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1. EEXRVAJEBHEZEED L. BOCEET L,

2. EANTORBREFASBOTRERLNTWEZ b, BERRE
%, —EBOEFICHEDS T —FRNEBESINZETTOMIZ, &
EFlZXRICEARBRAEEERT A LICLY ., FREIER
BEOERBRLTBETILLLIZ. FRORZEHERTED
MICET BT — % & BHL W%L\Kﬂwﬁmﬁﬁkﬁiﬁ
HEZHBLAZ L,



(2) AFOEE, DEXIDHE. ECKAERTCHAEBIUTOLBY T
HBHOT, REODEEEZBHEWT?Z L, 2B, ZomoFERA LD
EEIZ2OWTIL, ™I XEEZSERIhTZWVWI L,
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(1) ARBFNCEHEFEERS SO T, EHEXITERL TV 5 AT
DOHBHWANTIEBE LRV, £, BRETHAEEDD
HBANCIIBELENWZ LERAL TR, RULErBTHRE
CTAEACRER LORBEHRT TSI L, [[EERERK
BRIl TEE,. ER. BLRE~0OKRE] OESR]

(2) AFROBRECH->TiE, BRI HIMIETE 2 ERER

O RBOVT, BAEREC TSRO BREBOEMO b
& T, RAOBREBELE &S h D EFNI OV T D HEH
THZ L, £, BEBBICENDL, BEXIIZTORKICE
PR NEREEZ+SBAL, AEEZ/THLORET DI &,
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(1) ARFBEESEOBERERIZEBOLHIL. REZWICHSRER
EROBEMXIIERICEIVITS 2 &,

(2) KRIBEORBTHBEMY VARBIZHTIARFOEDEROR
SIS LTV AR,

(3) AFNOERBLUNDKE (NEE) T80 R0EEME
IXHEST LTV, — .

(4) BERARRICHEAANLNTZBFOHEBE, REZIZOoWVWT,
(BERRRAE] DTEORNRERM L, RHOEFEHHEERNREM
Z+HBEMBEL LT, FHUADOBROERIZOVTHIEE
WHRETL, BInBEOBREZITOIZ L, :
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BE., RARIERFY 2T LTLHE1E 300mg/n®* (AREHE) %

BEROKRETS, kB, BEORBICIVEERET 5,

<HE- - ARCEETAEALOEE> ,

(1) 2HBREIZLAMMORNESERR & OFRIZOVWT, F3E
BROEZEMIIRII L TWVWARY, 4

(2) FREENPLBELEZARF (157D EY T aT v
LT 7mg ZEFTH) ORAEIX. UTOXRD LB T
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300mg/m’* (FIEIHREGR) BERICBTIHREUARBICL I /2 EK

HEREE () BT ELVE
0.88-1.12 4
1.13-1.37 5
1. 38-1. 62 6
1.63-1.87 7
1.88-2. 12 8
2.13-2.37 9
2.38-2.62 10

200mg/m* (RERFE) RERICBI ZAREMRRKICLEV T EAEK
HREH (n) RS

0. 88-0.93 2
0.94-1. 31
1.32-1.68
1. 69-2. 06
2.07-2.43
2.44-2.62

|||~

100mg/n* (REESAR) BERI BT 5 ARERRRIC L 54 72K

EREH (m*) BTN
0.88-1.12 1
1.13-1.87 ' 2
1. 88-2. 62 ' 3

(3) TEAEFRBEBEETERSRDONDZERHEZDT, #
BRI A R EHEPIZEHICFRBREERE (FRE
MEFELEy, BHEN)I—FYFf o=, B 22X
VEORIE) EEBL., EBEY A v U NEBEID 256%
UEETLEREASIIE. VARFuFrl v I vaoREsr
1To52 &,

(4) Grade SLALDBIERAERCE MY 7V Y RMENFBHAL T
BAIWTX, UTOEELBERLE LT, AFZAKE, BEXX
hiEdBZ &,

BRFGOBER

RERBOD 1 AR EED 300mg/n’ (BREHE) DEESK
X, BIEAREENIL Grade 1 L FIZHKET 2 F TR
FEL, 200mg/m* (AREH) TRELXERTS. 48
MARELTH, BIMERARMEE, Xid Grade 1 L TIZH
BLARVWERIZ, BREZHPIETH, ‘ .
AR 1 AR L BN 200mg/m® (KREE) OBEIC
. BIfER A& XL Grade 1 AT IZHKET 5 % T
L, 100mg/m® (FEREH) TRELZBRTS, 48
BIRELTH., BMERA R, XX Grade 1 LTIZE
BLARVWERICIX, BE2PIT S,

FEED 1 BREEDN 100mg/n* (FEEE) OBAIK
X, BIMERSINE XX Grade 1 L FIZKET 5 F T
‘L, 100mg/m* (KREHE) THREEBEHET S, 48
RAEL TS, BIEAMBHEEL, X Grade 1 L FIZE
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NYZY &) FILE
RERLEBEAIZ
To<mblrvE
Y K MLE ~D RS >
ZHES T &)




[#LRVWEaIcE, ®#ERZDIETS,

<@LV VD FOE~DXEG> v

mBRD ZVEY RER 200mg/dl 2B 2B, BEREEBREEOL
FREETS, BEREERRRECLLGBELZToTCObOABE NI ZYVEY K
FEAS 400mg/dL X TWABAKIE, BEEEBEBREOLFT 2RET 5,
EEREEBEREOQNFEHBELCH, ME MY 7Y &Y NED 500mg/dL %
BTV HECRBREREEZRET S (1 BREEN 300ng/n* (AREH)
OBE . JEXR 200mg/m? (EREH). 100ng/n® (EKREHE) ~2BET3).
FE . MERYV 7YY REN 1, 000ng/dL 2B 2 BEICE. AF 2HKRES
5, thEH%, fiF LV 7V &Y FER 400mg/dL R TRE LLHE T, K
EH LY 1 BRERECREZER TS 4 BMAKRELTHEELRZVEAR
ik, ®WEEZHIET S,

Grade-}X NCI-CTCAE version 4.0i2 Lk %,

2. EFRBEICSTA2BEEERETAEAMBEIZONT
FFRNZOVWTIE, BEER, ERESSORE, AOERVREEORE
HREICETHEE (BB FERE 1456 5) F1IRICESE, AR
REECThHLIMUERTBEEICH L, RERTEER, —ERDOESITHR
57— BEBENZETOMIL. £EFZIRICHERARBEREL E
WT DI LIBEMTZOT, ZOREOEBICTHABE NN &,
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D) AFNCITBFEERD DT, ERELFEFERELTWS
WHEEOD LBAIIEE L2V L, T2, #HIRT
L REEDOHLBAICIIESG L2V L2 FERIET5
A RUEBTERETABEIIIER LOER R BT
TAHZ L, [[EERERMER] [EG. ER 2L
EA~DHRE |0 HES K]

Q) FH D5 H72o Tid, BERIC TSN TELE
BRI B VT, WALFEREIC a2 M@ - BB
FHoOEMOb & T, FHOZEGHEY) & KB S h 2 E
BUZDOWTDAERT A Lo T2, BEBAKICET
5, BENIZOREICEER O EHEMEEZ 4538
L. AZEZH/BTro%kETHI L,

[(#E] GROBZFICEBELRZNIL)

WEFRXIERLTCWATREEOD BAEERER
BER L THE. B BILRS~0%5 |0ESR]

QEEOHEENH 5 BEREAI ML HobNLBL
nNadb b, [EEHRS | DESE]

Q) FHF DG LEBEORERED S 5 BH

WDy I VAR ZHREFOBRE(YY I VABRELE
PIL7ZEERERER T BENI D L. [HEMEH]
DS

G)EZ I VABREEOBE[CSY I VABREIBEST S
BENYD L, [HEERIDESRE]

BEE, RACEANFYOFE LT H 1 E300mg/m? ({&
XEW) 2 BEBORET S, &b, BEORBICLYBEE

PRk - RRCEBET 3 A EORE) :
P (DEHBREIC L A MORBHEER L ORFIIOVT, A |
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Q) FEEERD SR L72AA (17 Teh bl ) ¥y 5 |
YELTTmegR AT 2) ORARE. UFORDLS |

NTH5b,
300mg/m? (MERE®) BEREICH TS
BRERBEEICLI D TEIE
fFEER (m?) AT NE
0.88-1.12 4
1.13-1.37 5
1.38-1.62 6
1.63-1.87 7
1882.12 3
213237 9
238262 10

200mg/m? GRS R) I 585(CHT 5
GERERERICLE I TEILE

fRE R (m?) BT eV
0.88-0.93 2

0.94-1.31 3

1.32-1.68 4

1.69-2.06 5
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2.07-243
244262

100mg/m? (R MEEFHR) 5 ICH TS
BRERBRECLI DT EIE

[#8R% - 11K]

R5es F NI VF VAT NT5mg
BRSO %H NEHoT v
BEHRAOEE RF¥HTFELT
(1A TEnd) 75mg
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W ERRBICEAAN SN BEOMBE, HHEIOV |
T, [BRBESIOHONBE LA L, AHOEHERD |
SatEd +AEE L7 BT, ARDSNOBROERICD |
WTHEBEICRE L, BEAZORRET L,

fEEE (m?) AT eV
0.88-1.12 1
1.13-1.87 2
1.88-2.62 3

) TEAMFRBEREETEXS DRI LNRHEDT, |
5 BIRART R O 50 B o 3 B AR 1 BRI A A (|
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RARBHOBR

i |Grade3l\ EORIEADHEL
DeBEE ) 7)) FE
I DRALEBEEUTO<HE
VMUY FIMENDXTIG >

MO 1 HHE5EAB00me/ | |
m2(FEEH) OBAIIE, B |
PERZH R EGrade AT IC | |
WETHETHREL. 200mg/
m?(FERER) THRSZEBRT|

sy z o)
i 5. 4BEMAELTD, BIfE
FIASN S, NikGradel LTFIZ | |
EELZVBEICR, £5% | |
I :
REREO 1 B 5EA200me/ | |
m’(FREH) OBE L, B |
PERHS 1 Gradel LITFIC | |
ETHFETHRIEL, 100mg/
m?(FETEH) TR5ZBHET|
%o 4ERKELTD, BIFE
FANE S, XixGradel LFIC
B L 2VEEIE, 5%
Mkt 5, :
ZHKO 1 B 5EH*100me/ | |
m?(RER) OB EIE. B |
VER DS L X iZGradel AT IZ | ¢
Y#E+ 5 THREL, 100mg/ | |
m*(REER) TG % BT
2. 4EMKIELTD, BIfE|
FIDELE, XixGradel T2 | |
HELZVHEICE B5%
: HIkT 5, ;
<@ b2 FiE~OHE> ;
P R 7Y Y FED200me/dLE B R 2B, IREE
VI HEREEONEZEET S, IRERVERERICLREY |
| 4ToThILE MY 7 &Y FIEAM00me/dLARBR TV ABAIC | |
C i3 BERERERTEEONE R T 5, IRERRREREED | |
Dl EEEL TS, M MY 2 YY) FEDS00me/dLE B X T
DV ABAIRRESREEZRET S (1 HE5E2%300me/m* (5 | |
§ERD O%A, JER200me/m? (FEEH), 100mg/m* (FFEH | |
DIBDANERET3)o Fo, MmiFRY 7YY FEAL000me/dL | |
D RBAIEACE, AFEARET B, KER MFNY VR
P U FEA400mg/ ALK TRE L7235A I, RERT LD 1B
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DIAABITIILTHESIESLI L,
DAFDZEIROEE ZAEBRABO 2 HIZ3HHAE
FTHRIBELZWS &,
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5) AHI AR BT O MAT PR E 2R T L& 5 Bt
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Bl b 3B LITEERELI L,

DBREEEEGE N 7)) FILES) BHobh b
ENHHOT, HEBBIN USRI E I
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(MEMAEAD S5bINE I EDHEDT, Z5FBIED
S MHARERNCMBEREZ TV, BFORER
THBET A2 L, [[EXREMEAIOESE]

(8) B ERMAME. IFHPIRRAE. Blird bbb I L
AHBHOT, ¥5FARR O 5- P g
WA (MEREEE. BMRGES) 217w, BHEORK
B2 BB TAZ L, [EXZEWER]IOESRE]

) FHREEESH 5 bND I LMD LDT, H5HIEE
RUHRSHM P IZEPRNICTREREZ TV, BEO
REZ+5CBETAC L, [EXZEERIOES
]

(10) ABBEAN D S bND Z L HHEDT, FHERITIE
BFRREEIC L R BHETEOHEOFH Y~
A7) =Y OFERIZE Y, BRRUVERORET %81
HIoBEREETLL, [[ZothoEERL T2
DBDFEEIDES K]

ADEAERS -DbNDE I ENDHLDT, BEE 54T
T r, BEDFPEDONLBAICIRZZZTA
IBBCHRETLZ L, [[Z0MoBIEREL [Z0M
DEEIDESE]

3. HEfEH
AFICYPSAZ FHS 5 Z LATREN TV 5,
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ERLE BERAEK - BT BE - fRET
CYP3ADOEH A#MEDOBRIZLY 7 b | AHOCYPIAFEMEH
FIWIRRFF V. | WARAZF Y OAUCHR (12X Y. BERRHORH
VIYNRATF . |0%ET L. PEESNLEEZON
IVVILE Bo’
VRIS ERBAEL OB | AHAP MR T A%
A2y, AN, BiEzRERLLLH | HRTE2URERS S,

TV LT RE
B, FTVIIY
REHE

PREDHOLNT NS,

RoREEE
PUVAME, UVB
L%

NB-UVB#E L ot flic
X, HBEIES RR
L7=BiFRD ohTwab,

KK in vitro B (6

BMERBER RS

VYRR 2

ThR#HESIBDSIT
Wb,

8) MM EFASSE : W GRELRH), LHEEGRER
). RmE R HERH) S0 MREREI D 5 b
haZeddsrnT, BEORELZ THMBHEL,
REFEDONLBECRES2PIET 2%, #Y
BRBEITI L.

9) IR BIARAE | WARAE BHERE) XH5bh
BILlHEHHOT, BEOREEZTHICHEL. &
HET, A%, CK(CPK) LR, MHPRUREIF
su¥y EASFED LB EREEREL,
B LREERIT) S Lo

(2) 2 DL DORIER
WD L) BERLIIEREDND SbhgE4 1. &5
LT A% CEYRRELZIT) &

4. BIER

BT Y v/ (CTCL) BE AR E LAERS I/

DARERICBWT, REWFMmE166H1661 (100%) i
BER (BRREEOEE 2 &) BED bRz, E2E
FER L, BFIRIGARARIE T ELSH (938%), BILVAFI—
VILFELSB) (813%). & MY 7V &Y FIFEI2H (750%) .
B M BRIRAEE . SR BRI B O 3R B A 45 5 51 (31.3
%), BMMKEUGFPREEBRIE 36 (18.8%). HE. B
L B, FFEEEEE. BERKR. AST(GOT)#M. ALT
(GPT) ¥R U I/ MRESENE 2 B1(125%) Th o7z, (K
B )

BER OFEIZOWTIE, CTCLAFZMRE LI2EINE
I/THRABROEFHCETERBR L2, Fhoo BTHBRT
FDOENTVWRWEHERIZOWTIIEHERH L Lz,

()Y EX&BER
NEEBEREE 51U 7V %) FIEGT50%). &
VAFur—=VIEBL3I%)ARHobhbsaZ tidsb
DT, BEOREZTHICBEL. BESEDLN

BEIIIRE, REXEHES 2 PIET A%, #EED

BMBETH L, [EERS OEESE]

RS BEGEERE)XSHLDbNEZEPDHY. B
MYZYEY FIEE LD ICREREEZBHLLA
PHREISNRTWE, BHENCEBBEZ2ELRELZTT
% HREOREZTHCHBEL. BRESOBEAE
FRT BERDD bR FETIBESEHIEL.
B RMEZITIC &

3) FTEAMFARIGBEERTE. B : TRAEPR
BRVERRIK TIE (93.8%) . BN (HERH) SN 5
WEENHLLNLEILEHLDT, BEDORES

+HIBRE L, REVED BB RS

k3 2%, BURREETI L,

4 QmERRAE. FhERESE. Al BikEE
(3L.3%). FHERAHE (31.3%). &1 (188%) HH
LbhaZHFEHBDT, BEORERZ 5 CBE
L. REFZDOONBETRREE2HIET 55,
B2 MBEITH C &

SRS, Fr#eelEE: WA&£GEELRH). AST
(GOT). ALT(GPT). BEVNE V&N LR %M
5 BB E (25.0%) H obha Z L AH LD T,
BEORELZTHIEBEL. REFBDONEE
s EPET 2%, BYLRBEITIZ L,

6) BEHE : B REEARHE) . RUlLfE CRERR) S0 E

ELRREEADLDNLZEXHLOT, BEOR

BETSCHEL. BESREDLRLEAICERE
2hibT5%, BYLRRELRZTIZ L,

7 EAEMRER  HERWEREETH) B H5bh
AILPHBHDOT, BHEORBZTHHICBEL, B
EVRD ORI BEICIZRSEFILL, SWRLE
BITH L,

10% B E 10% i el N
@ ERBRMAE. AR | AFRRIR. BEBME
i MBS | G/ MESEIE, AL | RAERE, TG
WA LU VERTIRAF | AR, YV AHE A
VISHER M ERIEINAE, LFEEIRH
HE
ohigl S Moo AR BRI BOR OV & | RIRIRAR AR I T o
VRS, 4 uxv v .
B, BEEFfOxy
YR
AR AHERER. LEE
QTEER
HBRE | Bl Bt TH
4 ] BERE. MK, iR | £ HEE. B85 BN
SBIEAE BE. JBEELm k.
4 -]
iy EERE. M2 L | MPRESHEEM
7= M
oMt | FE. BRR | ERE. BERK. K| EHE. FAVEVEE
HHE, SEREE. 3| B R0 R,
B M. SR B H
Bk, BE, FEm.
BAE

5

) B TOAED & REER
. EREADORE

—RICERECTIIAEREIMETLTWAZ LBZ VWD
T, BEORBL2BEELAFLEEREIRSTLZ L,

JER. ER. BIREANORE

) EPERTEIBERAPREEINLTHEDOT, TEX
BREELTWATREDD ZFACIERS Lk,
[5y Mo - BERBAICETARET. SEEE@O
B2 RBRBEROBN. ANE. BMEMNEUHREH),
WIRERE OMIRR) . BHREE - ER(EHEE. HERY
R B BILEESRD b TW5E, F72, NFH
UFVREARLVFIAFTHAHIERL, EFIVA
BRFREFEROBENND 5]

Q) IEBIBHRETAES IS EBITI R L, (5
BT T 2 B AH 5]

NREADERE

EHAEAER, HER, 8. PREXEDRIZHT 2 R%5
DEEWRHEL L Thiv, [EREERIL W]

ERRE

EARRRERIC BT, 1H300me/m?(bRER) 28 A
LZREFFERS LRI, oV 27 e —)VIiE, A
BRADE,. TRHSORARIEL oL OWEND 5,

ERLOER

AN AT PTPEEOEHIZPTPY— bSO B L
TRATAXS>EETLZ L, [PTPY— OB Y,

TSR EEREARA L, BICEELEREZ LTl

BRAEOEELAHELHBT A LSFEE AT
%]



B F M VEBEORBBRIIEREZHETITRET S
ko
10. ZOROEE

W EFHc B TRAREBRICAHMARE R UVEEMRE
BOBANRE SN TS,

(2) In vitro B LM RBR e 25V v HBER
B TAERFTZD O TN D,

)5 v 26 AR RBEHRESRBRICB VT 3mg/kgll k.
4 23EEM R ERERBRICBVT10mg/ kgl Lo H
BT, AHEOHAESZDOLNATW S,

(ZEhE)E]

1. MpiRE

BERUCRERSD
CTCLEZICAH15012300me/m? (A EHH) = REBICH
B i KE#RS LR, BERSRE LR CRERS R
OBRBEIIET L. AUCiuic#ET BRBEIIBBARI
HHT05TH o720

10000
8l —e— 150mg/m%/day
1 —o— 300mg/m*/day
S 1000
N~
b g
=< 100
X
llg-\./
# 10
1=

0 4 8 12 16 20 24

Time (hr)
HBREORSROMPPF Yo7 v iRE
10000
4 ~o— 150mg/m*/day
% 1000 —o— 300mg/m%/ day
p
jum
i §° 100
'I< ~—r
% 10
g

1 | i 1 1 L L
0 4 8 12 16 20 24

Time (hr)
RELO%5SHOMERT o T BE

CTCLEBIZ B} A _FH 17 r EREBRUCREEOHRSGHD

EYEE TG X —F
EiidsS
(mg/m?*/day) 150 300
B R B R BE AR
BB 3 3 6 4
AUCo 77673071 | 38312105 | 204767603 | 108153541
(ng-h/mL)
Cnae 1512+547 777 +545 3628+ 1370 2475%799
(ng/mL)
Tmax(h) 33%11 4101 37+08 2509
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