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LEVRYT FF AR BT B ) 28 1 B Bl e R
MEAREAT

[ D& BRI B RS A MREMRESIE (TLS) MMkl S FTREAETLS, BRUWEMHBDERRITH,
A IEIGHR b 8.3 K S L 3 0 o PR BRK S REAT R T
LRERE

2R I TT 3 8] B HAHEAT A M ANMTH S E . BESR A ShIRST (CML A A 8 A R P PR B e/ R BRI /AR D A
SR i 40 O A i B R A R TR Y, SOMLABHE 1 S AR L, DnadBICMLER SRS L. Bl S eh WA i v 7T
B E, W (AEAE] .

BZARETRREN BRI EER. B, BENRE) . 0 (EAR], &R N
/s .

A B AR L F AR G . UUEFSBRER (CrCL) BEAER MM TR, (BER AR MRS 1%
FERERW. BHRALBEOFLERMKRBERUUTEFHIIARENGSEE, TTHRHTXEBEN MRS o Bk
PEEE (AGP) —— P LB BAESEAATHEHE. 5K MR RE RS KU HRR RO I B DR 2T
%k, BI5%BE (CrCL: 40-59ml/min) FIERE (CrCL: <20ml/min) EIMEEALTAMXM. R, Ew [AEHR] +
BT, WmRBEANENZ, TTHEFDERHRSAE.

GERATBT AR, B8RS & RN . RE BT IR .

ERB2ENBURI RS RCBRENZAE. BH. SRBENAREE, RAENPRAAR. R M.
ARG BTG, St HORBRYIRR B A A FORBRERITRS, A AR IR Th AR R0, FEIX 28 58 2 o Bl W SLTSHAK - o
JLEME L E

EEREBREZPDE RN ENEFINTOEHARERE. EAMFDEBEKETXILERE KR
w., i, BUCHERRDERKLENRE HRETEDEN (L IARRM] ) .

B SR BB IRAE EHHORNG

FEEZR LG BIETHEE T OE K ENERGNRE, XERERSEREN R BFDERERN. ZHP
LR REARRR B T IR AT AR Sk MLABIRIEE R AOAE R, R, TR SRR R R
[ZEaREAME LA ]
iR

SRR ARG AR SN LR AN ERBERDY) .

H AT M5 S e RE DB R OIEHKRAK, BARAKSEHELRE QRIS LERERE K EliERSE .
AXAE BURIR 28R A ) LI BRI, 7 T ZE SR RS0 (A P FR R AP o 8% J . ISR Y3 R AR A FRBRIR AR Do 8 J, RS A
HXT R LATRERIfEE . B RS Lo R PR AR £ T % JR I B WL R HEAT A R B . RS R M RELE . IEHR
AR SRR BUR ) — R E ik (B, BEERT1% .

H7L

I E RIS AN o GBI R F=P7E FLit i 3% oh IR BELL 4 5190, 510, 9, B9

AN T PR E B . ARIE G DB BB & HIREUR RS H AR REAR, BILaAHYR



BARME, QLT MORAI2910%, (EREF A REFD S BIEARSLRBORN, B, EERHAS 0ot RRm.
Zﬁﬁmﬁﬁﬁﬂmﬂrﬂﬂaﬁ&‘&E?&%Fﬁa)mﬂi?#sﬂﬂﬁﬁﬂ%,
i-vs]

PARBEAT S 01 0 8 2 1 5 0 BB B B RO T AR B O A 9T . (AR O 8 R T L B )

M BB ESE ML, WA (Zmam] .

DL#EHZE] .
3HULLEMERAARES R [FEAR] . FERE R LEFRSE. PEILEABAAZEAMESEE R
MI3% LU FILERALE LK.

[Z4ERZ)

SRR SR IIURT S B2 3 A0 VR XT AR I 8 TR 250 122 T BB

R GG TT (GRS OISR LB E, PSRN OEH MMM (LVEF) , ZEMRIFHE, BEEHEMLE
AER, MATRE, HARBEIEHREREITARATT .

(2R EAER ]
AR ERDS B MERENEY

CYP3AMHIIGIFR: ERHESZ IR (AN A SRR (CYPIAIIRIFD /5, PO BBMAWEEREEMN CPHRMEMLE
WRBE (Coa) FORD BB NLE FEA (AUC) AT4MRIMIIM26%FI40%) . RATE5HECYPIAMIIHIA (i % e AH/HEM
RHER) FHRANLRK.

CYPSAMESH: (RAEERERAFIRTLIE, 5% B HMMRBMND. 865 (0% FEX [d1=3. 5-4. 34%) , {HCaaxs AUC 020>
HIAUC o) 535 T HESA%, 68%RITd%, EWSKBIRHRIL, RN TRZEGYIEHDE RN MEKRRERE, NiSBur
BOgA . TR S RIPUMAZS (enzyme-inducing anti-epileptic drugs, EIAEDs) M-RL ¥V, REFHE., HERK,
BERRIE, KREWRREFRILR, FREDAR BT OB R TR B2 b B A4 R

SR AR FIETAEDS AL, 7T B MIAUCREZT3%, JUECYPIA4IRSAIMMIENI . FADkNE, REHBE, ThA%
Ak, BRI 38 47 % JB 5 CYP3A4E SRR IR . 76 R R INF RIS, BOEREEHSt JohnEH R BHIFIE
PR AT 3R BIAUCTF 4:30-32%.

FERR D E B AT T 525 3R >

PR RAEF AT (CYPIMIEH) 1T I0naxFAUCS SIS M2AEAIZ. 5%, RIMIOH I 8 B AT N2 CYPaadf St ig 2
B2 I WA, AN, EBURETA, R I —Col T FRFINBIFIG) (UMK IARIE, [ 24 FR AR A28
FVATT BRAE HICYPIAARRS (INFRAIE. IUEFFAE) MRS,

FE 5 RICYPIAGEYERIUAOIRIE T, 70 8 R B ATAEARSMABICYP2DGROIE ME, BRIILTE 55 FTRRAF T 8 B IR FRFES, %
I AERIMARGERICYPRDORRAIM R I, G MRS IS, BN, 0458 B 7E S & AT MHICYP2CORICYP2CI ORI TE 1,
(B A T L SR LA JREN (4G . BRI TR T 8 R YT MR R SR BB, MR &, Mg
S04 0 e i R A )

7 55 2 2 400me B 45K 2K 1 CYP2D6 5 B (9 4TV AR AR I MO 1 FRSS,  SEHEI R I Can FIAUCK 2118 IT23% . 10 3
JE5CYP2D6E FHIMEILIE/R &R, MPARFELYEMEEMNRREE, TRLEEHE.

ASPSEIO R, D BB AT X Z B R 0 PR AL

BH GRS Z B R AR AT R AN S EFET B TIREIEE, FMYIMSEE B AR, [BRRE BEe i
HEAN BB LT .

(295t &)

RITRIE U EMAAZRAR. (U8 B R MR S0/ BIR GRS b 3 RS O 8 R RO R, — XL
R HARRRKE . FRESR, NEVIMBRA, B TiE LRI .

TEFRTRENELHNT:
RARZT&:

12008]1600mg CRFLEMfEIMIZEI0ORAE) « Bols, Wk, BIVE. K. 4B, KM, FAK. B, PASE. MM
Wb, BRMAPRIRDRE. BRE. R. AERIE.

1800%3200mg (4 BB R43200mg, (EMH6K) : A WM. CPKFHRG. ML EF . HEHER.

6400mg CRAFUE) : SCHRPHE—FIBE HITO. Wk, MR, R M. PHRMIH TS, SERT .

8-10g (HFIR) . & HBIRFI B AR .

ILERZT &

—RRETRARINg YN =S BRI, BEMNRKRT, 5—4=% B REET LA RS0, HAG

SAMITHBOT RIS .
[ZEaE]
HEER

1ERNF

L #BR /N TR A RERBMEHHF, T4 80HBer-Ab BAEARAS (TK) DR TR JUIANTKSMKRITEHE: Kit.
B c-Kit A E RIS AT MME T (SCF) 24k, ARLHIMZIA (DDRIFIDDRS) « HEERIME T 24k (CSE-1R) A
AMEATAAEKE FZ 4k a B (PDGFR- a FPDGFR-B ) o 471 JB i T LUK Lo 2 Ak MRS IS 15 A S 0T A«

I B R AE AR A S TSR K L 40Ber-Ab RS SURRIAE, ALEREYEMBIBer-AbL M R A PR o PR 1
(Ph+) HOMGMEREME BT (CML) 08 Mok 40 1 1775 28 5 0 57 B O M TR S L T

AN, D R AT I L MRAT A K BE T (PDGF) 24k, FAMBET (SCF) , c-KitBAMBEBMAEE M
HPDGFAIF4 MU K 7 4+ S 41T K «

B E G (GIST) AMMFEFH ki tRAE, H5hskik ERF D% BIAEICISTAMRATNAH %S LA,

ARDEMRFERLAMBIE, XTELBBMANRE, VAR AFFERITEITR) Mak R 250X DIRIEEA
P& RHRBHRE D BRI, Ber-Abl RREREWER, EAORERFRIM, BAARZENS FAH. CRBHZERZH
B RERARMBRA N B E R AT RAEMS . FHik, BTRRETLE, RN R EERRA.

BIEWHR

ELPLBRKINEITE, KRS R AR, 3BT 8 g S g R i I E .
bLirs. 35

FE—TUESMER (Anes test) SEB. —TiESMBAPAMAN ChRMERMELR) M—TikNARBZELRS, #
S#RBH DAEFTER B SRS AL AMREER S (clastogenicity) 4B (o Ha B 59 540 e ot
W) , HRBBOEN, RIP DS RAMEORE R, IR b B A P R T A B A (A =4 7E Ame s 82
% BoRBREYE, Heh— AP R R i bt R .

EEBM

—HUAER TR, ELTORS FHMKR60ng/ke (L4 TR AKARS0Ng/K) , BAMBISNERKZ, [
R T B B FEAR . 20 O BRI > 30me kg, AR B SLME T (97 A A B BE B ch FERRMIC . 76— TTREHE K RO 1T 9%
o, REMZBRMGERBAEEL, (BRENR60ng/ kel AR <20mg/kght, HAJEHILHFETBHERMM, FEREIEE.
E-TARBEMOREH RS, OFRA F45me/ke/K, FEREIMBRAHARBORBBIRZ MR HORRMM. FIRFF
REATFRFRAE, MHAEBIL SR, FORERE. FURIERNRE ZRIMW, (B3 315ng/ke/F R BAR I H
RN, (R AR H AR LA SRR, BRI T45me/ke/ R, FIARZA T 15me/ke/F (HsH R A BB00ngH1/4)
B BEAE F AR T .

FERETURMILE FARG DB > 100mg/ ke B EEER, RS FI5RBAHES00me/ K11, 56 . B
TR, LLR SRR/ SRAAE A/ SGR TR . £ 30mg/ke i MELE] LR 1ER].

RRRRRI D 8 8 AA AR ABOIE A . EARZE R B K B b AR B 2 LRI S 0 B e A R SR T
R, BERRATE T AR EWERR GRS, B ARDHM. ERKITKROHAEN. BHas, FIRFR
EH HBRZHEI DA,

EGHREKRE OEEEF AP RNEIFORBE R FZF10-70K) . HibLEMBEBLTRG, EEHT
B)URHREAEL0. 3-26%0T, MDA Qa4 K RBMAF GRS BIER G — TN . FB, EF5IHEEREY
2R, MEBINERZY (WPHED) 610, LLEJURHS R #2579 340mg /.

Bt

FEAWEN KRBT R, BOBBALHEAI5. 30/60ng/ke/FK, 4 R60mg/ke/FH MMM A B F1=30ng/kg
/RAMMRRROFREERE, SREABURLH¥EL. REARNARRELERRAOIE GEMEAMENE) . 18
HERERYER R CHERE) RO IRAL SRR X B MFEE . MR B A B, R, Rl AERAEEE.
AL FARGERR E R AR AR . P A R A BB bR B B B RO K (R R
no observed effect levels, NOEL) HiffitJy: WFAE. BEBt. JRl. /M. FORSBHR. 5 LA E HEBIEX 30mg/ke/F,
AR RAARF IR A5 mg/ke/ K.

B BIR/ B IR/ FL SRR /AR B R A SR AE 30160mg ke / R AV B/K FRIBA R, 424 F A48 H £ & 400ng/FK 5800
mg/ RIUBAKFHI0. 5-42R0. 3-2. 4 GRIBAUCYHY) , Ti340me/m? Bk F RIS T L& GREAUCIEHD) % HREBEMO. 4
3. 0fif. 60mg/ke/ RAMAKFH, WIERR/BE . BREAREZSRA . MaE. FRERER. F R E s
R T LA B T A B 3 9 Sk R /TR 5 R A

PLER RBCRER T4 R 5 AR KB B AR, SR E TR & R B 3RS 60 % 2 M BUR W7 1 AAE
BB DERIST B E OB RRE S T SEAR.
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[4R3h /%1

ﬁgéﬂm%fezﬁiﬁﬁmsﬂommﬂﬁm Elmlﬂ:ﬁﬁ;&ﬁ*mm,

08 RAIRAE25~1000mg R, JPHMA T (AC) MMnSARFERGIMEXR. ERAKNLNRRE
fEikRaAR AL 5~2. 56%.
MR

I B 9 FI daxt A R RE 98%,  C1IRJE 3k 6 5 % JEAUCHI 25 5 R U BhAE40~60%2 1] 528 Rt bk, mifig
REEALRBRB MR (CoadRD11%, tadEF1. 5N) , AUCKEIRZD (7.4%) o
kil

#o5u5 MRFEGE, ARFUREAEALE, PHSE - BREBEOSES, RAROELSREASE. B4
B B AR AR BER R, A4 9L / kelhHE, (BLL40HIPA 51 LR BUE. %Wiﬁ!ﬂ*ﬁ*%‘%ﬁﬁﬁ%ﬁ*ﬁ
FURKAIMIBERL. B LIRAIMER T RBUKT B, A2 R HUK PR,

it

APy EFGEIRAC = RN FRORRATAE Y, AL S R B0 M AUCR F2h R D &
JEAUCHI16%. 17T # B RCYPSA4HINEY), XACYP3A4, CYP2D6. CYP2CORICYP2CIOMIMMEIA, Bk, mIEmI4 AWMt
R [ZEAREER]T ) .

\@%mmﬁ%*ﬁmmww, HIE AR TN 40N, TR AL AT HEE BT 2 B A981%, b A (E
spfftes%, R HEM13%. £126%8FR% (BRe5%, KEF20%) , HKARMAY, E3ERRPFEERM=HRREZ K
e BAEAL.
FHRBEBRNBRNE

RANBHRB SRS, MR LB L, i E R T es At

S TFFEPFHAE  (400mg/R) , GISTHHZ HAAR MY RERRLOLEHML 56%. KIFEVIBMCISTHH I ARLN
FHEHR, BLBROGRSIEEITMEIRNRL (AEA. WBCHBLR) 4% LA RENLN. KAKAKT
PEARIERE, IEMERAIWBCAK T . (B RIX LB FE A & LA 7 B B .
ILERY

JLE AN > F-260mg/mPA1340me /me ) 5 F U Bk 227 A RIRE RO 250 B8R, O3 M4 T AR A 1400mg H1600mg.  LA340mg/m?/ K
MRS H - RERALE, H8RME1IRMAUC(0-24) LIBR A L. ML ER.
2ERY

Eﬁﬂhﬁﬁ Wit 652 i) B & K F20%MIMGRB LR, FIA B H % 8H AR,
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O R RIARMF= LTl B e . b B B Th AN é*tﬂﬁﬂn&iﬁll&iﬁ?'&ﬁ:ﬁﬁﬁﬂ*#. Hngy
1.5-2f%, SMIRACPAKFIINL. SEEATF, AP G5REHBERLE. BTRIBBILTALEMHEN, HEHaETRLNE
THREIEH BE M P D E RRAHRE AL (R [REHR] , (ixﬁiﬁl b ¥
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