e .:-': EKAEBFER0928F 15
YRk 27 % 9 A 28 A

#;oE F R
| REFTRET HEXER (B) RE
B K

Il

BEAFBEEERRMBHEFEECHAR
(& B & B

NRoFE =T8RO FERBICYZ > TOEEFRIZONT

Ry F 2 =78 (BRFEL 7 7 VLY EE 100mg) (BLF TREF £v9,)
2oV TiX, KB, BRI EEZ FRIRBERE] 220 EsRE LT
AL ZATTR, FFIZHOWTik, MEMERESE, QT HRERED
HERBERARO LN ENL, ZOEAICHZ > Tk, HFITTRLD
BIZOWTHEEENS X))  BEETOERBBAROER I 5B %E BHE
WLET,

1. AFOBEEFERIZOWNT
(1) AFNZOWTiE, ABICE L., BERTEEFICLIIBEMNZHRE L
FERARBERESZFORGEE L TLEEZ &,
[&3B&E]
ERNCOBRREFBED TRLNL TSI b, BERER, —ERDOE
Bl AT —F NEBIN D E TORMIIZ, @EAZARICERARERELY EH
FTAHZLICXY, RRERABEOERBERZIDIET D L & biT, AFOLLME
ROBDECHET 27T — 2 BHCINE L, AROBEERICLELEELH
L3z,

(2) AF DL, ZhEEXIIDE., W CICHEERCRERUTOLBY TH
AZOT, BEREOEEPRBEWVWTAZ L, 2B, ToMmoER EoERIZ



DOWNWTIE, BIROBMXEEZSZRINT NI L,
[#E]

1. RKFNZ. BABCHSIGTE Z3ERMBRICBV T, BA(LERIECT
570505 BREBOEMO L & T, AF ORGP E LB S DE
FlzoONWTHORBEET B L, ko, BERBRICKELDL, BEXXZ0D
RIRCAKOFEDHEROEREZ +H5HAL, ARBEZHTHrbERETS
N

2. MBMHERRL DN, BEREESTHEFAIBESNTNEDT, ¥
HER (B, MERRIREE, Bk, EHE) OB, RHEEREOR
W%, BIEZ+DITTo>2 8, BERROLONZBARICIEAFOKE %
ik L, EEIRABEITO L, (RMAXE MEERE), TEEREERD
HE) RO TERZRER] OIEEHR)

3S.QTHERERE"SLbND Z LR HH0 T, EHHRLERBRE R UVER
BEREOEMS, BEORNEZ +DIZBET I L, £, QT HigZER
FRITIENMONTVWARA L AT 2HBEICIE. BRLLOAREME
Niaktr LR LU ENIBRICOARERT S Z &, (FE 15
Ry, THE - BRCBEETAERA LEoRE). BEERE), TEERER
HEEl, MBEER RO TEX2RER] 0ESR)

[#hRe X135 2R]
R IR EIBR S BB 72 AR R BEAR S

[AEROCAE]

BE BRACRAVFTZF=7L1LT1E300mg%# 1A 1BL.EARET S,
B, BEORBIZIVEERET S, '
(BERVCHAERCEET 2HER LOER)

1. BMERIC X v A# 2 RE. AEX IR LT 2561, BERDER,
BREEICS U CUTORELEE TSI L, RIXXE IEE]. TEER
EANEE) RO TEXR2EER] 0ESR)

R - BEBEYE 5 ERE

QT MR & 500msec ¥ 2 % QTcB | QTeB A% 480msec L FICERIRT 5 &
TARAEKREL. BT IHEEIIT
HREFMOBEERNLBET D L,
AFEAREL,6BMLLAIZ 480msec
UTRBRLRVWBEIE., FHO
BEEPIETHI L,

ZoMoBER | Fr—F3LE EEXXSIv—F 1 CERTEET




A

A EAREL, BETI2HEITERK
EioBREENSBRET S L,

# L'— Fix Common Terminology Criteria for Adverse Events (CTCAE) ver.4.0
HT 5,

2. AHZHETIHATIE, 1A 16 200mg CHEL., ZORMLETHN
X 100mg IZHET 5 Z &,

3. BHERERE TR, AFOLPRERLERTHZLAREENLTVD
o AROWELEEBTHLEHIC, BEOREZ IV EEICHEL,
BEFELOERICHSEETH L, (RAIXETEERE), [EY3E)
RO THRERpAR) DIESR)

4. KF L oREMEELR L ORIV T, AHMROCEZEMITMHT L
TW7EUY,

EEEEICR T AEEFRICET 2 BAMEBEICDOWVT
AFNZ OV TIE, ABRBEECTHIBERFERTICHL, EEm. E
R E D RS, AR CEEEORREICHET EE (B 35 4
EREE 145 B) F ISR ESXx TRGRFR, —EROEMCHKDT
— A NEBENDZETOMIT. 2EAMEZNRICHERAKBEREZERT
5] XOBBEMTZ0T, TOREOERIZZH BTN &,



CAP-10

201559 A fERL GBLAR)

RIZ A BEER AARERRA AR
FE-EMEONFEICIUERTSEL n j U ' u g@)ﬁ'l 0 0 me 874291
e = 7=l Sote [eETRATR
e e e Caprelsa® Tablets 100mg AT :

E AL 20114E4 R

HEBLESR T 5 ERER

RlINS

€ 3
AFNE, BEBIZ S TEBEFRMRITBO T, AR
T RBRASDEMOLE T, RFOR 5H1E YK
ENBEFNDNTORR S THIE, £, WRBMICELS, BE
XiZz0REEFOAE RS ERIEET 2 HAL. REER
THoRE5THIL,
B MR BAHSHI. BT ESIERAMRE SN TRADT,
MEER (R, F R, R, J5 % %) ORER. I ElE &R
BEOER%. BRETHTITE BEMROON B BT EHA
O EEPEL BYLLBETIZE. ((HERS) [(ERLES
B RUTEXRLBIERIORSHR)
QTRIRRIE EHHShh 5ZEMBHDT, EMKRLERBRERY
BREREOERS. BEOREEZTHIBRTHIL F/.QT
RRERERITIENMSN TWAEAIL B AT DB EIT. 15 HF
FoBRENEBREE FESEHBENDRBICOLERTHT
L (TR TRk ARCEETHEM LR BERS).
[EEEANEE), FAEER RUTEXBBIERIORSIE)

<Fiik- ARICBRT SR EOER>
1.

BIERIXDERIERE. REXIF LS 2B A3, BIfFAOE
R, EEECEUTU TOREEZEZTHIL. (TEE), R
FHEE RO TERBRIERORSR)

- B REBRE
QTHIRIZL & 500msec® 8 % |QTcBA480msec LA FICRR T 5% TAHAIEMRK
5QTcB L. BT IR AR ENOR S ENSR
ByaL,
AFEREL. 6EELAPIZ480msec A TIZEE
| trUZWIE AT, FRIOREEDIETHIE,
(ZOMORER |[FL—R3EE  |EEXRSL—RICERT X TARERE
L. BT o B0k 0R 5 BASHE|
THIE,

[2E] CROBHICIRELANIS)
EFORHNTHLBBEORE RO DEE
SEREQTERERHECHDES (QTRRERNEET 28EN
Hds,] (MEERE), TEELEANER]. MEERIRUTE
KIZBIER 1 DEZR)

IR SUTIEIRL TWB AT REtEDHHIR A (TR, R, BARE~
OREIDESRE)

[4ERE - K]
1. #Amk
BReH AT VIVYEEI00mg
R - SR 0%EH) INFH =T 100mg
USRSV LKk, #f )V O—A,
g JOXFEE, RERY AFFUVEERT R L
b7 OAD—X, v7od—)1300. BiEF 5
2. MR
BR7EH AT LI §E100mg
b5 HBOTZOIVAI—T1 T §E
A
S Ao
SEER O
ARRE [—
HE #78.5mm
B #13.9mm
HE #90.26g
FAla—r Z100
[ZhEE-ZHR]
BB s PRI E

@ AN FY =S ELTIEBR0meZ] B 1E. #ORET 5. 72

(Ai%-AR]

B, BEORBIIIDEERET .

;'j!/-—]"li('nmmnn Terminology Criteria for Adverse Events (CTCAE) ver 4 012
QjﬁUéu
i2.

3.

AREEETHHEAIE. 1 B 1IE200mglBEL, TORLETH
NIE100mgBET DL,

Bt AR T AFOMPBRENS ERTHIENBEINT
VBT, AFIOBEEE B THEEbIC, BHEDREZINEEICE
2L FEERORFICHMEETHIE. (HERS), TEME)
1| RO B PR AR DTS R)

AHIEABOHEEEERE OB FICOWT, AR R U 2R E
SEL TR,

EERE (ROBEICIEECIRETHIL)

(1) RIEEREBOGSEE e OREREDSHHHE (MHE i
REABMENIIRRTIBINLDS, | (EELEANEER)
RUTERZREWER I OESR)

2) QTRIREEDOBENXIIZORFEDCHZBE [QTHIBLER
RRZsPITNNGS.] (BEEREANER. REERI R
UIEXZBIER] DHESR)

(3) DLAREROSSHHE LT OBEEOHHEHE ERIHER
THBENYHS.) ((HEEE AR RUTERBIER)
DEZHR)

(4) BhEEOEE FRLEINEET RTINS, ] (ERE
KR ROTERZREIERI 0BR2H)

(5) BWEEEEOHDBRE [AFONPIREN EFT2BLNND
5,] ((R% AEICEETSHER LOERI KU TRy HRE O
HEE)

EEARENER

(1) FIEERRANBODNATESBEO T, HHHER (BTh. /¥
TR . RS ORI, R ERREDERE
s EEORER BRI AL, e o DEIRU THARM
B =53 1F (PaOy) « BhR B SR AEFNEE (SpOy) « Fiifa Sumh Uk i B2
FIPEBEE (A-aDO,) \ Fifi#8E /7 (DLco) EDREZITIT L,
(TEARBBER I DES )

(2) QTHMIRIEENHSDHDNBILNHEDT, R ERBIMRORE
PREHNCLEERERVERERE VUL T RY
LIV L) BT, BEORERZTHBRTIIEX
e  REREUTEBREAEET AL QTHRES. T2
AREEHHEHNEB AT, R OKE, MBI IEF0HE
YN ERTOZE. (EERIRRTEXEIERI0ES
)

(3) REMR, DRLZEOERZLEENHSDNLILAHEDT,
BERBHRTRSPICheOEROFETRR - EEESIC
BUTHEOEERE (LTO—%) 2T\, BEOREEZ 4



4

O]

©)

)

8

9

(10)

()

IR T H2L, BENBOSNI B ST, FROKE, mEX
RSO BETICE, (EXREIERIOESR)
MED ERBHSONBIEMNBHEBOT, B SEBITRORSH
FEHChEREZTH BEOREEZ+HCBETAIL,
Fie, BEIEU THREROR 5E2/T5E I, BIE, FgiE
G EEOBERE T M) TERWE M ESHHhh
BEITIFHROREETIZE, ([BEXRIZBEWERIOESR)
AST(GOT). ALT (GPT), EUNE D bk BA S REEN D
SONBIENBZDT, B5FILEMN TR RN,
BEORBE2THCEE TS, RENEOONB AT,
AR OAREE, W E X P I EOB B RITITE, ((EA
BWERIDESZR)

FRIERE, PHEERKBEFEBMMIE (Toxic Epidermal
Necrolysis: TEN) . B2 WK BRBRAE B #E (Stevens-JohnsonfE (R
). WSO R BREENSSHONEIENHEDT. BED
RiEE+HHEL. RESADSN B EIEngs
o5& Fh BESU TR BRIZES2T2L5, BEICE
F52L, (TERBEIER ) OTESR)

RME R EZ RSV D REM S H20 T, ARILB ST Exh
TWBHEEIE AR ABOMIZEFRDR 52 bl T2k,
NRIDBHZEOBR BT BEOREBIZGU CHE 528,
BHEOEELRBREZNHSONBIENHEOT. B 5hiE
HRCIRORE OR AR T L, RENTADHLNF B AT
13 HONCEEEEE S 2T ALOBEEEET25E, (170
HUDBIER ) DIEERR)

% BREPHSDNBILENHHOT, GHEOEERS. Gk
ZHEIBMOBIFICRF T 2BICREZR T 55841
FWT 2L ((ZOMOEIER ) DES ) ]
ARERETIEL. EHMICIE LT ABEERIE T 5T
&. UEKRBIER I DIEZ )

ARZR G720, E AR RIS B EAE
JoZ&, (MFEotORIER I DIEZR)

HEER
HAENICYPIA4DE L L7558, £ AENIFHATFA LN AR—
5—2(0CT2) KUP-HERERETIILMRIN TS,

HREE (HRAISEET 2L
FRIA%E KEPRAEIR - 1B ik K- ERRET

HARRIRA QTHIRERZEIT X | XA R UIhE0EH
F=U, HEASERBENAHITNTNHQTRIEE
oA TR, 20T, QTHIRIERSE | IERIEDBENAD
VESIREG TEZEBHENTWEIE | B, PRI EVIER

QTHIRERZRITBE|FEHMTHB IR, [pHERTIBZND

NAHBADEKE MR LEOF RHENERR| 2.

A O, % LR EENnS
IFVAORAT, BRKOAERTIIE,
INERUR—) S (TS mae) DB R)

CYP3AFEEH CYPIAREBAIEOH A |FH O AR BT FE
T 12D, =& O i 4§ R | CYP3A4AEI EL T
ANINTEE EMETT3BENH | 270, ERESDLS
UTF BT, B, ([EYPBREIOES|72CYPIAFER 0D

NIVEY—)VEEZEY, |

BT, RO A

EAITFRFUYY (St TUEEL 1 4% B B AY
John’s Wort, b+ ETT5eEMEND
Va2 7-NEFR %,
i

OCT2DEEL 323 OCT2EBH LD PRI k| EFNTOCT20/ Z=H
ARV % D.OCT2EE O M i b | THB/=1, OCT2HH

BEN LRI DBEN|EOMBIcEbOCT2R
WBD, (TEYBYHE | DB O i % o i\ 753
EHZH) Mg BRI AEESSS B,

P-REEAOERLZFA (P-WERBLEHEOMHMI|FAIRP-BE A 0R

BEAESS) 19141 (82.7%) . THI1084 (46.8%) . B ILIE6 141 (26.4%) ,
BOLs4B (23.4%) IR F74367 (18.6%) F THor-. (REEFE)
BITEROEEICONTI IRE DR R R IR SR B A E 204
EU BN VIHBB R NS B R B ORI 0L FHI AT
FRBML Tz e, U AR THOBN TR WBERICOWTIMERE
AEEL =,

(1) EXGEER

1) FEEMERMRE (%R AR RO M. i
2%, IR, SRV EEEE RRELE) Mdbohbh szt
MHZOT, BEORBETHBZEL, RENZEOSNE
BEldRFo5Ed L. BYRABETE, (&
FEREFNERIOESR)

2) QTHERER (10%LA L) LEBHREER (Torsade de
pointesz &2 T) (BEERH) : QTRIRLE K. O EHREENR
(Torsade de pointesZEEs) ABHHNBIENHZDT, B
FEOREEZTHCEEL. BEIER0OSNB AT, &5
DRE, BEXIHIEEOBEZABETICE. (EER
HANEEIOFESR)

3) LEE(~10%%Ki) BERERZINR (L EME). 5k
) DR EZEOLBEENRHSONAIENHEDT, BED
REZTTEEL. BEIROSIEB AT, A3k
B I L EOR Y ABETITE, ((BEE
EREE | DIEEMR)

4) BEOTHI(1~10%RE)  EEDTRNSSONDIEN
HBHDT, BEDIREZTHTHREL, ik SMERTE
DREPHADONTZIB BTN, FHOKRE, BE Ik
FEOBENMBEEITIE,

5) HEMRBIZFERAMIE (Toxic Epidermal Necrolysis:
TEN) GAEARHR) . M5B ARAEIR B (Stevens-TohnsondiE
fRFE) GAEARH), AN GEETR) - hEMRLE
SERAAFIE. X REFAIEIRAE R BE, STAT B HSHN BT LS
HEOT, BEDREEZHCEEL. BRERTZDLNE
B3R EER L., BB ETIE. ((EEREAE
MR DES )

6) EEOHMEE (10%L L) ERBR L. 5. KEiE
BEOEEOKBEENHSONIZENHEDT, BED
REBETHITEEL. BRSNS AT, AR 0H
EOREXIP I ZOE YA BETICE, ((BEE
AREZIDIEEM)

7y BOE: SME (0% L), mFEEE (1~10%%i8) . &
MmAEZY—E (1~10%EK#H) EAdobNBI L HDDT,
BEOKREZTHBEL. EXRooh/=8RI03E
U ERTOTE 728, I MNO—) LV CERWE IEHHS
ONEF AR EFRORERITI L, T, B EI)—F
BHSONEB/ETIRGEP L., R ABETICL,
(BELEANEZRIOBEZR)

8) WMk A RAEAEMRBE GHEEREA) - W MAMETS B
ERE BB HOONDIENHBDOT, K, HE. BEE
& AL, KEESSEOONIESITgEEIEL, I
FEDI MO EOBE Y NBEITIZE,

9) BREEHE BTF2U%RR.EBAR(1~10%EXR) ZhtHd

HhBIENHHDT, BEDREETSHCEEL, BE

ROSNFH/EITL, FHRIOKREK, HE UL - ZE0iEY)

RABEITITE,

EAN DL (1 ~10%KH) RV ALEEN S

bNasIENBHZOT, BEOREETHICEEL, BES

BOSNTF/ BT AT LRIRPEZIL DA DR 5

FOBEYRNBEITIE, T BB U TARIOHRE,

WEXIEPIEEERT s, ((EEREANEEI DI

2R)

11) FFREE ALTHEM (1~ 10%Ri#m) . ASTHEIIN (1~10%3%

10

=

TdFL, X0, P-BHEALKOM | HHTHBLNSE, &

FURFL >, BN LRy A8|REP-HEAEEED

i SV &y a FNABH5. (X8| AP EEAE

YTV F, &1L MR) B 8 R EE A

SEINTFE BRI S,
=HER

AR PRI B E TN RELEERN SRR
BT FHDBREENZ 4L E (100%) ICBIERMRHHN T,
EREWERIL. EEER (RS XF. KBS, KEL 2o8E
) 1041 (71.4%) . FHRI1081 (71,4%) . 1S 11 E9B (64.3%) . BREEES
6% (42.9%) 60 (42.9%) Z Tl (AR y
REYBRT RS REREEREL BN SRR RC
BT, AADR F3IN23 1) 522241 (96.1%) ICBIE A TEDS
Nic. EREIER. KEER (B2, E. KBS KEL 75

-2 —

12)

) MAPEVES 0 GEERER) Ehi55Hhh 3T &%
B0T. BEORBE2THCEHEL. RESTEOSNZES
123, AR OKE, BB X5 L EOR YA BETIE
&, (EEREAREST OESR)

Hiltn: B i (1~10%338) . MR (1%K5) . <bETH
m GEERR) ERH5bNBIENHEOT, BEDORES
THHCERL. BESEOSNB AL, EF 0K, 5
EXRHPILE0RE Y2 NBETIE,



10.

13) SEALETRIL NBEIL (1%KE) ShHobhnalliids
0T, BEOREEZTHCEEL, REMROSNR AT
13, AFOKEE, WMEIIH L EOH YR NEZTIIL.
(2) Z=DitDEIER

BITFEDSIL. Z 0%, M PIREII2AAMEOHEEETRLI. Crax
K UFAUC.0kd100~400mg? A EGA T ZEARIILALT
Bl i,

% AAABFRERECEFZ100. 200, 300KV 400mgD AR

10%EL E 1~ 10%K i 1%%KH THER OS5 EOEYEIE/NS A—F CEHEAZERE)
EEER FT2 BERHAE RERE. BAG. 2 AR % = o | AUCom t
g |5 X R RRERE BEE. |5/ 9 (MEDH, TR g | EP (ng/mL) ® | Ggwmy)| ®
i?&gg}ﬁ‘ m@ﬁ% gﬁ; E;Eiﬁ' 100 3 103+42.0 6 10.143.53 | 1152+46.0
TH. B0 B|HET B, BT, | BRI, ER 200 6 186+91.6 4 16.8+6.94 | 101+14.1
wkae |k . BN B TRE. (RN BER 300 6 392198 5 294:1138 | 90.2£13.7
A%, ORNER it 400 3 4474240 6 32,144.66 | 114+44.7
i ek, IR R SE 5 | BRI ¥E1) AN RI2300mg/ B TH2.
i R 2) il
~ . k. BB BAET 1000
- RHR T
P ~EZOCHEM. U &l I
JNERIADEE E
A4 PR REEEE T 2
. BIREE CF R D OB SAR. MHBR w 100
e\ BERRAE) SO, |, AR o
BRE RS EHET. i
R Za—-ONF— . BE Fll
U, BSRREL, IR, TR N
B EEHEE R S
%, PEakimR g B < -u - - 400mE(0=3)
REREE | REIR. B | RORS. IR, g - 300mg(n=5)
e BE g8 mAE. EH AR F—I— —o— 200mg(n=6)
$E. V1R LR RE —o— 100mg(n=3)
T Rl
B EWD K. R E | L B 1 I L ' L L !
. &R T TO, B | SO IRIER R AR 0 24 48 72 96 120 144
20 AL 2 B B B AR ORI, (£ Mv L w5 ()
T o e DI, EE . A B /YT 5=7%100~400mgD R THERE QR 5 %D
EHA. Fsh. =E ’ MEFFREHR (SFE{Ei*%ﬁﬁ%)

ERE DR A 2= A\ B BT BN TAFZ100. 200, 300 % TF400megD H

i B I A T EAE T LTV BIERS BT, B O 87T A 1E8 AMREEORFLLLE I 75=T R

Muainigialposempietly IR 5 BAA 08 A SR E B IR EBIC R T AL Ao e,

ﬁﬁ éﬁ IR E DS ) * BA EABEREREICEFE100. 200, 3008 T400mgD

) R UEREL T\ s OB BIR Al S LANCE, T_‘;;%}Ejggggﬁﬁ”Eﬁbtag@ﬁ%ﬁ%m
o R TR I H U T3, B T K518 T 5 = == =
&, [BE (5vD) TRIBEL. RIERERIE, L MERD et B2 el Il i o
FRENHEIN TS, ]

@) BRBOR AR ETAIESMT, PUEATRETHRAIT 10050 L 3.8 e [200-583 s b i 2055500 ol L4223
RRR R L EBIE, [BHER GYD TR’ RABITTS 200, fla Aol 2222259 o€ JL LSS T of, 70
Zkﬁiﬁﬁéﬂfhéu] 300 3 1580+302 6 29.944 60 5.3+12

/J\',E%/\(D?QE 400 1 2050 4 44.6 6.5

B AEERER, HEE 2R SR X/NRIIH T2 LR gg iigﬁﬁﬁimmmy BT&HS.

LWy, (AR DI

BRES

B ERARICBN T, 300megE B AL A B RER LRI 3
. TH. B EEORIEADEERVEBENEI T EORE
HidBb,

BERESELNABEITE. HICQTHREE KU Torsade de
pointesASEEZ D BENNBH D/, BHIDZREZE T 1k BEEBITHE D
ML BEBEETIREERETMUTH ERICEUE T LB
7ok,

BRLOER

EERZS (0

PTPAIEDERNIPTPL — S EVHU TRRE T5L0BE T 2L,
[PTP—hDERERITED, TRV R A B AT B AT AL I3 SR
IERILTRBRASOEERSHEEMRTAIEMREINT
W3, ]

FOMDESR

SN EREGEEERRBRIIBNW T ENCBITREERINHEVERE
BT, . FFE. B, RS B EEICREE T B R (ITU 0
TR R X B E Dz fa(b) Aoz,

(ZMENRE]
M8 M
(1) EERRURERS

H 7 A B TR B FT BT AAZ 100, 200, 3005 F400mgD
ECHERORFUALE, B (4 P RER R 74~ 6RF R

—3—

73) BAGEE=28H BOAUC2./ 18 BDAUCs24

2) BREOEEIEANIBIDEHRE)Y
R (h=16) ZHRIT. FHZE300mgD A B TREZICRE
L&, AFDOAUCIKII AEIIDEEIIRDONIN O, &
HIDC a7l ZERERFR ST, BB 5 TENR (11%) B
SHsFEDENTZ,

bkl

In vitroRBICTBWT, AERERET IV T IR U b - HEE

BickE &L, ERE A EITN0% THD),

e # Gn viroRB RO ENTBIT 2 RE)

BEREBMHEBRECER TR EERENRELIEE, I

8% REUEDPIZ, N> T YT ON-FF RIERUN-EAF NV ARAT

BHEnk, REVCERCRDEOT VIOV BRGHEGEDSN

722, In vitroBRBRITBW T N-IEAFIARIT EICCYPIAYTID AR

LY N-FFVRER TV EF /3 F35 Y FMOIRU

FMO3) IZEDER LY,

Hut (AR AITBITD R ?

BEBEHBRECHCIERN T T REERORELEE &

E1%21 HETOH I BEHE ZRT569% THole. ERURHITIX

FNENHR LB EEOR144% B UR25%h kN 7z,

Yk RICBIT M RE

(1) BEgEEEECHITAEDERE GFEANCBT 2R ©
VT F =27 T A (CrCLMZET<EEEE (CrCL : 50mL/min
DL E80mL/minLA ) . BEEEE (CrCL: 30mL/minLA_E50mL/min



K ROUEEE (CrCL:30mL/minRi) OBEAEEES, WS 2. Ho@Engstegy
CREBEHBRE (CrCL 1 80mL/minB) 2R &I, A HI800mg® % RGBT AR RE R RN IRBER IR RS (ERE23 15, 75BRE 100
HERORS U BE, PEERVEEBSHERESTI. ) 2t HREL T, £F300my HOFMER U & ta7 5REH
BHREENERRBERRFICHA N TIZTDAUCIEZN BT _EEREESLLERSIEEREERL = T EHWHE
Th43% (BE) . 58% (REE) KU 74% (BE) BiEz R Uik, B ThoE R e A < ENBEAEIRORREBITHER (h
—H INTI T DCornl I BB PEERUVEETHERE HLE (95%E KR i, 2B TNE* 24.9~NEJ I A. ISR
E T BN EEREHBECLR ZhENh7% (8 FT19.3(15.1~NEA A THY, ZANIT TR USRI #RICE
)\ 9% (FREEEE) oM 1% (B BE) MR R LAY, BIShV ER BREEZFRUE (ONT—EH0.46. 95% (5K M0.31~0.69, p=
FRENaoT. 0.0001 (@FZ>278E] 200947 B31 B —F bt 7).,
(2) FHAREREZICHITSEYENE L ENCBT28E) 7 YNE:Not Estimable (HEFEZR1])
EXE (Child-Pugh#348A) « 4 (Child-Pugh/3EB) RUEEE 100~
(Child-PughZ}8C) DFFHERERE R & TR B EZ NS 90+
IZ. A AZS00mg®P DA B THER OB G N FI=T D 5 i
AUCITIE, BEGBREENT MO EEE L ORTERE E 60
DENIBHDTE, —H NI FIZT Dol BRI EEE g
EHBVIIPEERERESOMICRIIROSNIN o/ b0 % 3o i
D, BRFEBREF TR, EEFEEREE TIEChdd29% K 0
mor=, 109 g=sy
;%*ﬁﬁ{lﬁ}iﬁ 0] T T T T T i
(1) U77I Y (CYPIAFEAD LOM AL 2H S ULE Alch g & 5 m;;, “ 0 *
TBEAR) Y (m
BEHRBE 6FIZH BRI N FI =T 300me U777 EY e 1% e P b o ’
>600mg/ BEBERIB S UIEE N T =T B 51T X, 12 3 4 7 HI R OKaplan-Meier i (B A AR AT 42 )
INFE =T DAUCIIA0% D LTz N TF =T DC,adTid U
T VBRI R AR BRSNS, [EEE]
(2) ARFNIV(OCT2EB) EOHAIZIHEE G EACBT2E 1. HEFDHR
B (1) In virro
R  4B1E R BT, ARV 1000mg RN FH =T NoFTIZT1d, RETEIGFAREE T 5L IR AR BEARE B 3k
800mg® ZHE R G LIz &, ARV I BB FIT A, AR TTRUMZ-CRC-1l2kk (FNFNCE34W R TUMIISTER)
BV DAUCKRUC o TZFNFNT4% K URS50%IE L, AR DIEFEEIHILZ),
NI DBI)T T RE52%IP LI, (2) In vivo
(3) PdFr (P-EEREE) LOMAICIZEE NEACBTD NFEF T TTHRSE B T BHELZX—RITURATBNT
FRAED” EEEaEmHL=",
BFEHBRE 4AIENRIC, POF025mgRUNYFE=T 2. ERMRF
300meE R ELEE, DOF B SIc R, a5 *NFEH =T B FR R B S Bk VEGFR-2, EGFR.
S DAUCKUC andTFNFN23% K U29% L 7=, RETEDOF O FH—tE0OU Btz E T 228 K0. flAgiEmE
(4) AZ3F/ =)V (CYPIAIREA) L0 RICLZEE B A ZHHILIZ,
BB Y NFH T EMNERILE A AR (HUVEC) O VEGFR-2K
BEHBEISHENRICNYF T 300mgR AR5 F EGFROF Y FF—EDUL B2 EL. VEGF XUIEGF Rl
V—=200mg/ BEf AR EUjelE NOFHoT Bk 555 2L AHUVECOHEZEMHI L1917,
WA N FH =T DAUCE %ML 2. )N 75 =7 DConas - BNl H S Calu-6 XX AS49M a4k E E TR HEL 7= X—R< 720
[ = S YR IV 2 IR S =2 - Dn gLy ah a2y sl BWT T T I XD E N R MR S8 >, B I & 3w >
(5) Y VSACYPIARE) LOMFRICEAEE LR ANITBITZR ZENBOENZ,
F )R _
BEEHBRE | TBIEN S, N T =7 800me® F USRS 54 e _ﬂ[ﬁ_ﬁﬁk‘ﬁk"ﬂ'éﬁ(t*ﬂ‘]ﬁﬂﬁ)
7 SmEEHH AR S LAEE S F I T AR SAORER: o /T F=T (Vandetanib) JAN) Tr
BEr R EE o, %% N-(4-bromo-2-f uorophenyl)-6-methoxy-7-[(1-methylpiperidin-
(6) CYPIAZRU2CHTH T2/ F 5 =T DF BRI [ .4-yl)methoxy]qumazolm-4-amme
In vitroFABRIZBWT, CYP1A2 R UCHTN T BN FF =T D LS HiC 2
FEEREFMLUER. N T =T ECYPIAZ R UCHET O\/
WIBZEARENz, 2 .
(7) FLBTHES> ) (BCRPITH BN 75 =T OBEER o j
In vitroBRBRIZBW T NV F ¥ =T IRBCRPEE TRETS o
(ICsofi : 11.9pg/mL) ZEMTRENTZ0 H
QTR RIE B BB D) /@[
BREBRE 24PN RITNTIZT (100mg®) Z R SIS B ;
EQTcHIRDIER (11.4ms) MFBOSNc Ee. N FHFZTESHT;  HFR :CosHaeBIEN,O,
BHETHA LY M Qmg 2R S LEEE, NOFFZ /7R 147535
; BEMHEIC AR TISIQTeMBAER (10.8ms) TBIEATREN  fk ARIIHEAOMETHS,
) AFOREARIZ300mg/ B TH2, &R %4
1. BRERUZSEEFEERED L BYCERTIE,
(517357 5))] 2. BN TORBEFMNED TRSN TNAIEMS, BESHEE%, —&

E A/ ERD

RIE YRR EE s PR IR BRI B (145 2Rt R EL T, ZH300mg
/IBROR RV BREEZRNTIEERBUIEEREERL
Tz BRI RER (134)) 12 BT 5F BRI =3 21238.5% (5/
13%1) ThHorz.

M EE AR E B TI200me/ B
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BRARREEERTZIEICED, ZREABEOY RBERETETS
&EDIT, FHOREMRVARHIET 25— 2R ICEL.
FHRIOEIEMFERICHEREBEEELLZE.
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