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PROMEEE R, R A R A 25 A ELAE R RO T REPEAR, ¥Ry 7 R FBE V35 7 - b R
AREHWE CYP N FIE AN . REW S RyRae P-RiEA (P-gp) HIFHH
JEA, AHILAENGPRAE IR EE B AN P-H 2 (A H571) o

i e e — Ao R CYP3AA T PREER A7), A H UK, FER 200mg i FEmE a fg 4
i AUC HINKZ) 40%. X FhE5 2805 nf REVAH 4061 1 P-HEE AN S B IEE, HARE
PR Lo 7E5HAD P-FEEE AHIHIR), ngehifiok. IR AL )8 T K R A 5
i, AT DA SRR SARE AR B o ARt r] BRI 5 — RS IR R k. A0S
e R R E BN K FTE RSB (RS P-gp) , iR LAl RE S A 5L 1) B2 75 m 8 n
75%.

B RS2 ARG R SRR, A AREAR . MR E . R WA PEYT K RS 24 (1)
ZREN IR IR = SR . TE 5 AR MR B2 1E], RIMAFRN Coax THE 40%,
AUCy, THim 28%, HAEMINLEIARTEA M, e ARARKE S A7 RN PBEET . 7
U= BINEARS 953 PRS- A RN T sk

T HAE RS, G B FE i S 27 T R 23 BRARA 6] 5-HT, 2R A SR
[(ZidE]

TE— T AHEE HEZ AR T, LU H — IR 20mg GEFVRIT IR 10 £5) M4,
BEATVRIT I, AR S ATI LA RGP (TR 52 1 o 25400 5 v R 2 9 B0 24 0 L0 24 3000 T BOK B
BURREDR, RIS BORRE . AMGY RN, TR R RIT A R R
&, DER R PO EIRTT, B SRR B TR . WA TR, AR YT B TS R
WX 5 2 1 R0 A A 2 T A5 850 L R 3K L
(7757859 |

TE = TEF SRR B I 2 HhO . BEAL. XU 12 8 B 22 R R 50 HiE SE 1 AR
MR ORISR R 33t 1279 B, Horh 2otk 1124 5], 530E 155 61D o BIHEF

R LA EHAUIEREH 2mg A dmg. BB EMERLN E SO B e 4 B HHE
(SCBM) RH<2 Ik, WAHMERIZHT Fol—WsiZouiRE a6 MH: £ 52—
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Jio RS MEERN EE A 20 FRERE, SFRh AN EE e 8 RKHE
(SCBM) <0.5 K. FEAGMMEL SUEHE RS2 RF e, & XCATE 12 FRIT NP
By JE 564 R HEE (SCBMD IREL=3 K. FEX =T FC b, PR E i = Z 4 S TE S it
2 FIRT A (p<0.001) o 4mg IEAEL 2mg BT RCE BTN, AR 2mg (T
JH e 4 B RHHME IR =3 IR 27.8% (25 4 FD F1 23.6% (55 12 J&) , ZRFIHN
10.5% (26 4 i) 1 11.3% (25 12 i) o X4 584 3 ARHMEREBOE I =1 X — & H
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IR S, 2mg A 48.1% (55 4 ) F143.1% (55 12 ) KB E T LUAR], @A
23.4% (55 4R F124.6% (55 12 ) (rEE T LUAH].

X =T AR 4 AR 12 AT R, EORIEMAEIR. 288 & B RE R
SG— A B R RTEE NIRRT LA B . 1R 4 KGR 12 JAR,
AR EER LR ZIE AR ASGE, WA TT R HE B R R A A B0
AN FREAEE

MR A i AN R A ORI, AN P AR

AT T — DA p) QT [AHARIWEFE (N=120) DAV A SIGITHIE (2mg) FIEGIT IR
(10mg> X QT [aHIfIsZm, I 22 B f— R B VEX IR 25 EAT b . WS R EoR, EM
PRI B, ARG FZEFR 2 8P QTe Ml 45 R [2mg 41°FH) AAQTe (Zilk#EHFr ik
KIE) Hs KIME Sy 3.83 msec, 10mg #Hy 3.03 msec]fl R LR EH M ZER . EMHIIY
RS BRI QT T UIHF Fe 46 e S T %45 . AEXE IR, QT MR RF M L= M
OERFERIRAERK, HEZEFIHEM Y. K& 2.6 F 0T a7 KA 5 i
SRR R RS (H RO TSI T Rk N IR 12 J (0 22 R0 I A R B
(3]

2 e

ey R R — i R IR BRGSO REYE mERARUI IR A (5-
HT,) s, BAERMIIESE. NS g RER, W RyR @ 5-HT, 2
PRI AE F oK1 5 Bl i 2l S R 18 Z A
FHEA

RAEHEE

BRI S0 Ik 2 245 ) T DL R AN L SRR A o, T TR T I 45 240 ) T DL L v, (EL BRI
R BRI B R 28 101 4 23 AR AL I 245 R P e 2 A L2 ALUIR 5%

TR AR E Rk 1pM - G2 T AARIE ST 7R L2459 7.5ng/mL 1 49 i) IR 5
M) hERG-#% 4% HEK293 B¢ COS-7 A I I FEIA, X |, FRILAMHIE I 8 ECoo {0y 4.1~22
uM (200~1100 5 NRIEST MG ED o AR HE I L4 SO lERIIK AL WSS 211
B ARIG R, PR AR Sk LM S SR F AL RE R WA . B S R R AT
5| e i TR R BRI A USC e s R EP 5K R TH i, AELZE P R b R P A 2 F A AR TR 7 I 234 B
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e R L] Ames RIGLE RBHME . RSN KRFAILRE T 7 DNA & R (UDS) 455
BRAPE, /INEUIM BRSNS bk B0 S e PR B ARG L /N R RS . R UDS
BRI AN P FEFE R Big Blue 145 45 S B .

ATEENE

KRB T2 R A B ik 20mg/kg I, 2B & 7 5 R IG 3 PR 00 2 = 1) 25
PRI R WA R . A E 5 RIS R h 80mg/kg FIAEK A T i 1A el A1 3
MERATER, TR SHARN SHIERMSE: Bk 80mg/kg v LR T 5 &
R AR A SRR D E > . IRR AT R B # IR, KRR RALN4 T 80
mo/kg, K WEE(EH BTG EE, KRERKREE (BT Cn) ST AR 938 1,
e (FET AUCop) N 38 5. TERRARHIAT 742 1AM 1 SH KB A3 95
VL, RMTEEMER RN FE (NOAEL) A5 mglkg: {H&5f&E (5~80 mg/kg) NI,
L4 e BB B BEAE Y AR

R it

NG KR R DR P EoE R K, N E A 80malkg/ R, KRR L 40
CHEME) AT 80 C(HfEME) mglkgl K. /NRAEFE 80mglkg/ K (LL AUC i, BFEEZLNAHRK
I PRAERE H 77 R R (MRHD) 1) 200 £%) , nI WLFLARARE R A 080 ;  TERemis &l
20mg/kg/ R (L AUC i, Z1I°8 MRHD 1) 27 %) . KRS, &m7lE (L AUC H41H4
MRHD #] 45 fi5) B A0 RVERR G S A e . iR . el les . e iss (b Ko
D DAL HR IR ISR R AR A3 s Jeiemi s &y Smalkg/k (LA AUC 1H4579 MRHD (1) 7
&) .

PURIPERF SR, WSRO R SR E T D, S AE Hu/E v 512w i 7L &K e, X A
FEIE BN AR R LR . A RARANE bR R AR RN R R . R R R
W J FK BRURE S PEAR Y B RS AR, AT R Je B SRR JE R FFER R P88 A A 2188
R o H T I R 0 b 33 I 3 IS A AL 3K 0, A R b FIFE N A b AR
KB ZE AR, R I S e 1) 2 BB A R I R AH S PR AT
[ZR3h71%]

T

2mg [ 7 e 06 FIAE BV T RES 25 5 R TR i, 7R 2~3 /N P B o 24 kR U £
(Crax) o 25 T HRZE W FH FE>90% . (] it $5E N £ W0 A B0 AR 5t 60 10 R 2 0 S

paxiinl

EOMETZ, RSB (Vdy) N 567 T A fh I & 1145 & R 24908 30%.
gt
75 % ¥ R
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RMARA BRI FERE. E, B AR AR 218, (O BRI
Yoo TE—TURS AR A D IRGE 28 T, 72 PR B SSAE R B T b & )\ = 1. &
TP (R107504, @i O-FEMAMAMTERL, KmEAMBRR) SEHEAT
4%, JRAZGY)G T SR T SO EYI R K ) 85%, WA R107504 A2 I3 i —Fh AR
W=,

Heitt

FEAERESZAR R 20 AR BRI (FE SRR K2R 2R 60%, fE3S(EHZN
6% ) , J5 Y 2 W 1 U HE ML B R A Bl I U R R Bl Ay b o A S I BR 26T H N
317ml/min, HAKPFMZIN 1 R, 1£ 3~4 RNEEIRRE. BH—KEL 2mg A gE17i697
I, RaAS LSRR B A FIWEAB 4> 8 2.5ng/ml F1 7ng/ml. & H — R4 245 5 1 BRI 1.9
~2.3 i), iR R 2B S HERYT R E R AR A 20mg) i R Y 4 2 5 EAE G
Mo FEAERIAYTIY, A H —AE AR SR AR AR 3 72

RER A BE

AR Z ) )2

JEE U, 1A R R 2R BN 5 T R, AR )RR SR IS B e 5 UL i
BREAHIG, (HAEES. PREE, B IR AR F A bR 2 R o

CERE

ERH—X 1Img G5, AREHIELFEZHAF R IEKRER AUC HFR A =
26%~28%. X FH AN AT IF N T AR N B T REIRE -

B The s

HIEWZREML, AMEERE (Cler 50 ~ <79 mL/min/1.73 m*) FIHE (Cleg 25 ~ <
49 mL/min/1.73 m») B IhferErE 2R F L 2mg BRI R 2GR IE, Rl 25%F0
51%. 7E/%E SRS ZiXE h (Cler <24 mL/min/1.73 m?) , I 259 B 2 1 e 52k 3 10
2.3 1%

JH- D GepE RS

JEB FUEI R 20 o SO RS AR R 35%, A G 2mg B IR S 24 5 7E h 2 IR O AR S SR
[ Crnax M1 AUC 55 IEH 3230 HH P 2t 1096~20%.

JLEEH

TELENE N 4~12 % Z [ LR BL 0.03mg/kg HEAT S0 I IRES 245, AR i ) L 240 4k
FES RN 2mg SRR 25 5 IR L 24 0 T BEARALL, TR 5 2501 AUC UK 30%~40%. 17 19
I R EE AR E AN (4~12 &) Rl EILRHRE T, RRIFRAR Y
N 19 /N (N 11.6~26.8 /NP o

75 % ¥ R
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(5]
W, A 30°C TR RAT .
(2]
AR EAL, 7 RIE, 14 R18, 28 Ri&.
[BR0H]
36 ™ H.
[ BT ]
2] R iE 3X20120179.
Lk P 25 iEHE S 1
img (7 Jy/&5, 14 Frl&) = H20140056;
img (28 Fi/#) : H20140057;
2mg (7 Jr/&, 14 /&) : H20140058;
2mg (28 Fr/#5) : H20140059.
(4= 4]
Ak 4 Fx: Janssen Cilag S.p.A. /A ]
A Hibk: Via C. Janssen, 04010 Borgo, San Michele, Latina, 7= A Fl

EHNBRTH:

LRk TR A IR AR
bk BeyiR i i Ae kg 34 5
M Smfid: 710043

LG5 RS : 400 888 9988

fEH5HS:  (029) 82576616
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