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5. PRAS VY SR BRI e B 2

CAIRE R, 201 S0 R S PEFE R LE IR TT I 3 TR DY
KRR AR BANE, 2 A — AN AR A 56 75 V2 Rk B0 E IR PR P A
6. FHZIRS

RS PPI 57 NS (1300 mg) /IR ZE, S B i H
GRS AP T DRI, 5 7R A e R R IS LT, W AR
L N o g ro A N 5 P b AL 8
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i BT R BA BN ORI PEFE R 22 4 1 1) . # fhk 25 24 =ik 240mg
o2k, ERREEWNZRG. BTH#ENMSEATZEES, Bk 5iE
i

R 2t & BAT B IRARARAE, BRES T XPREVR T FISCREIBIT AL, HEHF
SHEVRTT

2 /IR, R BRI A B TR = A S PR FE e 378, 230 A1 266mg/kg  (HRAHE
TRFTAT, I AMER IR 38, 46 M1 177 1) , B NHEGHIE, &kt
BMRER AR IESNIRIE, JEUF U, TeTrAkE, JEARmE, EM, BRes, Bt
TR AR
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PEFEHL P TS0, SRR HY-KATP B R S0 P AN AT
SEAN G A T A0 B R A 1 B AP PR 1A S T B 0 S B R RECIR A
N E TR W 2. A5 S H-KTATP B 455 o SEOLHT B IR W 7
42 24 /LA E
IR
WAL

PEFE A PP IR E 40 L G R AR G [ BRI S 40 L/ HGPRT 1E 7] 58
ARG B RN BRARURZ 3058 ) — IR A5 RS AR, TR BRUFFE DNA R0 255
IR A LW . Ames K50, KET4HMFE T4 DNA & ks (UDS).
AS52/GPT WAL AN IE 17 B R AR 1RGN BRI LI L5178'Y 4 i i s i
UGG AR S A P K R A e € A R A 45 SR 3 A B
AR

HEVE R SR D28 T REFE M 500me/Ke/d  (FEARRHARIT L, AR HERE O
MR 98 fi5), MEPERRZ N4 TREFEHME 450mg/Ke/d  CIEAR M,
NG RHERE CUIRGRIEL Y 88 fi5) I, A& 1 AR FEAT A WL 2 57

KRFR KRG TP R M 20me/Ke/d BRI, Ml AHER: 1 IR &
(01 4 15, FAAFIKS FRETHME 15me/Ke/d (FRRHEARITE, AlkEHER O
BRI 6 f5), XA H SRR W BT . PEFEHIMe S HACE P m] A
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KGRI 5
B 1«

SD K FGES: 24 A A4 D% FREFGRIME 0.5~200mg /Kg/d, B H B &K
FOE 1) i W s B AT PR A e R M R A 2 P A IR AR . 247 50 A
200mg/Kg/d HZAARHAITE, MG RHETE H IR 10 F140 £ I, #7E H
30, B 6 R 20 7L S PR IR AT 1 R A e PREAT R PEIE T B D B B I S
g e, BLAE 50mg/Ke/d IR N H/R BB 48, BL& 200mg/Ke/d 7
R BRI R SRR . PEFCRIMAS 2551 R 0.5~200me/Ke/d B, KR
B b L0 B AR AT, 200mg/Kg/d 71) 8 3 AT faf K BRI AR 8 v 4
PR3 1 6 4 s 1 R AR 2R3 . SD KRR 6 AN A AN 12 A H B0 7T A
UL P20 e A

Fischer344 KEELL 24 A H & D4 TPEFERIME 5~50mg/Keg/d (R AR R AR I
B, R PRHER IR R A 1~10 £5), 5 R B At 30 8 B A A i 1 2 %
BB PG AT E s el o N (ERE AR v (B Pl =ik O NN D N @ B DU R 5 A vE ALE Ry
TEBUE PRI 78 0 VR

B6C3F1 /NRIELE 24 DA & LIRS THEFEHME 5~150mg/Keg/d (FZ AR AR
o, MIGPRHERE CURGTEY 0.5~15 %), [FFEH UL E K g s e gy A4z i
FRTE 150 mg/Kg/d FIRER, 40 i B8 A0 16 R AR R T

IR UG S B P 1 B PRI T 4 RN AR i B — g U HUbSS RS
i R PR SR P AN 2

(2R3 751

PEFCRLMR I 2503 (Cra) R ZG M FE-IF AT R 2ZE R IHIAL (AUC) 5
10mg % 80mg B kiT 5t 45 25 R I s Ll . PEFERIMEAS BB LA H 2 IR 2
AR HZRBN ST K S PR RSS2k FE PR R,
BRI — /N, 78 CYP2C19 BRI st 8 B Thae iE & i A B, +
43 oA P e R B R T P 40mg BRI, IEIRE (Crw) N
5.52.42pg/ml, I 2459 5 - (] (1 s il 28 AN 5.44.5 g « himl,  BiEERR
N 7.6~14.0L/h,
G
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PEFCHME R AT AL N 11.0~23.6L, F B AENANG . PEFEHE
W L3 B A 45 A R 98%, EENHEA.
wlil

PEFC R 2 AEFFITET 40 iR R P450 (CYP) RGiARH, il 54
2t (R IRD ook, FEARBNERZ B CYP2C19 HE [ 2 kAL
JETRERIL, HABR SRR A IEET CYP3A4 FAL, BEIEYE R B PEFT R AR it
VI 5 2 EE . CYP2C19 [R— L W Bk A Mg Hast e 2 50 (i,
3% A AMIAERT 221 A LLK 17%~23% TN , BEAR TR IR RS
R Bl 22 WAL M 3.5 B 10.0 /N, EABATR R Z — IR, BRRD (<
23%) .

HE it

CYP2C19 H: K 3 A A AT B0 B KR A 19C AR RIPRERI MM S, 29
71%)77) 2 SR FHE S DA K 189038t JE v ME b S ( HE e, TE PR AT e JE A A
(Egilizc P
L

ZAEN (65 % 76 %) VELEFIKGA 25, PEFER PRI 28 T T AR A B
FIE STEFRZAE R B WAL, B 24 Ee, NEREERE.
)

R 2G5, ot R e e ot 08T T RRU AR 110 247 Wi 50 59 1 o P 34
I, ARARE R S B AR M TS BR A ARARL, DRI T VA A B 52 i) i R 7
(EEiE

7 R P EE R 25BN 1 S S IR N L. X DR R
BE BB, RN =,

JH45

Sig sz E ML, Child-Pugh 734 A-B 4 FHREAL S {8 I PEFE RIS
PEFT R P I I 27 B 2 I AE K B2 3-6 /NI (PEFGRIME 20mg 7)) B 7-9 /N
(PEFEHIME 40mg FFIAPEYEL 7)) o AUCETHE T 3-5 1 (PEFEHME 20mg J
D B5-7 A CEEFRHME 40mg F IR EFRD o AHEL @R I, X
(15 R ML 259K B Conex (XIS THiR (UGS 1.3 £, A ZE 1565 .
BH—RGH )G, WEINWAREN I BARGEMACER, FmRE R
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3 B E TR . T 40mo/ K A5 B AR 5 3 1 AR R i AR K
ZIWAR ELAE

PEFCHIMF B CYP2C19, /b CYPs3A4, 2D6 il 2C9 fRif. %1%t
CYP2C19 &Y (CYP3A4 JKY)) AIRZHE (CYP3A4 FHESHAD 1. RSk
P Bk E . kiR (CYP3AL KA .« E£FLIE/R (CYP2D6 &Y -
WASFE . 284, WP EE (CYP2CO JEY) MAHL (CYPLA2 J&¥) , 1F
fe FESZ A3 P AT TN 2R ELAE T RORIF TS, PEFERIRE R 25 4R80 ) R i
HEELE.

RN FE R, PEFERIPEAN 225 52w HoAh 259 (30 ) [Fa Vb R 2%
Bl HOPEPE CREGS MR . LHIEHPEPE) |« Rk, SR, R
IR BEZRME . RGP, BRMEZE ., ahifga. FA. AP E B D o
ZR U s A WAL ERE ], A AT S PEAE RIS 2R, R L AT R
PR, FEHAMAR N RIBE R, HiE . 2B, ARSI, R LAk, o
PR o] 5 G K15 Tt P IE s AR K S R0 R LA

FEVEAL AT E S PEFR R M A AR EAE FH ORI Fe et b, 5 R34 A,
ANTHEBEYRET R A0 PR LB AR, iR, RV,
CREEPEARM . HIEHPERE) WA M. 283% 4. o
s ORES ASFIARNR . DREES2Z) o 22 BT . M ) | RFEW%
IR BEARHRT . SRS, MEAR. DRMEE . TEA A . FRAEPE. PSP AR

5 HERT A F B TEA AR

T A 2R R P A R TR M TE P AR5 SR A R O
BEAEEAR (WL L2 EAERY D, kMBI ). INR Tk

BIRTEIG PRI TC b AR5 21 B S 2 AR TR, (RO R 22 IR e 77
B PEFE R S AT R 5 SR, B E R 250 AE LR FH MR AT A

HoAt gz -

— TG R 2 FE AT SR W, PRAEHIMRE H R R O 40mg 2 S DL R
MIKPICREm . FEREE . 2. FRIRE (T « FRIRE (To . RHUIRR
W, PIRIRESEED. FRFBREE. BEE, ez, BR. BE
Ml JRINEIER . RERIER . HEABE KR,

DL IR 20 2%
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CYP2C19 Al —Le MV w5 iy Hagi A& 2254 (0, 3% Ry B At AAIHEE 3%
[E LA 17% <~ 23% PN A S5 ARI A , BRI N B X P T PR AR A
AR N BRI 3.5 & 10.0 /M, (BEER AR Z, ERED (<
23%) , BETXT CYP2C19 S9CI AL i AE B, Toms G . 5 e AR
H CYP2C19 18R LK (CYP2C19*2/*2) (1)L, HimfRifiILx (CYP2C19
*1/41) ()LEAHEABIZER (CYP2C19*I/*x) KIJLEAMIEL, o2k Ny
I T 754, AR L I R B 2 R AR A a2 —

[k ]
25°C LA T BEGAF T
(3]
PEAIIE (vial), 13f/%
[HRH]
24 ™ H
[HATHR#E]
2] SN bR 3X20150094
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B2 AENHIES . H20150524
[ LT RFA Al
% ¥R : Takeda GmbH
vE M o hE . Byk-Gulden-Strasse 2
D-78467 Konstanz
Germany (& [& )
IS B 4 1 - 78467
BRI +49-7531-84-0
B H: +49-7531-84-2474
WHE:  http:/www.takeda.com
(A4 ]
4 FK: Takeda GmbH Production site Singen
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http://www.takeda.com/
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