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L KRIORER, EOZE. (LERECHEEL. FHDO Y 27 FIZH50T

LTOICEERTE HEM - EREEYE - THEEFAMOVDIEROL L TOR
TondEd, BMERBIZHI--o THLEREEZH LD L,
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BETIEEEBHELTI oL, (KARRUVARICEE
THRERLOEE>. 4. BUER () BERZEHER @
THEHR)

HEER

AHNICYPIADIET & 725,
GEEE (HRICEETHL)

B R oREREH
MOIER EFROME
BomPry e
g Tl
THREER QTc 500mseckBA32E | X—2 54 Xix
UERDONEEBE | 481msecRiFICEIH
T 5% THRET 5,
REERIZE. &
E&%150mg &
Do
QTc 500mseciB, X% | &EPIL,
N5 P60
QTcHEH A360msec
#B., D>DTorsade de
pointes, ZIBHELE
RS BT EE
RO - SRR
HHnEE
AR EEETHREYET | EEMILLER
HEEREES A360bpmEl EIZEIE
THETHRET 3,
HEBRFIOT, B
EH A 1S0mgi T
Do
EROFBREHIVE | BEPLE,
BHERET LSS
By - IBH - | e Grade 32l b Grade 1LA FICEH
TH o EEAmIMAE | BETEHET S, &
IEEFIOHERIT G SEBARICE, B
iRV EY SR A= % 150megl T 5,
o TE RV
&
f=giuti 3 BORERET-T | Nz ha—
$250mg/dLE B D | TE D ETHRET
WmERERT S | 2. BEFHRECL,
& 5 /% 150mgHR
LTHMT 5.
Y—HERIE | Grade3Ll Grade 1A T IC BT
FET—HEH 5 ECHRET D, ®
m SRR, B5
% 150mgBEd 5,

1) GradeldCTCAE ver. 4ITHEL B,

[ERLDEE]

MELE (ROBJFCEIWBIIBETICL)
FAEMREOH2BEXRTOREREOSH 5 EE (ME

HRBRRERXIMET HBTNRH D, )
TR EARIEED |

BR)

(2. BE

T4, BHER (1) EXRABIMER] 0ES

PEENREEONSEREEOH 2 BE (RetkiamirL

TWVrzvy, ]

QITRMRER OB ENXILEOREROSH 5 BEF (QT MiE
EEXRERTOIBINGH S, ) (2. BEELRERNEE) .
f4. BUER (1) BEXZ2EHER) DESR)

BEELTEFMIEE

FEHEMERRDLDLNA 2 LMD EOT, BEh, B
BB, . BARSOMMERRD bbh=BEik, &

EHRE BEERGELR - HEAE | B BRRETF
QTRRER+ R | QTHBEELRIYT | vwihb QTHRE
SToEAEL | BEABHLOT, B | EESEEE
TV A A EOWEZ+DITHE | ThEd 5,

TIAsmy | THIE.

7o) Aa~w

A

Ka~ty F—

NV
BIRERITZ | gIREE-TBIAN | WFRLRIRE
EBFMLNTY | paoe, WEERY | Bodsans
BEA BERLRNZ &, b5,
© B ERTAI

T Fry

YU RAN

T KB

VA =R=P s
CYPAFREA] | Amom s | Zhb0ERO

harY— U BERMENT 5 | CYPIABEIC X

HED BEARSHZOT, # | 0. AF RS

ANF=FY | mEmR. REoRE | BEshBEE

v B~OLEEEXEETS | Abh3,

U o % T &, GHEASEET bR

VETELE | puagait. ARIOR

BEEETBHLEL
2. BEORIERHE




EHEE BEER - #EAFE | BY - EREF
HEEL., BHEROR
BILTHERTHZ
&,

CYPIAREA | AAMOMBRESET | ZhbOEHD

Y778y | L. BZROFHESREK | CYPIABE D L

v FTHIBZNRDHD | v, FEORHM

Inrery | T HREBIAIL | BREZhBELE

9 REE LWL, Zbns,

A ETHE

FYyvw (k

VheVa—

VA T

F EERS

&

EDENHIXERRER
4. Bl¥eR

EEERFIHERE (CLDK378A2201R88) 123\ T., FAN

BEsn721408F (BAANBEFE4EEET) 1356 (96.4%)

IZEIWERZRERD bide, E2BHERIE., B01094) (779%) |

THI08H] (77.1%) | WBHS2{A (58.6%) . ALT (GPT) Hhn

53 (37.9%) . EAREGESOH (35.7%) . AST (GOT) #am

4067 (28.6%) HThHoi=,

R CTOHEE)

BERORREE. BEAREHERRICESERB L,

2. YERBETEDLRTOARVENERIZ W T IHEER

BE Lz,

(1) BRUEER

1) MEmER (14%)  HEEWESRHLDRS
ERHBHOT, BERFHITO, RENEDLREIES
ixRE eI L, BORAEERTI 2. (KAERV
RECEETAER LOEE> 0mESE)

2)  FEEEREE (3.6%) : ALT (GPT) . AST (GOT) . #
VYNEEDLAEE S IFRERERDLDRAZ L
RHoEOT, HELSITTV., BESEDOATZHEAK
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ETAEREOERE> DEER)

) #oitoRI%kA

HEEARE | 2058tk 10%~20% | 10%RH
bS]
BRYRE
(Bhize.
BRES npEs
LUEE - - DHEE, -
HEE il
BRTES
%)
mERT - - - =gl
Yy ok
e
KERU - HEkiEEE - &Y B
HRmE e
R P - - - BihEE
(38
#., B
. YesEsE
. PR
Y.
Eapisae
. ERE
)
EREE - - - LSS
EiBEE - B - BEFEE
(77.9% (FAE
) . T WFiEE
(77.1% B, BT
YN 1 &) .
(58.6% HIET R
) . BEW . Ef
FiEER - FFisRER: - -
1722 EHEER
(ALT
(GPT)
.
AST
(GOT)
Hhn, M
hey
=%y
%)
ERRU - - B -
ETH&
227
BRUR - - - me#s v
BEE FF=
o, B
ST
£, BR
2
E5RE - EH -
BERE | V¥ - - I G
B Figm
5. BhE~ORE

—RRICEBRE CHABEBESETL TN Z ERBEND T,

BEOKEZERL2ALREREETE DL,

6. . ER. BARE~ORS

(1) EFUBFRELTHWATERED S ZBACITER LOER
HERERMEE LES LHSh 5B/ C0oRRET S



L. RUPBTEETHHESITE. KARSETLIARBE~
DY AZAZIZONWTBEIZHSHRAT I L, E2. BIRY
ERBAILH LT, BYaEge2T> L5HBETs L,

(ERPOREIET RSB LTV, Eiz,

Zy PRUUHFR, BV F=T 22N TRORT

25mgkg/B (AUCKES AR CREKBERDTNT

NOCRUVOMEIZRY) RERE LLEZE, BRKERBE

EFgEdbni, ]

(2) BATOBANCEET S I LET, PUrBTRET D

' SREEBAEPIEEES T, (b FEBRP~OBTIR
FHATHD, )

7. INRE~ADESE
EHEGER, FiER, @R, SRR sRetk
WRRESL LT ey (BRI 2 )

8. BRESE
BEFESEOREEIRDEN TV, BREFESR4ELLE
B, —RBRERSRREEITI 2 &,

9. BRELOXE
BEHIZE (4 : PTPREOEAIIPIPY — F LB L TR
BTaLo888752&, (PIPY— hOBFKK LY, BL
HARPEERE~FAL, ECRmileEs LTHBRs
GOBERLREMEEZHRT I LAMEENTNS)

[EpEnE]

1. mpBRE

(1) BERURHEES
ALKBEBETFEREE TS RAABWERSIC. ¥ F=
7300, 450, 600 TS50 mgZ B ICE NS Lt 2 0m
RIS ABERRE L, TIEREHO3IAM. EUIZ,
ZO®HIBIERHEREMAE2E BICEDBRELNE LEY
BHENT A —F BB L. HERSICLSAUCOREIT
750 mg CI3METH -7, "V

<BAEABE(CEYF=T300, 450, 600%UR750 mg% #IE
RURERORE L L20RMBE/ISA—42>

®5 & By Cmax | Tmax®¥ |AUC0-24h| TI2
(mg) (ng/mL) () (hng/ml) | (B)
ff) 166,170 | 417,603 |2730,2780 | 27
300 2 A8
(0=2) 825,908 | 5.98,5.98 - -
;e 48.1 5.88 648 216,
450 @=5) | (176) | (2.95-24.1) (169) 30.57
2 HE 977 5.95 20600%
@=5) | (1L1) | (3.95-8.05) | -(20.5) )
il 126 597 2080 30.5
600 (n=4) | (245) | (3.97-6.03) (270) (11.6)
288 | 1020 4.93 10600,
(n=4) | (64.6) | (3.88-8.00) | 322007 i
E 192 5.98 3160 33.29
(0=6) | (46.0) | (2.92-72.0) (66.9) (12.9)
70 2 EBE 1440 1.93 326253(;)(;);) )
(m=3) | (25.5) | (0.00-6.00)

BT GRITEHCVY) | E3) TmaxtdPRfE (Bo/MME-EK
) . r=2i2ERIfE

a)yn=2, byn=3. c)n=5

© 3Img 4+ 430mg
| X Simg & T30mg

MFPRE (hg/vl)

=LY

R ngimL)

VIS ()

<BARABEIZEYF=T300, 450, 600R U750 mgZwlE
BE% (LE) RUREROKESMBE2EE (TE) on
WHREES (FHE + BEER) >
(FAOEBENERERVAEE [ABERCHALR] 0ES
f2)

2) BROER

BEWBREIC Y Fo7750 mgh B ARICHEEREORE LA
B|E (126) . ZERERRICH~_Cmax (45%) L AUC (54%) @
R AH bz, ?

HEAOF—F)

2. 2%

T UF=T7Oe FEEAFSREVNIK TR EL IR
BBEIRETT., ZRENRNII%E LIS THoTe, ¥

3.

) F=TORBCEE T 5 E R ABEBEIICYPIATH D
(in vitro) o ¥ BOEHEIERE L7z U F = 7750 mg & R
(66) wHEEENRE L & &, it oElolskEl
FT. HEEREDHO2%E EY -, Tof, 11FEEON
PR ENTR, WTR LN REEESH 023%LLTF &
bTErThot, ¥

HEADT—F)

4. Bt

FEEER L2 Y F= 7750 mg R EHERA (66)) ICEER
OIRE%, 158 B ¥ TR0 %S R S hk G
TR E U Ut EED68%) , — 7. BURBEDBEHRhT
13% & DFEMT, & Y F= 7 IR b B Pt
D EETEEELLRD, O '
HBADF—F)

5. XWMHEEEHR
(1) 7 by —n BEAZRCYPIAPREA], ErERREE

OFDAD  EEERRE () Ky hahY-ARERS
B (200 mg, 1B2EHRE) | & 1) F=7450 mgZ BEIGH#R
ELjtE, ) F=7REACEOCnak FAUCHKENE
NLAER V29N L7, @

FHEADF—F)




FHROERRBIN-AERCHARE [BERUVAR] 0ES
)
(@ Vrrrevy GBALZCYPIAREAD) : RERR
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