S BAE R 0122 85 5 &
Rk 2848 1 H 22 B

ASHEIEA AAEMSE B

S
kR HEEE - AEEEREETREES. Wil

A * S
R
ﬁEIJmH(’IJILR

NxY a7 CRAOERICYT- > TOREBEEEIZOWNT

ANxHos oA (RFEL AT VF AL Thng) IOV T,
xaf&ﬁTwﬁﬁjyﬂﬁjgﬁ% BHRELTERRBLELEZATT
. BEREFEE. R, NoOWEE (TEAEPRBEBER TE, (K
#UDE,%& {’Eﬁﬁﬁ%ﬂ‘obhé_&&v\P*JT“O)‘ZE‘%%‘;EEWJ%@@TBE%*L
TWBEZ &b, 20ERICHE> TOEEEEICHOWT, BIED LB 0
EHLT REFERETAOHMROBEEER (F) BRI LELED
ETEWEECEEBIZ, BEESBE~ORMEFLALIBENLET,






(B)

WAREK 012283 5
¥ 284 1A 22 H

W oE R R |
| RERFRET |HETEH (B B B
% » K

EARBEER - AL RESEEEE
(2 B % K )

NEF T BEOE RIS o> TOEEERAIC SN

Ry uFoBH REL  ZATVF 78NV Tomg, LT TARH)
EWVH,) IO WTIE, AB., TRETHMEMEYD V) Z228EIsR e L
TARBLEEZATTN, BEREE, BR, NOWESE (TEAEEFRR
BEREE TRE, KIfupE) SOEEBREMEARLO LD Z & R, ENTOHE
BRIEFAOBDO TRLNLTWRZ b, ZOFAICYU - TE, HFITTRERD
EIOWTEEIN? LY BE TOEEBERVOERICSHT A B2 BHE
S WLET,

El]_llll

1. AFOBEFEHICTONT
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BEOEREBREERT 2L L bIT. FADOREMETER
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(2) REBEORETHRMEY VARBEIIRT3ARKOEHER TR

C EMIRFESL LTV, _

(3) EHORBUSNDKFE (NIEE) i+ 38R LR EHE
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0.88-1.12 -~ 1
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RERO 1 BFREEN 300mg/n? (EEEHE) OBAIT
X, BIER A% XTI Crade 1| L FIZHET 5 F G
L, 200mg/m® (FEER) CHREEZERTS. 48
MARELTH, BIERAREL, Xid Grade 1 BLTICH
BELRWEAKE, BEZHIET D,

FHEMO 1 AR5 EN 200mg/m® (EREHE) DBEIC
iX. BIVERAEEN Grade 1 L TIZHWET 5 F TR
L., 100mg/m* (EREHE) CTRELEBETD. 4 8
BHELTH, BIERARHEXK. X}iGradellA—Fk_
HELRWESICIR., #E52PIET S,
%ﬁﬁ@1ﬁ&5§#1mmm(¢iﬁﬁ)®%ék
X, BIMERMAHEE NI Grade 1 L TICHET 5 £ THK
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[#LRVEACE, BExHIET S,
<@ rYZVEY FOE~DOHL>
mE LY 7V &Y FEMN 200mg/dl ¥ B2 BRI, BEEFEBREEDOL
FrEETS, BEREERRECXABELIToTCbmB Y VY K
A 400mg/dL ZBX TWBHAKIE, BEREEBREORS 2AET 5,
EEREEEREOLFZHELCH, MF LY 7V ¥ Y FEN 500ng/dl %
BATWIBRICERREEZBET S (1 HREEDR 300mg/n® (AEX@ER)
OFE. JER 200mg/m* (KREHK). 100mg/m? (EREE) ~LHWET ).
Fhe, ME MY VY FEN 1, 000mg/dL 2B X ZHEICIE, AR EARET
5, hEEZ, mENY V&Y FED 400me/dl RETLEE L-BEITE., K
Bl 1 BREERECREZHE T 4EBRAEL THERELZVWEAK
i, ®EZHIET 3,
Grade bk NCI-CTCAE version 4.0{2 X 5,
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KE~OR5 |NHESH]

@ AEROHEEIH1z-> Tk, BERCTIVIETELE
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300mg/m* (R ER) IRERHICH TS
HREBREICLZ DTS
RRER (m?) BTN
0.381.12 4
1.13-1.37 5
1.38-1.62 6
1.631.87 7
188212 ' 3
2.132.37 9
2.38-2.62 10

200me/m? (R IRBSFI ) 1583511 5

HREREEICK 5D T RIE
T (m?) T VB

0.88-0.93 2
0.94-1.31 3
132168 4
1.69-2.06 5
207-243 6
244-2.62 7

100mg/m? (R RASFR) IR 5 RFIC BT 5

FREEBAICEZHTEIH
HEEH (m?) TN
088112 1
113187 2
1.88-2.62 3
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2EAECE. UToEEXHRELT, FHERE. B
BEXdpkyazl,
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Grade3JA LOBHWERPHBLL
REBEAEGE M) Z) Y FiluE
BRALIZBEIUTO<E
MU 7R FIlENDXRFI >
KPEH T ko)

ZBREO 1 B 5 E43300mg/
m*(EEER) DBEIE. B
VERHH 5 Gradel L FiC
HETHFTHREL, 200mg/
m?(EIH) CEE2ERT

5, 4BEKRELTDH., BME
JAESE, XidGradel LTI
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m*(ERER) OBEIE, B
VERAHEN1ZGradel LTI
s#& T 5 FTHREL. 100mg/
m*(EEHR) CRE52HHT

EELZWEECIR, 5%
F1k3 %, ‘
RERKO 1 BREEH100mg/
m*(EEER) OBEICE. B
VER A2 i Gradel L F i
wETHETHREL, 100mg/
m?(AEHR) RS2 HHAT
5o 4AMKELTD. AME
FDTES, XidGradel LTI
BEL ZVEaicik, 5%
P13 %,

L [<@ 07 YRy FIE~ORIE>

' MiERY 7Y &) FE200me/dLEBABAICI, BER
V| BERERONE2ERB TS, REREEGREICL 5REL
fToTHIME M) 7V FMEd400mg/dLZ B2 TWAHAIC
i, REEREREEOLNZRET S, BERRERRED

) 04, THK200me/m*(EEER) . 100mg/m*(hEH
BONERETS)o F77, miE Y27 &Y FEA1,000mg/dL
ZRZIHAITE. ARRRET S, KER MFI) )k
Y FEAM00mg/dLAM CRELBE10iE, KREWLD 1K
BERAE RS 2EHHT 5, 4BEAKRELTHRELZVWEE
ik, #5emikd 5, '
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OFFzESEERS Y. FLEAMERORRFEENE
WOT, BHEOEREZETL. BEXRIZLID
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(QIEIRET 2 THREDD HWANDERICERL T, KA
OEEERVEEROBRABEZZERLALLT BRCR
DEBFHIOWT I HBLERIE-B, FHT
»Zk,
DAFCRESHERFEDH 0T, HIETHTHEODH
ABATHICRDBIREBBES L VEELBEC
Rt ETIRETAEATE. BERBIO EL
EH1IHRHPL, BEPRUBRERTHRI L
L1 AABTCEILTEIEIRLI L,

DEHMORERZROEEEMEWO 2 A 3HE
FCHBLAENS L,

3) AR OFRE- B 1 BRI YA OFRKRAEEETH
bEDRRERETHE, ‘

HAR OB P IR ENNICIEIRREL LR T 5 C
s

5)AKI AR OBTEOMPPRELET I &5 WHkE
M bz, BOBERIZ L LBEEOHE IR,
BEOBEEPNOFEZHbETHEATAZ L,

Q) AFIET T ARV X2 AVEPERIIBNT, B
FRRBCRELRITILIREIRTWEDT,
BYHRETAEAICE. BREBERRURSRTHR
il b 3B EIRBTEIRLZ L,

HEEREEGE M7V ) FIlES)FHS5bhsb
ERHHOT, BREFRITRURSHEP R ERNIC
MERELZTV, BEOREZ THCEETAZ L,
TEAZEWERIDEBRE] ,

GCYEAENDLbNLZLABHHDT, HEENEZEHLWVE
A, EHE0o2anEEICET 2 OHERES b
BAIR, AR EMOBEEZZT L) BEICHE
Byzok, [EAREHERDESRE]

(6) AILBEE I X Y RENRED bh a1k, LB
BT, WAOMEEOERBRC TS MR EREET
BEME DEHEDOD L THEYRREBERTIZ L, [[E
KWl 0 EBK]

(NEMEFD bbb LXBHEOT. HSFHBIRAT
BEHR B ENRICMBEREZTV. BEORER
+ocBET sk, [EXGEWERIOESE]

(8) B EKRAE IFPERRAE. BLrbobhas it
BB DT, R5-BIIART R U S i AT I
TRt (MRS E. BMRASEE) 217w, BHEOR
Br+ocBBgTs L, [EX2EMERIOERE]

(O FFMmEERD S bh s 2 L2 5D T, KEHEMN
RUOBRESHHDZEHNCFRERELTV. BED
REEx+HcBETsZ ., [EXREERIDES
1]

(10) A BEERDH LN D I L HHBH0OT, KR
EFRPREASIC L 2EXRCHETIEDFROB AT~
A7 Y —=VOERIZE Y, BRERUVERO RS =81
proBERRETLE, [[2oftogifeBl [
DOOEE |DESR]

(IDBENEXSSDRLZ DD LDT, BEETFIAT
bk, REFEDLNLBACRBHEZRT AL
SRBIRETAZ L, [[ZooRER] TZ0ft
DEE|I0ESR]

3. 18E/EA
AHIFZCYPAZBET B LBRENTWS,
NRERBER L2V L)

B - falRET

¥H % WEERAEIR - B FE
¥ 3 AN Yy IVARMELEML [ARIRYYIVALRAL
FaasA% LEERERERRT S | VF/AF TS,
BEhPd 2,
QAR WRICERTAI L)
R % FeRAEdR - BEHE W - alRET
CYP2CBfREH] Fhz47uId Nl of | CYP2C8OBEFIZ LA
Faz47uIdn (Bickyifont 77 [(HoR#EFREENS
(EIWAER) % BEIH A ER LY. | EEROND,
' AHOEANERT LB

EhHFBHHDT, CYP2CS|
BEEROZWEH~D
RELZERTHIZL #
CEBTHAT AR,
FHOBBEXERTHL
EHiT, BHFORBEM
HiIHEL, BEARR
EAAERT AL,




EH4Y% FREREERR - B ik B - BRET
CYPIADEHY AR OHAICEY 7+ | AR OCYPIATFHENH
T AVISAZF Y, (WRRAYFDAUCHEE 12Xy, SHHENORS
YYNRREF V., |S0%ETF L FRERNBEEILA
IV LY %o
i E BEREAEE OB (AM BT R
A YAV Y, AN, BinEE BRI LW | ¥R 2T NS 2,
FoVT VLT RE|FBOORT WS,
#, FTVYI
RENE
RolgaEk NB-UVB#E & oI | 2Fi in vitro B (56
PUVASE, UVB| &b, HRBHEEZRER [ BMERBENC A F
RES - L7BIRBD LTS, | VUV RBERE) C B
ThHRIEDORT
Wa,

8) MAREEMAE « Miseiie HEAH)., OHEEEER
B), RiEREGERR)SOMREREIH LD
N2 eHFHHDT, BEOREL THICHEL.
BEFBDONBAIEIRS 2 hIET 24, EY
BREBRITIZ L,

o) MBI RIRE | BRI RAE HERH) AHobh
LI HHOT, BEORBETHEBEL. §
HET, 8B, CK(CPK) LA, mhRUFRHPI 4
ra¥y EREXEED bNEEICERE R RIEL,
B LEREEZFTIZ L,

) ZDMOEHER
RO LS BAERLEREND b bNPEITIE, BE
EHIET Bk LY RAE RS © Lo

4 . EHER
ERTHREY v \ECTCL) BE2 0K L-BAS 1/
THRBRIC BT, ZeWhFmaR 16511685 (100%) 12
AR (BRREEOER + &) @20 b hi. £428
Ve E. FARBRIRABIE T RELSH (938%) BV AFa—
VISELSHI(81.3%). & Y Z Y Y FilusE12H (75.0%)
BIMEGRAEE., IR K O IR EBRA & 5 51 (31.3
%), BB CHFHRBRSL 3 (188%). HiF. E
Aay WERE. FEBEEERE. HBARK. AST(GOT)H#M. ALT
(GPT) 3R /MR B I 2 1 (125%) TH o 720 (K
)
EMEROFEEIZOWTIE, CTCLEER2 R LI-EHE
I/ IHBRROLFICETEERR L2 T BEHBRT
FO LN TWERWAEAERICOWTREERHE L,

() EALGEHER
DEEEREE B MY 7Y vy FE(T50%). B2
LA 0 — VAL (81.3%) 55 b b 5 & & K 5
DT, BEOREE HHCHREL. RESZOLD

TEATRHRE, BEXERS 2RIkT 5%, #EY

TREETI b, [[HERY |OESRK]

AL BEAGERHE) FHobhaZ by, B
M) ZYE) FIfEE & HICRBERERB L6
FREEh TS, EHNCKBEL» SORELFT
I, BEORBE T RBEL. BESokEx:
RBT BERYD b b Ha S 2Rk L,
B ZREBEZITHIZ &

3) TESERRIBIBIEBE TE. S TRAERR
BRERARAE TUE (93.8%) . SIM GHERE) S0 W5
WEENHOLLWAZILEHLDOT, BEORESL
+HBEL. RENRD ONPAIZBEEE
3 2%, BULLEZT) L.

4) AMERFBAIE, FRIREAE. Bl 0 QMR E
(31.3%). 1FPIRBMAEE (31.3%). &I (188%) #H
bbhalldbbDT, BEOREL THICHE
L. 2EFRO LN BFEICRRSE2HIET 5%,
BORRBETIC k.

S5FFE, FWEES : FA€«FEERH). AST
" (GOT). ALT(GPT), BE¥W VY Vv ED LR %%
9 FREERE (250%) H 5 bbb Z L AH B0 T,
BEOREZ THIBEL. BEFRDONLEE
x5 ek T 2%, BEUALERTY S L.

6) RESMIE @ M (). BUILE GAEAR) S0 E
ERBRERDODNEZLENHLOT, BEOR
BETHMCBEL, BENZDLABEECEHRS
BT 2%, BYLRERFIC L,

7 EEMER  MENMREFEFNAS6bh
22l HBLHOT, BEOREETSCBREL, B
ERRED N BAITRIREEREL, EYERE
ZITH) T L,

10% L E 10% K% FEeRps
div s EREIE, SKEE | ARER. REEmE
i M/MEBHED | AN IR, AL | KRR, Bk
WA PO YRTIRAF (R, VUASE. B
VTR MEIRHINGE. FFEEIRIE
pilincd
2P 1P R AR BR R BCR OV E | FIRIR IR AR IK T 3
VR Fiuxyy
WY, BRSO F
‘ Mg
AR WHFRERK. LEEH
QTHEE
BiEE | B, B T4
] BRESE. FMk. iR | 2 HE. 5. BF
BREEE : BE, FBMsE %,
BB .
1, ERERE, Mk L | Wb RFEEFEM
7F =i
ZFoft | B SRR | ERE. BEHKR. B {EOE. AVEVEE
. . HEBE, SBAREE. 2|0/ F v e v iR,
B A, BE. B /M
Wi, BE, TEHE.
=]

i) W CORED L NAEWER

5. 5RENORE
—RICEBHECRERBEIETLTVwAZ LS VD
T BEORELBE L 2o EEIRETAZ L,

6. iTl7. ER. BIUBEAOKRE

VBYEFR RSB RE LA TWEDT, BRI
BERLCW AW RBEOD Z2BAICERELENWT L,
[y olE - BRBAICET 23EBC. AEREFEDO
BH, ERBREBOKRE. N, FMEALRUERE),
WIREE OMRIR) . BREE - ER(FHES. HFRU
HE) B BILBEFBD OGN TWE, Tz, NFY
UFVRARVF /L FChrIidrd, E¥IVA
BEFRRESHROBEINED 5]

@QBABBETIHECRIBARZEI ¥ L, A
HHCBATT 2 WEEEY D 5, ]

7. NBEADES
EMAEER, PR, LB, WIRTILNEIHT 5 A
DREMITEL LTV, [ERHERIR,]

8. BRiEs '
BHERRABRICB VT, 1H300meg/m?(AEHRH) 282
LHEERERELLZBRIC, B2V ATFe—VilfE, BHill
RBADIE, THEORRENE kol 0oBEND 5,

9. BRLOZEE
FHZNH  PTPREOEHIIPTPY — 20 H YL
TIRATALIEETLZ &, [PTPY—+D#EEKIZED,
B ARITAEBE~A L. BCRBALEI LTH
BRARSOELELAHELZHRT A LBRES AT
5] ‘




RER A VEROMBEHRIIBRZHITRETSC
&

10. Z DAL DEXK

Q) I BV T AR 5B IS E MRS R USRI
BORRAFREIN TV,

(2) In vitro BB CEBMBERBR R e 2+ J v ARIER
B BV TREESRD LT 5,

(3)7 v 26 B KEHR S RERICBWT 3mg/kghh b,
4 X399 BB RIERERERIZBVT10mg/kgll Lo
BT Ao aREFRED LA TS,

[Z4pEhRE]
1. IndhikeE
HERURERSY
CTCLEZ o A#150301:300mg/m? (AR ) 2 RRHRICH
BT RERS Lk, BEEESEL BB L CRERS R
OBREERIZET L. AUCiciT BRABIIRMEAE
Ho305THol

10000
il ~e— 150mg/m¥/day
% —0—  300mg/m*/day
T 1000
N,
ul
ig 100
=
.’E_\_/
” 10
H
1
0o 4 8 12 16 20 24
Time(hr) -
BEROR SR MPFEPNF 17 ViR
10000 -
it —o— 150mg/m?/day
% 1000 —o— 300mg/m*day
N~
og
By 100
& &
.g-v
® 10
= |
1 N I
0o 4 8 12 1 2 24
- Time (hr)

REZOREEOMFRFY 0T ViRE

CTCLEZ I BIF 5 _% 905 v BEEER KRR %O
EYHRE NS A—F

150

B5E
(mg/m?/day)

Bm/RE Hia) B& K R
kS 3 3 6 4

AUCon
(ng*h/mL)

Comax
(ng/mL)

Tmu(h)
tin(h)
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