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1. 864 (33 L S =L

& S \ JEHIE FERmIca Y ha—JL X B
FHIE. BEBICHAMIETE ERMRICHV T, BN o

HREEEBEOREICHL T+ - BREZFHOEMD
HET, FEPETD EHB SN BERICOVTOHIRET
&, i, BERBICELS. BEXIZORKICH
MERVERMEEZ T2BAL. ABZETISRET S L,

282 (ROBEICEIH/ELEVWI L)
ARAND B AR U BEE OO H 5 BE

3. f8R% - MR
3.1 #Rk
- N 134 7w
ﬁk 7 (20mL) gyt
R B 5 ru7ys€y 20mg
wom L ail]
3.2 WHIDOMIR
IR - FE MEFEW O ORMELHHA)
pH 45~75
2% T I #1 (HRARAERICR T 51t

4. RHEER (3ZHFR
BRIEREOM) >/ R

5. #EER 3 RICEHET R

5.1 T17. BRG] OHONEZ AL, RA QAL 0%
ST T EE L2 LT MIERFEORINEIT) 2 L.
[17.1.1, 17.1.2 2]

5.2 RAERIC B W THA AN S 72 BHE D s LA T OARHA]
DR LT L T i, [7.4 S

6. i ERUHAE
Wi, yu 7796 e LTh2me/m® (RFEME) % 1H1

[ 2 WE DL A TR EE T %, Thvae 5 HIEH S L.

Al IHMKREST L, The 17— Ve LTHRYET,
LB, BEORBIZL Y EEHET S,

7. ERVHAZICEET 2E
7.1 RF & RE, KRIE kT 28602, BVER o 5EIR,
FIEESIS U TCUTOREEZEERT LI L,

R ki 33k

750/mm*Lh b |l 43 | 4 EU RS AL -4 D
bECHRIETHI L, TFrERIRAME (ANC500/mm’
Ki) BEOSNYAIR
WD 7 =)V Tl & % 25%7K
LT,

T RS

JU—=F3MU| 7L —=F1X@ER=27 | HHGE2HILEL, kO7 =T
LOIEEGNE | A v FTHET S F TR | ITHEE2% ST (7
JemiEAE | T L, L—F 3 o—#lkolfEE
S, HitHIcay ra—1T
X DM - WA R <)o

i) 7L — FIINCLCTCICH L 5,

7.2 KA &AL OPUEEIE RS & O BF B B AR e O 4
PEIEAES. L TWvdeva,

7.3 HRABEIZBW TR 27 — VU EOESREBIZ R W,
(17.1.1 =&]

7.4 AR B 2 kG & L7z ENEE T MR C oK
#1330mg/m* THh - 72, [5.2 ]

8. EELEAXWIE

8.1 BYELEOEE LRGN ENIHObLNL I LD 5
DT, W MERAEZT) & & BEOREL + 4510 @lg
THZ &, BEIED S NZHEIE, W KRIEZEo Y
GAEEZITH) L LD hﬁ//&%'%@E%\ A M ATaTA
WAED I A VA, Z2a—FY AT 4 A% L 5 HAEHAR
JERICIEE T AT L, [9.1.2, 11.1.2 ]

8.2 ALT I, ASTES. YY) LY v Fisa b FFkikE,
FARED D HbND I ENHBDT, KANS X 2 iEHEIL,
EIRC IR A 2 i L. BEOIREZ T BigT 5
:tomﬁ\HL4§ﬁ]

8.3 BB E N XA LD ODbNDL I EDVDHLHDOT, KA

;é(ﬁmu m@m BASRER A A L. BE IR
SICBIET 52 &, [9.20 11.1.5 BIH]
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PHE I N TVEOT, AFN X 2EF T S
FREMEMRAEEIT) 2 &,

I HFHENERERTHBEICHT IR

9.1 AHHE - BIEEFOH 5 BE

9.1.1 BHEMFIOH 2 HE
HREIHIAR R E N BLND D 5.

9.1.2 BPEEAHLTVBEE
FREIHNIC L0 BAYEAIMET b 52 h'd 5, [8.1, 11.1.2
2]

9.2 BmeREERE
BT EET AL L HIC, BEOREL LD HEEIIBILL.
AERZOFEBUAMERT 2 2 Lo AHIO MR b5
T5HIENHEEIN TS, [8.3, 16.6.1 Z|]

9.3 FrimeEERE
JFpRE R AL 2 BZE N0 H 5. (8.2, 16.6.2 S

9.4 &JEREEFETBE

9.4.1 AFHT e 4E RGO B G-T 24 12E, PERICK 3
DWEBEAEETHI L, [15.2.2 BH]

*9.4.2 IIRT 2 W HETE D B 5 I IE, ARANGE G- o R O Ie#e
G1% 6 71 A I B W TEIE T 5 T K U8 8) 70 ik 12 o
WTHMT Ak, (9.5, 15.2.1 BH]



%9.4.3 BRI, AKIFG IR ORERG %3 7 ARICBWT
NYTHE (3Y F—20) ZHVTEEST 2 BLEEICOWTEH
B¥a2d, [15.2.1 BH]

9.5 143
I B ST AR LT 2 W ek 00 8 B 2P\ I R L o A7 251
Afabttd LH S LIS A RAICORES T,
RIS ARH 2 S 5 2 ARH % T O BE AR L 725
i3 BIBICREAE L L WD H 5 2 & 2 BB
W3252 &, BWER (5 b 9% CHRABELOK
B DD STwaY, [9.4.2 ]

9.6 ®ILB
BRALGZVWZEDRLET L, 7775V AT
CBATT 20089 MIARHTH %,

9.7 /22
b AAER, Fral, ARETRE LA O% 4N
IR LRI ER L T v

1. 8ER

ROBWER DD b D I L2 DT, BlELE T5IATV,

FFEATRRD 5N ik 5 4 L) 2 L &
192 &
1.1 EXLEMEA

1. 1.1 SEEIMHI
B ER 3% A (817%). U > 2SERIK A (84.6%). I /N ik A

(81.7%). fT1i (80.0%) HFHERIRA> (68.7%) &5 O I iff bk .

T OFEBWEIF R ERIRAE (432%) Db HDNBE I DD D,

1. 1.2 BESAE
WfiiE (3.0%) Milige (23%) FDEGE (356%) 25 H b
NaZendHsb, [8.1. 9.1.2 BlE]

1.1.3 2B M RERICERSE (03%). EMMME R R

(2.3%)
B E S 2B RE XN TVWEDOT, BEOREE T4
BIZET 2 2 &0 BT, BUR. MCIE, WliAHE 20 AR 25 A
LNHAIE. AFlokG2EB I L, @Y R 0E %
o2k,

11.1.4 FFF£. RS, 2E. SREEMTER
A4 BHEARW), ASTEH (796%). ALT A (789%)
ROy ey ES (505%) %5 %4E) e S, #E
(15%) . HMREAZETEIFEE (0.8%)

RCICE S B HE SN Twb, [8.2 ]

11.1.5 BF£2 (2.3%)
BAREEOBRERENH SbNDL Z LW DD, [8.3 BIK]

11.1. 6 FEBHIEEMRE (45%)

LI v A LR R S OV B R A &2 47 ) CHEOIREE T+
SIIBIET B . BENRO SNYA TR, KEX
FiGEE L, @Y AE (CEBAIEW, R ILE I 5
HlSE oG, BITS) 2479 & &b SERDPMET 2 ET
BEOWRELZ THIIBIETHI L,

11.1.7 fEHRE BB (Toxic Epidermal Necrolysis :
TEN) (HEEAW). BEMERERS (Stevens-JohnsoniE
&35 CHEEAH)

11.1.8 DEE
DIERETE (23%). AR E (15%). DA% (08%).
QTR (HEARH) SOLEENRDLDLNDLZ LD 5,

1.2 ZODOEHER
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14. @R EDEE

14.1 EXAMNFOITE

1411 FANIAHRL AT 52 &,

14.1.2 KFAZ BB FEA LY V74 v — (FLI%R02um) TH
U, 5%7 F o MG SO A B A TR L TR
0.15~04mg/mLOEEIZHET 2 2 &,

14.1.3 WHBRIEERPPIHEHT L2 L B, ARERLE
FRAET Y E1E. 15~30C THRAE L. 24BE R LA AT 3
LT, MHBOBRIITEYICERET Sk,

14.1. 4 RANGHHE A2 AT 5720, FHEEIE T2 50T
LT ENEFE L, KH. R RIBICEE A S LA,
BEbHIZEZEOWKTI LT T &,

14.2 EHIRSEHEOEE

14.2.1 FANIWAZALREE Efi L TV awvnizd, o fE
HHNE L OFA IIFE UHE T 4~ COMBEANIET L Z &,

14.2.2 RANIERNICO ARG T L &,

15. ZDMDEE
15.2 FEEREREABRICE D 1B

¥15.2. 1 AF O 25 A BRI FE R L TS, TFLAEN

(CHOMINE) % M7z det R SR RER (in vitro) ROVT v M %
F72/MERER (in vivo) 1I2BWT, Rtk REFHREEZ R L
720 By MR ERRED: (-2 B 18Bw Tt
BRIFEMWIGRE N 207200 [0.4.2, 9.4.3 B]

15.2.2 RA ORI T 2 HBICOWTIAWTH 505, By
T BV THBRAOHEIRD SN TV D, TT A, Ty b,
B4 X &2 W ERBRICB VT, B0 e s o
HEERZRIET I EAVRENT2, 1 HA® 3mg/kg (9 mg/m*:
PRFMRE 2 He D < HEERRR M B OM17%) F BN L 72
D= AIBNT, FEHE R OR B OL: - it S h,
1 HH#25mg/kg (150mg/m? : ARFETREIZ 2 < HE ISR R
wOR 3 & T v MIFHIRNTES L726 » A ORERTI,
B RRS -0 % A 5 S L O Wi ZE M. T OV B [V Rl o
EMBAR SN0 A XITEIRNIEG % 1T > 72 6 7 H I 03Kk



T, 1 HH#0375mg/kg (75mg/m® : (hF A I HD
EEREI R OM14%) $5-5T. K EAROMIBZEN: % OR Bt
N OKE LR 25t SN 7ze 1 HHE75me/kg (225mg/m” :
RFERIC D CHERERITREOH 4 1) 28H5 Lo~
T AT, PREEMRPIWELEN R T EREDO TR b= Ah°
AbNTze MO T 2L L0, COMEOATH-
729, [9.4.1 BH]

16. EEHEIHE
16. 1 IMAEE

HARNOFF A HHREO 2 ) v XA ImEEE (3 ~16
) ICARFIZ01352mg/m? & 1 H 1 [l 2 B R L b 2213 T il
i, S HMMHES L &, &5 1 HHKROS HHDIM
a7y 78 OEYFE T X — 5 ROREHERIZDL
ToEBYTHo7o Cot FAUCIEHR G-I Z LIl 5 THY
M3 2EmMAERL7ze F/20 5 1 HEROS HHOREH:
BIEERD SN A5

B, AR OAF SN HEIZ52mg/m*TH 5,

HARA OB 5 A 0 2 ) > S IR B3 12 B 2 3w B
R A—F (T=RLiEfFsE)

b ING A—% w51 HH 455 HH
% 3 2
Cyax (ng/mL) 221.3+14.74 236.5+79.90
T () 1.822+0.019 1.925+0.012
2
30me/m™ e (ng*h/mL) %&%ﬁiﬁf %fgziﬁf
CL(L/h/m?) 33.16+8.49 46.08+16.70
Ty (h) 5.823+2.476 2.459+0.056
%L 4 4
Copax (ng/mL) 6835+1204 | 598.8+180.1
T (h) 1.917+0.113 1.975%0.087
2
52mg/m AUC,.(ng*h/mL)™ 2§§%§i§$ 1ff§§fﬁf
CL(L/h/m?) 22.42+473 33924527
Ty (h) 3.933+0592 1.977+0.225

) RAARMEE R, 5 1 H H TR 5240 #%, &5 5HE Tk
PG T5~ 10 & L7zo

[
[
= ¥ £ R 2
- —— 30mg/ni : 1 HH(n=3)
S - ~+- 30mg/ni : 5 HH(n=2)
~ - 52mg/mi © 1 HH (n=4)
£ -4- 52mg/ni : 5 HH (n=4)
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g
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TR %5 Bt e D R 1] (h)
HAAND ST HERTEO 2k ) > SV MR 5 12 B0 5 AT 3k
WPEHERS

16.3 %

ru7 77 roe MIBEEAREGHIZ20. 2005 02000ng/mL

Ty ZRENILS. 202/ 0211%Td - 72" (in vitroshEf) o

yua 77 7€ Yoe b ER/MEE SR AR 3200 200 O

2000ng/mLT, 1.99~237T » 72* (in vitroik§f) o
16.4 X3

HAANDRIE TR0 2 > A mEEE (3 ~16

W) CAHS2mg/m* % 1 H 18] 2 K LA 2 C S

(3

5 HM#EHEYS Lz &, MEEFICB VT, RELIREE %R
(Coae X PAUC) W2t 2CHW6-7r b a7 75 v IREHER
DX HFRIZ 3% AT TH - 720

Higke MFRII IS 2 0y — 2 2 W izin viroRERIZ B
W, 7777V RIBEALRBESN D570,

16.5 HEitt
HANOFIR 3B 2 v A iwRE (3 ~16
W) CAHS2mg/m*& 1 H 1A 2 BRI LL_E 200 C R
5 HMMHPG Lz& &, Pz b524 1% £ Tl 5@ o
85207 KLk & LTz s vz Zok &, K5
1HH®O® 2 )75 A (CLr) OFHMHEI32448L/h& HEE S
N, b FOREEEREZ LR>Twizzerd, 70877
T Y LR IRAREE & RAE 5 O T ) OB K o TEHE
Wbz LARBEShiz,

16.6 HENDEREET2EH
16.6. 1 BipeEERE
BHSREREDH L BEFE BT A7 07 7 S L OERYIEE
Wiad 3 % 720 OERRBIZ IR L TR ws, FHEA O i
WEF (2 ~2li%. 2 LT F=>2 )75 A90mL/minkl |)
ZBWC I LT F=v 7)) 79V ADKTFIfw v 775
Yy oBE#Es (AUC) A5 ka3 2 @Ias5ato bihiz, &b,
BADF—F 12Ty Ial—Ya v OfEE TEEOT
B EDHLEE (L TF= 2 )75 2 A30mL/minbk
E60mL/minAiili) TOBEHFRE (AUC) 1. BHEREAIEHR 2
BE (7L 75270752 A90mL/minkl |) O 2 #5112
ERS B s nY, [9.2 B
16.6.2 FFigpeEEEE
PR EDOH 2 BHE BTS2 2707758 OEYIER
WEt$ % 720 ORI RRBIIE L T, [9.3 2]

17. BRERR IR
171 FHIHROCREMICEET 555
17.1.1 EIRNE I 5% (CLO0590855%)
BRL VAKX 2HEEY AT 28R EO 2%
YAPEAREE (1 21 TF) Aatg s L2414
fERABRICB VT, 7H0OBE (3~16/%) 121 HHE30X
52mg/m* (ZhEN 3 KO 4H]) 2E 2 BRI LB TR
WEE LR (2~6M4I2, SHMERHES %217 =)
ELT, K27 —VETHEG LA™, Safi (CRXZ
CRp)™ D7 S S (PR)™ 123 L2 B 3 W o720
EREM X, ASTEH, ALT ER %56 (%714%). #&lfl.
Bl M, ARG 4 4 B (£57.1%) Tdh - 72, [5.1. 7.3
S
D AR OKBHRIE ER, 70775 E Y& LT52mg/m’
(PREMHifR) % 1 H 110 2 KR DL B TREEHET %0
INz5 HME@HES L, 2% e d 9 HMKRIET %,
INZE17—NVELTHYEST, 2B, BFOREICX
DIETIRET 5.] Th o,
H2) AFMETH H52mg/miid 1 7 — LV DADEKGThH- 72,
3 UTOLM23_Cilizzd2&2CRE L7z, 7. CR
DI b, M/MEOEE (105 /mm*hl) 2 #Eb 2\ »CR
#CRp& L7z
- RAEAE BRI S F IR AR A3 & e v, 2O RS
REAED 5N,
G o AR DS 5 %A
- KM ML MR AT1075 /mm® DL by 2D I v EROHE
BAs1000/mm’BL EIZ B L CTwv b,
) YT oL $_CHizd 2 & 2ilnmi (PR) & L7z,
- AR I AR SR S v,
BT O FIE A5 % L 25% LT CTH Y. D
DIEH 2 MERATERA DS BIEE S h B, 3R o F i
WIS 5 %A T %A% CRIIECRpD 41k % i 72
S\,



17.1.2 BHE THEEE (CLO-212KER RUBIOV-111548R)
BRL DA VL BGEBEEZAT 5B EGE0 M)
YOMER MG RE (WINZRIR2R L) Z2xRE LI
AR SRR R (1 B E52mg/m*% 2 B LA A T 2
WET 5, 2~68MIC, SHMEHESZ1 27 —LE LT,
BAK12Z7 —VETHG L) BUTFOEBY THo %Y,

KIS T AH AR P 265 T AH 3R
(CLO-212:k8%) (BIOV-1113%8%)
6161, 1 ~208™) | (7181, 0~22/%™)
CR (B1%. %) 7 (115) 3 (42)
CR+CRp (BI%. %) 12 (19.7) 15 (21.1)
[059% = I [i1] [9.7~479] [13.1~ FBRHfEEANHE]
MR H 24T
Yy HELZEM (CR 11.7 27.3
+CRp) Fkii () [6.1~479] [13.1~ FBE AN TE ]
[95% 5 X i

11:5) FWANZCRIIICRp & HI5E S N7z H A S AN JFHE B I8 4 L
CHIHE L 72 H UZE N & [ 22 WIETE H O W LB IR 5T
Kaplan-Meier Hi##12 & 1) e S iz,

1#6) BRI HLA AN S N7z B D,

KREES TAHRER (CLO-21250%) 2B 2 E2mfEH Iz, Eo

34451 (55.7%) W i:3361 (54.1%) M ONFEEPERE BRI A 9iE 26

B (42.6%) Tdh-720 Fiov WM THRER (BIOV-111:85%)

ZBT 5 EREIEE. 4760 (66.2%). T 03461 (47.9%)

TSP AT F BRIR A RESLB (43.7%) . BERE30B (42.3%). T

2561 (352%) TH o7z [5.1 BHE]

18. FERhFEIE

18.1 fEAF

rsa775E8VIE TAEFVIVFVUFF—F (ACK) 12X
Wru7yIEry=Y YRICEHRSN, DNAKY X F—+¥a
ZHETAHI LT, DNAOGKRAHET 5, £/, 7ua7 7
SEVIEVRRZLFF KLY 25 —BEHETLI LT,
HMBHNOFA XY YRR 7 LAF K2 VB (ANTP) %4
X, DNAOAEZMET 5,

7777 VE I bI Y FYTIMEHL, Fh7u—AaC
KOO 7 R =Y AFENFENLT, TR A%F
My p,

18.2 HiEH1EA

a7y 7E i b FEMEY Y8R IR AR & R IS
B L 727 2008\ BRI 1 %R L 72"

19. BRI CB Y 2 EE{LERVAR

—9&FR : 217 75 Y ¥ (Clofarabine)

£ % % : 2-chloro-9-(2-deoxy-2-fluoro-f-D-arabino-
furanosyl) -9H-purin-6-amine

4 F = :C,H,CIFN,0,

S F B 30368

i RARARIAB~HEAORKTH S,
EFBER -

NH:
</N ‘ N
NN %\a

o

OH

HO

21, A&

E N CTOBRBREAIBO TIRONT VD 2 Ehs, Bkl
% —HHORERICRS 7 — ¥ PER SR D ETOMIE, 4
FEB A M R T 5 2 L1k ). AHEH
BEOTREMEINET 2 L L D10, RHOREN R OHRD
PSS 5 7 — & 2 RNCIUE L. ARH o8 iE b 2
BEEHELL L,

22. B
20mL X 1 /84 7)v

23. EE ik
1) AEPIER 0 5 v N ROy B & HI v 72 A i g AR 9 R B
(20134¢ 3 H25H &%, CTD2.6.6.6)
2) LB M % Fzin vieofSR 28R 28 BLRER (20134E
3 H25H A2, CTD2.6.64)
3) AN A LB WAL 2\ Fzin vitro Y AR B SRR
(20134 3 H25H 772, CTD2.6.64)
4) ANEE T v MRz vivoMERER (20134E 3 25
H#&#. CTD26.6.4)
5) FPVERE: T v b RS X F& e SR SRR (2013
4E 3 AH25H7KFE. CTD26.6.3)
6) FLPVERL - NGB 45 T AHERIRRER (20134F 3 H 25 H KGR,
CTD276.1)
7) ALNE R in vitro B FURS A R (20134F 3 H25H 7K 32,
CTD2.6.44)
8) FLINER} : in vitroMLERAEATMEERER (201345 3 H 25 H K2,
CTD2.6.44)
9) *LNEA b b % v 7zin vitro CYP450375 38 58
B (20134 3 A25H K74, CTD2.64.7)
10) #:PWEE v MFEI 20V — 2% H\7zin vitro CYPA50FH
EEX B (20134 3 H25H &%, CTD2.6.4.7)
1) *LNEFR : RHEMSEYEEMT (20134F 3 H25H K2,
CTD2.7.23)
12) Jeha S, et al. : J Clin Oncol. 2006;24(12):1917-23
13) *LINERE © bR - A TAHERR RER (20134F 3 H25H
B, CTD276.3. 2765)
14) Xie K C, et al. : Cancer Res. 1996;56(13):3030-7
15) Genini D, et al. : Blood. 2000;96(10):3537-43
16) #WEE < 22 M- BRI R (20134 3 A25H
A&, CTD26.2.2)

24, XEREERKERUBEUVEDHEE
I 7 4 #R &
=tk ry— T OHBRE
T163-1488 W EUASH X P fE =T H20% 2 %5
71) — %4 YL 0120-109-905

26. BEERTREE
26. 1 SUEARSTTT

B/ 71 EH

T163-1488 REHHBEXAEHE=T H20%E25



