E th, FIRSEA K 9-32 5:F
BR AR BRI R 2 433000 5.00/m H 13.70/m, T8 A 15K %4 51 3.2L/h & 3.3L/A.
HEWAEREN K 25mg B 50mg A5, WFE VGRS B B2 TR R VR B (g o
AL E o> AEENT 9.9~19.2ng/ml F1 17.9~45 5ng/ml 2 [7]. 7645 2 VS 25 5 S0me FOKBIFZ (&
E1240R) BET, RAFBEOERINSG. &5 REBRHLS R 7~8 F.
RERRABE
HEEFIERNEFNERE RN, EZENERALEE D, FEREIILERERE,
TSR B RS I T I T 30%F 60%. FEFTHEEARA B b, 5 A I 30k B T
H ELIL 5 m i B B R BE R ) EIR E THRE T 4 35%.
RN/ BRFEAREER
TEAEATHZT RN Z MM IR T, @9 & RURTEa, R RIFURE R
e R by B 3R B 5 PANSS  (FHAERIFAMEER TR B 2% ) M 40F ESRS (M4t BERiFE &
R) WA AR [AIFFLE LB
(5]
2~8°C {R7%.
[a3]
YIRS 1/ &
LEAERE:
- 1RIES AR S ER R
- TRSCANEIE S FI FI B B ER L P VA A A5 28 14
- IABAKE R AR, 2 MRS AEL (0 MR T ANES . 2 34k T&
WLEST) -
[F ]
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3644 -
RCVBE B0 : (LRI BE R E M T LAAE 25°C 4 FARER 24 /N, NBIAE MR I fa
PERIER L SR L AL BB . SNASSLER AR, 259 P 2 R 2 ke A B A R I A 7 4
53T, EWAEU T ARRTE 25°C £ THE 6 /T LI L, BIEmmod 2™ R ERlE.

(AT hRuHE]

BE L2 anvE MR HE 7X20120058
[(#OZREMRES )

25mg: H20150267

37.5mg: H20150268

50mg: H20150269
[4E7r=4r ]

Ak ZFR:  Alkermes, Inc., 2£E

AEP=Hibk: 265 Olinger Circle, Wilmington, Ohio 45177-2484, USA

BFEMIEFR : Cilag AG, Bt

faR i Hihl: Hochstrasse 201, CH-8200 Schaffhausen, Switzerland

E BRI

IR BHEGHRGAERAT

Huht: BRFEETO LW HIMEX 5L 34 5

HRE4mAS: 710043

BIE5%: 400 888 9988

fEESM:  (029) 82576616

PHk:  htip://www.xian-janssen.com.cn

it AR AE e R
i B E VI RIETEES AR B IR (B i b AN B8, DUMREIBRIE 5, 85 i oh
1
L5530 25
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25 L3 o T R e 8 L
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o WABRLHAIRANTMEBA.
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