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30°C/65%RH T RIZAT IV 24 7 A 2Efre L
Tt
I AR 40°C/75%RH T Ty S 6 7 f Zieia L
AL TE PERR ¥ - 2k L

SCHARRAE L LC 120 7 Ix-hr DA E R ONBTERAM T = % v — & LT 200W-hr/m?2 L EOYGIZIR Lz,

7. ARERVBREORTEM

(1) FA&%

DAFNIFR LU CHERT L &,

2) KA ZIREF ) V7 4V F— (FLEE 0.2um) TABL., 5%~ BB EFHE T A A
L CAIR L CReHEAIIZ 0.15~0.4mg/mL O¥EEICHHRG 5 = &,

N ARBITHCNTENT 5 Z Lo B ANERLZ T IRFT 55613, 15~30C TRAF L,
24 FFRILINICREI 35 2 &, B ORIRITEUNCFERET 5 2 &,

Y AFNIAREFEEEZ AT 5720, HRRFIIFREEHT 2 ENEE LV, KE, IR, HIEIC
GBS LB AT, BEHICEEOMATL S WiRT 2 &,

(2) BRERDOREN
AATIRRITESCPIHEN L, fRESLD 2 2 TR 25513, 16~30CTHRIFL., 24 KA
LINICHE4 2 Z &,

BREEORTEMN
No. A AEHRIR DR E AERIEH PRAFSME ERRE R
1 |[AmekEik 0.14mg/mlL N7 SR, 3 H Zibie L
5% R BEESHK | 0.36mg/mL R b7z L
2 |AEEIAMEIH 0.14mg/mL P45 =i, 3 HIM b7z L
AR 0.65mg/mL AT TERRL - ZEbA L

[ TVI. Z£t(CBY 21ER 1. @ALOEE] 0ESH]

14, BRLDIE

141 ZEFFANEFOEE

1411 RENFHN L CTHEATHZ &

14.1.2 AR ZWHEH ) 27 0% — (L2 0.2nm) THAIE L, 5 %7 RO BEERK
A FRA I CATIR L CRGEBIIC 0.15~0.4mg/mL O 45 = &

14.1.3 FRBITHSLNEE T2 2 &, e, ARESDE 2 TRET 2561%, 156~30CT
TRIEL. 24 BEIANICHER 92 2 &, A% ORIRITEYICER T 5 2 &,

14.1.4 AFNTMREEEZ AT 2720, FHRECETRE2EATLIZENZEE LY, BB, R,
FEIRI IR LT BB 1id, B HIZEEOHAK T I EWIRT Z &,

igi




V. RHEICET SHEE

8. fFlLDEELEIL (WEIFHMEL)
BB L

[ TVI. 22 %(CBd 5EEB 1. BRALDIE] OHEH]

14 BRLEDFE P

14.2 RFZERDIE

14.2.1 AFNIEAZARER A Fh LTz, o FEFSRAISE & ofd & UL Ui
A TORIRHEANITERET D Z &,

9. At
M LA

10. &3 - A%
(1) FENIDELGRER - A%, NENERLRESE - QEICET 1R
Kriz7p L

2) a%
20mLX 1 /34 7 v

Q) FREE
R L7

(4) BHmOME
NATI  HF R
TAK  TFLT A
Xy o RY LTI A

1. ARt SN EME
Krliz7e L

12. ZhOih
Hriz7p L



V. AERICEY 2EE
1. IEEXIIHE

3.
(1) AERUVHAEDRED
(2) AERUVHAEDRERRE - BRI

4

P ST EHRIEORNE Y 2 A L

MEEX I RICEET 5FE

5. $hEEX TN RICEET 5T R

5.1 T17. BRIRAGRE] DEHOWNEZRM L, KHOAFRMER OV B2 o3 (g L7z BT,
JISBFEORIRAEITH Z &, [17.1.1, 17.1.2 ]

5.2 FRRGEBRICI UV THLA AL B VT2 [ DRl LS C D ARH DA 20 e OV A 3L LT
Wi, [7.3 2]

(i)

5.1 RANDOUEAMSGED [EERAGE] OIS, ENAMERREBRESGE L 2D OME (H#0E, BEE
i, HEAE, AOMEEORES) PRI Tnd, AFOEEEITHIICHT->TE, Zhbo
W+ ZH i L7 ECHBEIEE ZRINT 5 Z L NEETH L7 E LT,

5.2 EWNTEE S BRI W TRAAN DN BE OFEIL 3~16 iV ThH | T
Fehiti SN EERARBR TIL 0~22 1% V¥ Th 5, Zih b OBE DFERLLINCTOARAI DA M
POV TR L T W Z 2 hRE LT,

RZERUVRAE

6. RZRUHAE
W, 707y 7 e LTh2me/m? ((KFKHFE) % 1A 1E28FHIEL BT TRIEHEEST 2,
IHEASHME ARG L, A72< L bIHMKREST D, izl 77— e LTHRDIRT,
¥, BEOWREICEL VEERET S,

RERVREICEET HEE

1 RERVAEICEEY 5FE
1.1 Az i, IRESUTIFIET 2581203, BWEROER, BEEFISC TUTOLYEELS
rg‘a—é;&o

S P STk
IR ER S 750/mm? LA Bz Bl |48 UL BRI 5 7 L — R4 4 ER I JE
T 5 F TIRIES 5 2| (ANC 500/mm3AKii) 2338 b-sHaik, &
L, DY —)VTITHEZ2%H ST Z L,

T —R3ULEDIE| 7L — RIXF_X—R | EEEZRIEL, ROV —/LTIEHEZ25%H 5
RRYLMEFE MR | T A v TRIET S |72 (FL— R3o—@ttEoAriEsE E5. fink
FTOIRIES DL, |HlTar br— L TxHER - EH 2R |

JREYE BRI 2> e —
JLE D FE TIRIKS —

5T &,




ARICE T 5IEH

1) 7L — RIZNCI-CTC IZ# L %,
1.2 OPUENIELIE & 0PI 2 B8 XERNNAORFTOTA BT 4 L E2SEIT Uiz ETER

THI L,
1.3 BRI EE x5 & LIZ[ENEE 1 HRER TORKMIMA &1330mg/m?> ThH -7z, [5.2 &
]
(Fif)

1.1 AR OEFEFET —F 2 — b (CCDS) DORt#liz ZEITRE LTz, ARIOKGHZRIT, iFhERE
D RBEIIE, HDWET L —F 3 U EORIWEMZARILLIZSE1E. Th b, RESGIH
1L RAEZ BB YIS 21T 9 2 &,

7.2 AFNEENACEME S A AN K 2 BRRRER 1 2D THR O AR, 2R

(ZHESE AR S, TTHRRISAH & h O HUEMEIESE 3K & 2 0F ) U 72 838 153 2 e e (T it
A DRERDGF DIz, A 2 OPUEMEIEE K & OFH THM T 2561213, SR OZRT A
NI A EORLBESZIZ, T DPUEMEEGR 2 IR 2 B ER H 5,

1.3 KANOAGR S NI ZREX I RIE, THFRESUTERE OB AR TH Y, 1 B
G813 52mg/m2 ((KAREE) THD, EWNTEMS oA BMFEE (RGPS A i
W) gL U725 THEBIZ 31T 2 B KMt 13 30mg/m?2 (R HRD Th v AHlD&K
PRSI RIRE TR RN FVE M B & SRR 5728 . ARHI OGS OFER OB T E T
52 &,



V. ARICEY 5EE

5. ERERALIR
(1) BRRT—%/1\vir—o

AIMER ORI B D RHlE B & LT [EN R OMES T4 2 F2hi S 725 T HRRURSS 1
B, A ONCESM T AR RAER 3

HERD

||

=

BB BERAARIN L, 7, BEWEE LT, HANS 1R
B 1R ALCNCHISN TG S A5 1 AR 3 BB, 55 ILAHRASR 3 BB, R OV AR 1 3¢

BroFt 8 kA teH L7,
Ennﬁgitn%ﬁ_%:
Erek | Eli o s Bk F 72
<4y | Hubk A i RIGILA i |
Ereeiis
ALL
EWN CL0O05908 I (12820 218550 F) 7 fiK
B
5 T 1 2SR 5 Freeiis
I1D99-383 I (211221 1) 25 PK
wF GE e
- ALL e
CLO-212 il (21220 T) 62 ;zPiKri
il | HESh Bk
- AML A
CLO-222 I (2151 F) 43 ;rpiKréE
HiE
_ ALL ey
BIOV-111 il (21511 T) 74 ;zPiKri
AML Freeiis
EN | CLOAML10508 | I (2025 517525 1) 14 ELK
B
B (e JIZ RS N NI I e e Freeiis
DM93-036 I (18500 F) 51 PK
B [ T2 A 55 freeiis
CLO-151 ! (188521 ) 78 PK
%
- 3 [E TN 7k
CLO-152 ! (185 LA E) 24 PK
N _ AML ﬁ/ﬂé‘l\i
= 1EF- CLO-221 Il (18555 1) 41 PK
CLO0-24300606 AML N
(CLO-243) I (60mELL 1) 116 metk
: AML Freeiis
BIOV-121 I (6551 ) 69 PK
CLO-34100405 AML N
(CLO-341) 1 (55804 1) 326 | matk
ALL : 21V > E AR, AML : 205860 (5. PK : Skiy@ihe



V. ARICEY 5EE

(2) ERPRZEIEEAER
1) 3 SUTERE M NR M Y o B i B 2kt 5 & LB NG T FRERR SR (CLO05908 X
BR) *D
X R BEEV VAN LDEEEE AT DR UTEEMEORME Y A R R
701 (Pl AFUEEHE - 1A B 21 5 BA T, LA AL S LTl - 3~16 %)
vl 1 ARH 30mg/m2 B Hl: 2D HH 2611F 2 7 —/VHIZ 52mg/m?2 & 5) it 52mg/m?
Mm-f&f1yww@&5)%151@2%%&Lﬂﬁ155%@5ﬁ@%&

L. 2~6 BfEICHRK 2 7 —VETRE LY 2otk BEME AarEeiEs L,
* 7 =K %7*»%Tﬁﬁfémf®%%#ﬁ%Ehf\&5%%%#6%UyhﬁUX&
Z B LB S D HAIE, Rk 6 7 —/LE TRk ATAE L L7z,

MR e AH L ORBFERSGE TERWAEFRERZRIL 7 AT T HICRO b,
HHBEN mD - A EFR (3 #ILLE) X, ALT(GPT) EH AT AST(GOT) L&
% 5 B (% T1.4%) . A, Eol, &K OVEARIE0R 45 4 61 (% 57.1%) . FEEEAF
BRIB/EE | I/ MOBME R O B Y L BN 45 3 B (45 42.9%) TH Y, ED
OAEFZIL2HLL T TH o7z,
TR 5 E o TR (PR) DL EO A2 R LTZREBNITERD IR o 72y, SEBIEL
BTN TZD  AEICRE LT b ileino T,

2) RIBIE ILTHH - SEIRMER A BB A MR B E 23t g & L2 ENE 1 AR R R
(CLOAML10508 k) *o
wf o G - BHAME TSI CIEERAREASEIC L ORBHIR CERVWEE R BND
RGO BVEBBEE A MIE O B ARNKABE 14 41
(FE 2 AFVEEYE © 20 st BA b 75 R, 7272 URIAREAE 1L 60 ikl I,
FHAAI IVl 0 59~T2 %)
5 35 ARKN20, 30 XU 40mg/m2 & 1 B 1 [8] 1 KERILL AT C 5 B R H AR ERE L.
LM, AR, Az L,
% 7 — VR BEEIIRIE. RRI L 2 — & Ui, 7272 L, 17—V H O T RS CliE R 728
ERBOONDHEE, RT3 7 —LETORGETREL Lz, BB, 2 7—AKO3 7
— NG IR 28~84 HH ORI A2 L L L,
A R 14 14 BT, AAIE ORRBEBRPGE TERWVAEEFEFENBIE L, EERA
FHRLIL 20mg/m2 O 1 6] GHHRIAEZ) ([ZHBLL 72, DLT X 14 B A 3 BilICH
BiL. 30mg/m? T ALT (GPT) k& 1#il, 40mg/m2 T ALT (GPT) E&- 1 i,
M7 25— 1 F0F 2 61 THh - 72, MTD % 30mg/m?2 & ¥k &7,

E)ARFN O ARSI NTZREXITZIR., HIELOCHEIZIUTO LB TH D,
[#hae X ixsh 5]
B TR o 2k Y o | s
[ HiEKOHE]
WH., 7u 7778 LT 52me/m?2 (RFEAE) 2 1 H 1E 2BFMLLE T CRE#HET 5, 2% 5 B
HE®BREG L, Db 9 HEARET D, 2Ed 17— e LTHYIET, B, BEDREICX Da_ HET 5



V. ARICEY 5EE

Q) HERGERRER
1) FR 38 SO EER M N R BPE U o SPE i B 2 x5 & U 72 Mgdh 36 AR ER R 3XBR (CLO-212
ﬁ&)Lw
X BB VA AL AIEREE AT D I SUTIEAE O AN Y oM B R B 61
151 (CFEHFL A AU IR TE RIS WTRE 21 LA T SR AN S i 0 1~20 7%)
J 5 AH 52mg/m? & 1 A 1[5 2 Ke]LL BT C 5 BRI A AR EHE L, 2~6 I
RR12 7 —NVETERELY GO, ZeMEE2RE LT
7 —VE kK12 7 —/VETHERGR L L,
M R B CR#IX11.5% (7/61 1) . CRp HiE 8.2% (5/61#1) . PR FiZ 9.8%
(6/61 f51) THYH ., CR+CRp 1L 19.7% (12/61 f51) . CR+CRp+PR
F1% 29.5% (18/61 f5)) ThH -7,
ARG SRR IR {1 X, CR+CRp 1 32.0 #, CR+CRp+PR #i

215 TH -7,
Sk EARFFGEIN - OISR (CR. CRp XX PR) itk hiz A
DO EANIFRIE B OFEI/ BEENFEF I B UIRIK Z 720 3E
T HOWT I EWERER

AR AR R, 4EE] (61 1) T 12.9 8, CR+CRp BT
1% 69.5 1, CR+CRp+PR I TiL66.6HThH-7z,
ok RAAEHIR - X 5BAA F 0 DIRIK A R 72\ BB E TR

100
90—-
50

A 70—_

17 eo—:
50 —
40 —

30 -

All Pte (n=61)

20

10 —

—
o 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
4 N
FREFE ()

® ® ® Al Patients EEE (CR+CRp) % % % (CR+CRp+PR)

4 FHIM

LAV 5 61 Bl 59 1 (96.7%) IZAFKI & ODRFRARNE T TE WA FFRENR
DO, ERAEFERITEL 34 1(55.7%) | NEM: 33 1] (54.1%) | F&EWE
I HRERIBIE 26 11 (42.6%) 5835 13 $#1(21.8%) | 88JF 12 §11(19.7%) . &~
7 11 1(18.0%) . T 11 f1(18.0%) . & 2 FEIE 11 #1(18.0%) ThH -7,

) AFNOAGR SN ELOHBIZLTO L) TH D,

BE., 7077708 LT 52mg/m? (REmME) 42 1 H 1E 2 ML E T CRET 2, i 5 HRER
BEL, D b 9 HRBKREET S, 2hid 17— LTHRVIET, B, BFOREBIZL Y EEHET 5,



AEICET H5IEHE

2) B SRR N R AN Y oS A i R A xR & LA AR EE AR 3R (BIOV-111 &%
%ﬁ) *2)
X BB YA NS R DIEREE A T D B SUIERAMEO MY M B e B
71 5] (R A AFUEEHE RIS W 21 R LA R, A AHL S V7= 45 - 0~22 %)
J 35 KK 52mg/m? & 1 A 18] 2 Ke]LL BT T 5 BRI A AR EHE L, 2~6 I
K67 —NETHRE LY G2 Zefama Lz,
k7 —VE IR 12 7 — L ETEER L Lz,
fEOR o EMER 2ER 71 BRI D CR Fi 4.2% (3/71 #) . CRp X% 16.9% (12/71
%) . PR £I% 2.8% (2/71 #) TH Y, CR+CRp =% 21.1% (15/71 )
CR+CRp+PR i3 23.9% (17/71 #f)) TH - 7=,
17—V SETHER] 65 il d51F % CR #1 4.6% (3/65 1) . CRp %1% 18.5%
(12/65 f51) . PR 3% 1.5% (1/65 i) Td b , CR+CRp #I% 23.1% (15/65
%) . CR+CRp+PR #|% 24.6% (16/65 i) T~ 7=,
TR I ; G 71 B2 30T D mfFRHG IR H JefiiiX. CR+CRp 1 190 H
(27.13#) . CR+CRp+PR # 150 H (21.4 ) TH -7,
1 7 —/VSE THER] 65 B2 s 1 2 s figsfe H1M 9 fiix, CR+ CRp

#1190 H (27.138) . CR+CRp+PR#il 170 H (24.33#) TH -7,
* EARFEG I - IS (CR. CRp X% PR) 23sék i H
SERANCFRBOFSR  BENTTE SN B UTFEEEZRbR VWL
H DWW HLA RV,

SEAFIIITS ] T1 BN B D A PR SefflX, CR+CRp #4211 A (30.1
i#). CR+CRp+PR #l 237 A (33.91#) Th -7z,
1 7 =5 THER] 65 BllZIsiT % A M i fii%, CR+CRp #

211 H (30.1#) . CR+CRp+PR % 211 H (30.1 ) TH -7,
sk A/EFIIR < B GBAA A 2 6 JRIK £ B D72 VBET E O (& s
N R 2 5T 0 A & L7o)

100

——— CR+CRp(n=15)
““““ CR+CRp+PR(n=17)

90
801
70
EE

(I{ 504

s
T 40

(%) 5]

204

Number at risk
MOR 17 16 10 6 5 5
OR 4 5 4 4

9
T T T T T T T T T
0 100 200 300 400 500 600 700 800 900 1000

el (A

EJEFIT1511Z & 1+ % CR+CRp4E 51l K UNCR+CRp+PREE 51 0 4 77 HAfH



V. ARICEY 5EE

=

ZaPE ;71 BF 67 B (94.4%) (IARAIE DOREBENEE T RWAEFRLR IR
DT, ERAEFESIIEY: 47 # (66.2%). HE.l 34 41(47.9%) . 7
EME A TR ERIE 31 451 (43.7%) L BEJR 30 511 (42.3%) . T 19 $41 (26.8%) |

T2 174 (23.9%) . ME¥R 15 41 (21.1%) . % 9 FEiE 14 5] (19.7%) T
o7,

(4) FREERIEAER
1) BNHERIEER
ARHN O AGR S I T2 TN I8 1T 2 Pl sl BR I3 580 S T,

2) REMHB
AR L

(5) BE - WRERIFER
BREERRL

(6) BRHIEH

1)) 1§H§Eﬁf§§ﬂ§(—ﬂ91ﬁﬁﬁ‘i‘fﬁ§ﬂ§ FECABEHE. ERARELERAR) . BERTR
T—AR—ZRE. WERTRERAROANR
O EFEARERE (ﬁﬁ&%)

PR SUTEBYE D RME Y o MMER MF B 2 XI5 & LIEARHR o B 5123815 2 A5
Fa'éﬁ“é‘f%ﬁli%ﬂlé% U 7= R E A A AR AR L2 F5 ) T 2001 P24 Bifg (CR 1451, PR 1451) Y
SFRH BT,

®#%m1§mﬁk.%aamﬁ (R’ E)
AR UTEREORNEY L WERHIRRE 2R L Ly 7 uakr A7 7 2 Rk (V7
RRAT7 7 I NEARY E L T400mg/m2) . = AR K (1560mg/m2) OUFHEGIZEBIT S
BRMECEAT D IE A IE LT R e A AR AR I IV T, ARE™) 1158.8% (20/344)
(95% 5 #HX ] [40.70-75.35] ) ThH -7,

WD BANHEIILL FOERE L, A2% X, CR+CRp+PRIZTHHfi L7,

SERTEM (CR) : L TFE22 Tl IREE

- ARFHAE B i AL s R e 203 5 w%mﬁw DORESMZIERFED B2,

< H B O [ IR AL AYE %A,

- A if. o> i/ R 2= 100,000/mm3, 2> 4F 1 ERE = 1,000/mm3IZ[EE LT\ 5,
/R D EE RS D 72 e fiE (CRp)

- /O EIE  (100,000/mmsEL ) ZFrE, X To CR AEELH -7,
#Hoy g (PR)

< RAYPEER M A B AR SRR B,

- EHE A RIS %Ll B2 D25%LL FTH D . M oIEH e i ERRTBR IR 3 BlEL S

5, Fl2ik, BT ORMBEMIENS %A CThH D0, CR ik CRp OHIEHEAEE [/~
S0,

%5 : CR. CRp X' PR OWFHITHa%4 LAy,



V. ARICEY 5EE

2) RRFHELTERFPENDARXIEE R LI-AE - HEBROME
ERE1) 22,

(7 Z0tt
BB L



VI. EMEHEICEEI SHIEE

1. EEFPNICEESH D EEMRITILEYEF
TAETEL, 7T R ELREDTY VX LAY KT Fu s

2. EBEEA

(1) fEFEREL - 15 FIHSFE

7a7y 7R, TAFTVVF U UFF—F (ACK) k0, su Ty T =Y VERICE S
Eh, DNAKRY AT —Y o 2lET S LT, DNADAKEEET S, £/, 7n7758
FVRX 7 VLAF RV A7 X —VEETDHZET HRNDOT ATV IR LAF RZD v
iz (ANTP) %Ak &+¥, DNA OGS AHET 5 2,

srma77 78 0%, I hary RUTIHEHL, Fh7e—4 C KOO T A b —3 AFHERK 1
ENLT, TRP—RAEFHFETS I,

(2) ERERMFI1THHERAAE

1. In vitro MfaiEETGME

(D) /NRANED » S [ FERIRIC B 1 5 2 1 7 7 T B v OB E SR Y
22 FERE (15 F¥HO T Ml & OV 7 f¥EO B Aifld) o/RNERAMEY oAy (ALL) Mifakk
B3 7077 78y, X7 7 OMBEEREEZRRF L,
BRIV - fER >
FAMI & A & 4 BB L, MTT 35T 50%HEIMEIIRE (ICs0) ZRd7-, KikBriL -V
T VA NTITWV, 2~6 RER O EHEZ R LTz,
77770 T-ALLIZ%3 5 ICs O H 9 fEIE 0.0081pg/mL, B-ALL IZx9 % ICs0 D
FOLEE 0.0035pg/mL TH Y, 7 v 7 7 7 AL T MR, BMERIZX L, T hn
WZIRVMER Z R LT,

ALL ffa kD EMET O 7 7 AL

iR #BU P A N
ALL-SIL T-ALL 0.0094 0.37
CEM T-ALL 0.5341 5.00
DU528 T-ALL 0.0069 10.08
HSB2 T-ALL 0.0029 0.13
JURKAT T-ALL 0.0182 0.64
MOLT-4 T-ALL 0.0138 0.52
PER-117 T-ALL 0.0060 2.59
PER-255 T-ALL 0.0032 0.02
PER-427 T-ALL 0.0193 120.43
PER-487 T-ALL 0.0071 1.73
PER-537 T-ALL 0.0181 0.26
PER550 T-ALL 0.0123 0.02
PER-604 T-ALL 0.0058 0.03
PER-606 T-ALL 0.0081 0.02
PER-608 T-ALL 0.0022 0.06




VI. EEHEICEHI HIEE

Ak L P R oo

Median 0.0081 0.37
PER-145 Pre-B-ALL 0.0049 20.14
PER-278 Pre-B-ALL 0.0035 2.00
PER-371 Pre-B-ALL 0.0022 0.06
PER-377 B-ALL 0.0083 174.04
PER-485 Infant Pre-B-ALL 0.0114 500.00
PER-490 Infant Pre-B-ALL 0.0027 2.47
PER-495 B-ALL 0.0012 2.94

Median 0.0035 2.94

1L ICs0 (pg/mL)

(2) /NEER O AR T 527 a7 7 7 B v OMIREERM S
282 il [ 1M B (201 FlOWE/INEANEY WA M (ALL) | 24 FlO 3/ ALL,
25 Bl N A E M A (AML) O 32 HlORA AMLIIZE W T/ r 7y 78
ZETe 15 FEOIAMET v 7 7 4 VERF LT,
<FBRFVE - FER>
FREPOBRZRIL, 7 0 32— VEEARE (EIE T 20 4 540X g Tl 2LV H
MMz o BEL 7=, U 2 /R3EERTIE 90% LA B, B #iZFER Tlx T0% L. oMz & ey
VDI % BRI W, A OMBGEI R 2 /EAIE MTT 15 THREF L. 50%I45E il
FE (ICs0) ZIEANTKF T HMIMEFEIE & Lz,
a7y 7 et PR OFERIE N NNE R O A O T O U 2 /S 3EER K OVE BE2EER 12 5t
LT, [AEofaGERtEE2 R Lz, 7u 777 Cid, /N ALL OFEg&ENY 77—
IZBWT, Flplc X AMMEITRD 7, PP LK OFHFR/NE ALL (28 LT b Ml EiE T
XR%ETh o7, £z, AML BT 2 MRS FIGME b BEFIITKTE L W iho 7o,

0.04 (0.01->12.5)
0.043 (0.01->12,5)

cALL
rALL

0.055 (0.01->12.5)
|

0.06 (0.01->12.5)

cAML

aAML

0.04 (0.01-8.61)
0.04 (0.01->12.5)
0.055 (0.01->12.5)

0.068 (0.01->12.5)

ALL 1-5

ALL 5-10

ALL 10-15

ALL 15-18

T T T

0 0,01 0,02 0,03 0,04 0,05 0,06 0,07 0,08
median IC,, (ug/mL)

cALL : #13&/ N ALL. rALL : % ALL., cAML : #1%/E AML, aAML : fEA AML, a7 —7": 1~5, 5
~10, 10~15, 15~18 %

207735 ELVDRAMEVFRHEICE T 5HMIREGEFED LR



VI. EEHEICEHI HIEE

2. In vivo PUIESEH*S

(1) &+ AMyFflEkk CCRF-CEM BEBMEET T VICBIT 57077 TV ROV H T BV DOH
555 R
bk AfEHiak CCRF-CEM % BIE#EEGE A4 (SCID) ~ v ADR FIZ B L7
ETNEHANT, 7077 7 KNV Z T B OFBER A g LT,
<FBRFUE - RER >
HEPE SCID v o A2 30~40mg Ot b+ A jplifakk CCRF-CEM # f2 FBAE L, Blitk 14
~18HHEIZZuv77 7y (%#n=6) 7.5, 15, 30, 45, 60mg/kg XiIT ¥ 7t (&KhE
n=6) 6.25, 12.5, 25, 50, 100 mg/kg ZEFENIC 0.1mL/10g (AEORFETHE G L=, Bl
%14 A ED 34 HHE Tl 2 [EEEY A X&2HE L. FEWOEEN G A RI12ET S
ETORENS, FREOMESGHEHELE BB B2 T L7,
WA 2P G L- & EDORFMIZRGF ThH T, V¥ T v U5 CIIHBEFEN 2 PR
ZPHENBBD BN, 78777 B CIIHEKRTFIED 2 W PRSI R S iz,

E ~BmE#akk CCRF-CEN 2B RBEETILIZCBITAVASEVRUEYAITI7ZSEVD

niEENE
w5 e P55 1R i
- it e g e I NEE I HE Al
| % ika g o (T-C)b
I HR - QDx5/[E 1N 0/10 B L 0/10 -
VHETEY 100 QDX5/EHEN 5/6 12 0/6 14.3
50 QDX5/EHEN 1/6 5.8 0/6 12.2
25 QDX5/EHEN 1/6 4.7 0/6 11.3
12.5 QDx5/[E PN 0/6 ML 0/6 9.7
6.25 QDx5/[E PN 0/6 ML 0/6 6.6
VA=A A R 60 QDx5/[E5EN 1/6 8.7 0/6 8.3
45 QDx5/[E5EN 0/6 ML 0/6 8.2
30 QDx5/[E5EN 0/6 ML 0/6 8.7
15 QDx5/[E5EN 0/6 0.7 0/6 7.8
7.5 QDx5/[IE5EN 0/6 AN 0/6 7.2

a: QDx5 : Bt 14H H 2 HB4A L C1A 105 A &% 5,
b : B GREOIEE A FMY A RIETHETO R (A% 14 A B OMGHREE MIIE & U G HREN
AfEHET D OICET D AE0) PRl & B OxhG T 5 BEP Rl & 02,

(2) &~ AfFMiatk CCRF-CEM BB T MCBIT57n 7y J8r v 27 8 EOff
M 5-TOPEE R
b b IRk CCRF-CEM #% K¢ FIC B L /- BEEAAE A4 (SCID) ~ v AT
BWC, 7077 780 # 7 OB RONFAEE LTz & & OFUEER 4 7
L7z,
<FPBRGIE - RER >
KEME SCID ~ 7 {2 30~40mg D t I AlfE#ifutk CCRF-CEM % B2 R L., Btk 14
~27 A HICHEMEBR G, 7 v 77 Ty (£ n=10) 10, 20, 40mg/kg X|I+ # T
(% n=10) 3.6.25,12mg/kg % ffHEGH (/v 7 7 T > ¥ 7 U F5H*¥ n=10,
VETEr—-Ia Ty 7 R n=10) 135EA 6 BlkGE 2 Y1 7, JEENIC



VI.

EMEEICET HSEE

0.1mL/10g KB DA ETHRE L=, Btk 14 H A5 66 0 B £ T 2 S 1 X408

L. SEW DIEIGDSFHE  1 K I

HH LT,
X1 777703 AT UARERE  14~19 HE R 21~26 HEICZ 17 7 7 £ 10,
20 X1 40 mg/kg #5- (1 H 1[EX6, 14 HHA, 2LHAD® 2% A 27)V) ., ZHEPFHLT, 15
~20 HEKR N 22~27 HHIZYZ T € 3, 6.25 X% 12 mg/kg %5 (1 H 1[@X6, 15 HA,
22 HAD 24 7)V) , WIEAEEORIC 4 FE ORI ZRIT 5 (%8 n=10)
%2 VAT u Ty T UBREERE  14~19 HA KN 21~26 HHICY# T 3, 6.25 X
L 12mgkg#h5 (1 H1MEIX6, 14 HA, 21HED2¥ A7) , ZhEPFHLT, 15~20 H
HREON22~27 HHIZZ v 77 Z > 10, 20 XIi¥ 40 mg/kg #5 (1 H 1[@x6, 15 HA, 22 H

Bo24%A270) , BEAERSOMIC 4 RFEOMEZZRT 5 (G n=10) ,

ETL5ETORBNG., ARFEOESHEEL B e %

a7y 7RG CHERGHIRTIEREIENRBO LN, V7 T8 BERICBNTHLHE
WAER R PUEEN BN RBO SNz, 777 780 2T 020t LA, BAEOHH

&g‘fﬂrii])u»u &) ’Bﬂ EF‘)EH E&Uﬁﬁﬁﬁ E@ﬁﬁﬁ&'@f iﬂ@@iﬁéﬁﬁ

u»u &) ’Bﬂfﬁﬁ)/) 71:_0 EP)EH

BEOMFHER G IR TH Y, THELMEAEOHMKR G TRERDNRO b, 7nT 7

FJEVEUETEEOHARSEICE

BRI Th o,

B HEMEIL, > T B b

te_ThnicEmn

E B mEHakE CCRF-CEM BRERBIEETILIZEITES 45 E EP AT 7SEVED
HRBETOMEEME

B 5 JEE A
R JEIERA | RE I b
. 558 N FERERLI . .
g | ETTTET eyt s | eagen | | RIEDK
ESRiis! QDx14 0/20 0 0 YL -
VA= 4dvl g 40 QDx14 1/10 0 9 16.8 19.1
20 QDx14 0/10 1 9 13.9 16.1
10 QDx14 0/10 0 9 11.2 15.5
VHETE 12 QDx14 0/10 0 10 14.0 27.9
6.25 |QDx14 0/10 0 9 16.4 26.1
3 QDx14 0/10 0 3 7.0 22.7
VA= Di d g 40 QDx6, 14, 21HH (0H) 9/10 0 1 37.0 >492
A= 12 QDx6, 15, 22H H (4H) (FFME)
20 QDx6, 14, 21HH (0H) 0/10 0 10 20.2 34
6.25 |QDx6, 15, 22H H (4H)
10 QDx6, 14, 21H H (0H) 0/10 0 10 13.8 21.4
3 QDx6, 15, 22H H (4H)
VESE L 12 QDx6, 14, 21H H (0H) 10/10 0 0 AP —
VA= A g 40 QDx6, 15, 22H H (4H) (F#1E)
6.25 |QDx6, 14, 21H H (0H) 0/10 0 10 29.0 36.4
20 QDx6, 15, 22H H (4H)
3 QDx6, 14, 21H H (0H) 0/10 0 10 12.9 22.9
10 QDx6, 15, 22H H (4H)

a: QDx14 :

Eiae

BA% 140 B oM L C1LHLREII4B MG, ; QDx6 : Bfit%14H H22 684 L C1H1E6H M
; OH : #5 A ORR0ICH S, ; 4H : 14| B & 54RFf% I & 5
b : BEREOIEBE N THEY A XIZ#ET 5 ETOHE (BiE% 14 H B OEBAEAIHE & U TEBERED 8 {51

THOIZETHAH) TR & RREEORG T 5 B P HRE & D7,




EMEEICET HSEE

ST - FERERERT”

AN i BRI A b & LTS HEANAR T RIS (ID99-383 #UBR) 145\ T, DNA IZHit
0 iAENT P H-F I OV ORARET 2 S LY | EILFE N T O DNA £ R & 7 L
Teo A 52megim?® & EHIRINEL G L7286, DNA AMIEAGITIE T L, #55I# %58 T DNA
PRI ASHE R S LT,



VI. EYEREICEAT SEE

1. MPREDHEFR
(1) BEEESmbRE
AR L

(2) ERRGBRCHESIN-OPRE

D) BANNBEMEY WA R RE B T 2 3 @hiE (CLO05908 i) *V
R SUTEHRMED BN Y VAR EE THIlc/7 v 7 7 7 82 30 Xid 52mg/m2 % 1 H 1[4
2 BEILA BT 5 BRER SAfFE Lok 1 BAKO S HREOMEFT /7 nr 7o
VIRERERS, a7 7 T ORYENRE T A — X it Lz,
M7 e 7> Z e REIXZ1AH, 5 BA L b2, A CTEHEIRNEG& TR (B 5B 2 Ff
M%) TR E 7257, Cmax X OVAUC 13 G5 BEOHEIICHE-> T EF L, Zo8miks &%
DFNRBE EE ST e, HEFEH CFEE) 1%, 30mg/m2 T1 HAKU S5 HRIZZENE
AU 5.8 IFfH] L Y 2.5 FFfH], 52mg/m2 T 1 H B AW S A BIZZEN £ 3.9 e, 2.0 FEfHTH Y |
5 HH THEMN -7, ZAUIMmEE A TR AN ER L5720 Th S, &5 1HALKPSHED
EEHRICEITRBO N o, 1 HEO2H 27 V7 7 A (CL) 1%, 30mg/m2 T 33.16L/h/m2,
52mg/m2 T 22.42L/h/m2 TH > 7=,

(ng/mL) 7 a772 l:“ > 30 mg/m2 Mean+SD (ng/mL) 7 A7273 I:" > 52 mg/m2 Mean+SD
900 900
i 800 i 800
700 700
32 600 3 600
500 500
+ 400 o 400
s 300 @ 300
200 200
E 100 E 100
0 0

0 1 2 4 7 10 0 1 2 4 7 10

B (h) B (h)
cootX51HE eeeiit55HHE cootk51HE eeeit55HE

202775 E230, 52mg/m* % 5 HEEHBIRNIZREL-LE0MEFI O T 7S EVEEHR

YO 7SEVDEYHEE/NS A —4

W A k5 & n Cuax tmax AUCo24n | AUCo-10n tie CL Vdss SRR
g (mg/m?2) (ng/mL) (h) (ng-h/mL) | (ng-h/mL) (h) (L/h/m2) | (I/m?2) (%)
30 3 221.3 1.822 911.2 696.2 5.823 33.16 193.5 65.28
B 5 +14.74 +0.019 +273.6 +174.6 +2.476 +8.49 +58.70 +36.64"2
18 H 59 4 683.5 1.917 2,358 1,886 3.933 22.42 87.82 85.19
+120.4 +0.113 +436.8 +380.5 +0.592 +4.73 +22.33 +11.14
30 9 236.5 1.925 - 645.0 2.459 46.08 126.0 .
5 +79.90 +0.012 +255.9 +0.056 +16.70 +67.01
50 H 59 4 598.8 1.975 . 1,463 1.977 33.92 68.54 .
+180.1 +0.087 +251.5 +0.225 +5.27 +17.07

BN AR 22, *1 : B GBRMAtE 24 R £ CORFPEIE EHREICHT28E) o *2 0 1 X EER4A% 0~24 BEREO—&8,
fthod> 1 B33 5B 6~24 B O JRFE RIS e o 72
CL: 257 U7 7 A, Vds : EFIREIZRIT 5050

) AR OARENT-HIELCHBRUTO LR Thb,
BE., 77778 E LT 52mg/m2 ((KEREFE) % 1 H 11 2 KM L2 CRFEHFET S, 2hid b5 HM# &L L,
D b 9 HMKRET S, TnE 17— LTHVIRT, 2B, BEOREBICXL VEERET D,



VI. EYEREICEAT SEE

D WESN N A Y o PE A MR IC 31T 23 EhEE (CLO-212 i) *2
PR SUTEHR MO MY AR EE 22 6l 7 07 7 7€ 52mg/m2 % 1 A 1 [7] 2 K¢
PLENFT 5 HIMEH AFRE L2 2085 1 HEEKO S HEOMEE T 7 077 J B R E
W, 70777 OERWERE T A —X it Lz,
Mg a7 > 2 REIZ1 HE, 5 BH & bIZ, FIRNE G TR (B G-BRE 2 Rl 1%) 12
R &R o Tk, WO TAMEICIHA Uiz, B AR CEAME) 12, 1RAMO 5 AAT
NI 6.2 FE[H], 4.3 KM CTH 72, &5 5 H HOBIRNEGMGmOmET 7 a> > Z ey
BT, KO ORER T, HARNEG& TRICBIE SN REIRED 5% K Th), 7a7 7
Z By 52mgm?2®d 1 A 1EEIRNEGICE2EMTE LA LR N oTz, 707 7T
Y OEFAIREBIZIIT 20MAR (Vdss) OFEEIZ 1 AAAD 5 HH TEREIL 138.3L/m?2,
102.0L/m2 TH Y, 7 v 77 T Bk ~NAHIZ oM 2 2 LRI EnT,

(ng/mL) (ng/mL)
700 . L L . 1000
600 ] ®5188 | T #558H
800 L
Mean=SD Il Mean=+SD
500 L
b 1 ¥ 6001
400 ]
th s
2 > B 400
& 200 E
200
100 ]
ole . i i 0 , : : .
0 5 10 15 20 25 0 2 4 6 8 10 12
% (h) R (h)

90775 EY2mg/m% 5 BRER#IKNIRE LI-LEDMmMEHRI OT 75 EVEEHTE

V0773 EVDENPBENS A—4

YEIJH/:F: H n Cmax*l AUCO*oo tie « tie B CL CLr Vdss Ji-i EPEF{'&%E*Z
) (ng/mL) | (ng-h/mL) (h) (h) (L/h/m?) | (L/h/m?) (L/m2) (%)
5 4594+ 2,480=% 0.434+% 14.17=% 138.3=*

’ + + + *4
1HH 22 188.6"3 1,290 0.171 6.23.7 24.8+9.1 9.14™ 68.6 57.6=24.4
5 613.5+ 2,379% 0.430=% 13.14=% 102.0=*

’ + + + *6
5HH 19 283.1% 995 0.186 4313 24.357.0 8.42"6 36.6 53.8+30.1

B SRR 2, 1 BeGPHAATE 2 RO SRIME, +2 @ #5-BEA% 24 i E COIRBERIER (RGBT 528G, EHIE) .
*3 : n=20, *4 : n=15, *5: n=18, *6 : n=13
CL: 287 V77VA, Cly: B7 V7T A, Vds : EHFIRREIZE T D040 &b

3) sl N R BEYE B R R I BT 2 3 ERE (CLO-222 35R) *0
B TE RO S EEREME R BB IC 7 v 7 7 T B 52mg/m2 A 1 H 1 [8] 2 R BL 2T
THHAMERAFEEL-LEORS5 1 BELKOS BHOMEF Y v 7 7 7 U REHRRE, 7
07y 7Y EE N A=A HEEEITRO LB ThoTz,



VI. EYEEICET HIEHE

(ng/mL) (ng/mL)
800 800
#5188 k5588
i o T Mean==SD %] Mean=SD
9% b3
th 400 o 400
B b=
Y 200 A g 200 A
0 : : 04 8 : . i
0 5 10 15 20 25 0 2 4 6 8 10
BEfE (h) B (h)
28775 EY2mg/m %5 ABREB#IKNEE LI-LE0nEh /0T 75 EVREHRE
VA7 IECDEYEBEBNTA—4
e d | n Cmax*! AUCo- t1/2, tig CL CL: Vdss PR HR i 2
(ng/mL) |(ng-h/mL) (h) (h) (L/h/m?) | (IL/h/m?) (L/m?2) (%)
5 420.6* 2,225+ 1.558 += 26.3* 16.27+ 171.0*+
> + + *3
1HH 19 201.3 1,005 0.536 6.1=16 7.9 13.15™ 73.5 54.6:35.2
a2 511.6=* 2,142+ 1.082 =+ 28.5+ 21.79+ 118.5+ -
> + + *5
5H H 17 251.9" 892 0.258 5.0=1.1 12.6 14.31% 32.7 76.4534.5

B AR RS, *1 : 3 5-PAA% 2 M O ERME, *2 : 5P % 24 M £ TORFYRISE (5 RIS 281G, EHE) |
*3 : n=14, *4 : n=15, *5: n=10
CL: 287 VT77 A, Cle: B7 VT 7V A, Vds : EFIRREIZBT B0 A

4) B A NERN SR B BETE A I R IS B 1) B @i (CLOAMLI10508 5ER) *¥
B SUTER RO RN B BEE AR EFIC 7 e 7 7 782 20, 30 XN 40mg/m2 % 1 H 1
[ 1 RERLL L2 T 5 AfME A A L2205 1 AEKO S HAOMIEFT 7 a7 7 5
EUREHE, a7y T OEMEIE T A - HEEMEIZLLTO LB ThoT,

20775 EY 20 mg/m 20775 EY 30 mg/m
(ng/mL) Mean+SD (ng/mL) Mean+SD

1200 1200
1 1000 m 1000
#% 800 % 800
b 600 =] 600
40 B 40
E 200 B 200

0 —e 0 —

0123 7 24 0123 7 24

BEfE (h) BFRE (h)
cooiZ51HE eeeiE55HH ecoiX5 1HE eeeit55HE

202775 E220, 30mg/m* %5 BHEEHBRNIZREL-EE0MERFI O T 7S EVEEHR



VI. EYEEICET HIEHE

(ne/nD) R 773EY 40 mg/m? Mean+SD
1200
M 1000
9 800
HOT7SEY Mng/m % 5 BRERBRAERS © o
Liz&EnmiEhonI 75 EVREHRE B a0
E 200
0

0123 7 2%

B (h)

cooft¥5 1HE eee55HR

S0O77SECDEYHEE/INT A—A4

HER| L& Cmax tmax AUCo-24n te CL Vdss PR A R
(mg/mZ) n (ng/mL) (h) (ng -h/mL) (h) (L/h/m?2) (L/m2) (%)
+ -+ + + + -
0 9] “asr | oo | iste | osso | s | sans | B4T6
van| % |0) nr | ammo | amr | eew | sap | s | 8358148
+ -+ + + + -
0 5] "o | ovs | ser1 | oss | ses | 7op | CLILE
+ -+ + + + -
0 9] “sr | oo | oo | omes | an | s | 10B0*16
R AT
+ -+ + + + -
0 5] " | s | et | ose | s | uag | 21

RHTTERRE AR, * RGBT SEG
CL: 2827 V77U A, Vds : EWREBICEIT D 0MAM

) AR OGRS NI HER CHBIZL TO LB TH D,
WHE, 7n7 7y 7ErE LT 52mg/m? (KA & 1 H 1A 2 KM LT CREHET 2, Zhae b AER&E L,
Dipl &b 9 HEMARES 2, ZhE 1 27— LTHYIRT, B, BFOREBIZEVETHET 5,

(3) chs
BB L

4) BE - GiREDOFE
B¢ "

2. EYEER/NT A—43
(1) AR
HENNREE 255 L U R @R AT Tl i 7 v 7 7 T v o Eyiiiez & b
BLBBETARKET VI, 23 /8%— AV NEFT AL THH T,

(2) WRIEFE TE SN
BARR/NA



VI. EYEREICEAT SEE

(3) SHEEEEH
BB L

4 2IVF7I3 R
VI—1— QKRB CTHERIN-MPERE 1) BAANRAMY v WEAIMmERFICBIT S
HppdEhne (CLO05908 k) | DIESME,

5) PHBEE
VI— 1 — (QBERABR THRERINF-MDERE 1) HAANNEZMY AR EREICBIT S
HpyEhae (CLO05908 3fR) | DIESM,

(6) Znfts

3. B&EH (REaL—Y3Y) ##H
(1) fEFAE
bR DEAEET VX, BIBEO 2 VT T A KD 1T WIRPGEREZfED 2 20 /73— AV ME
TITHoT,

(2) WS A—2EBER
SMELNNREFE 225t 5 & LT B REMRTIC K 0 (R 2R /3T A — 2 Th D IRFK
KLOMEE &, CL (L/h) KO Vdss (L) & ORNZFEEIMED T O B, BERmEIZE SV T mg/m?
TREBEZHRTET DI EORYMENRENT, 707 7 T ORYBMEIC LY MITTIHEE
& LT, BIMERE S FrE SN2 DB/ E <, BEREICESWTEE Z L IR G ELH
20T R NWbDEE X b,
Fo SMEAND N RN EE ZxtGe & UTcilBT — # 2 0F 6 U RHER SEEhREAEAT L 7o /5 5.
IVvTF=r2 U770 A (Cler) 37 nu” 77 03y@Eiie (CL) (T4 5 HERIL &
ThdIENRENT,

4. IRIR

BASARNA

5. o1
(1) ik —RBEPS @@
MR L

<HBE.<wm2>D



VI

EYHREICEHT HSEA

~WURICH-7 077 5 EHIRNER S LT BB — N5 U475 7 412 L0k
FZOWTHBI L2 E 2 A, B RER RS 13 O AHAR (e~ T B B AR o 72,

It % — B4 AR B P EB 1
BB L

Lt ~DBITHE
BB L

B DBITHE
BB L

Z DDA DB
BB L

<£% 1 : in vitro>*®

rsua7yZ7Eroe MERMESESREIE. 7 a7 7 7 EUEEN 20, 200 XY 2,000ng/mL
T, BYETIZZENREN 2.20, 2.37 KN 2.14, LMETIEZEREH 1.99, 2.30 KX 2.03 THY |
PEZEITRD 2o T2, (in vitro i lR)

<H#2: 7 v h>*

Ty MZUC-7u7y 7 25mglkg & 1 H 185 ARG L, MRk e 2

P LT, ZOFER, UC-7 v 7 7 T B B MU BRI R ORI o040 Uiz, Ko OfE% <

5 B HOZEGRIORENER FIRULEHE TH 722 Lo | BRI MRS R mwan@#
ST, HEREITECOMTHARRIC A L. K5 @ﬁ%f&5%05ﬁ%:%ﬁ%f EL, %

< DR TR 5% 30 BEME TITHETREIIFIEM A LAY, Bk 514 30 BER ORISR K&

Uﬁﬁﬁfi%m%nﬁéﬁﬁ@9%&@2&%?%0\m®ﬁ%@6®%%ib%ﬁw@ﬁ
SR b,

@wm% BT EEASGR D O T AR I THEI AR B R OWHILE . T7ebbh (&5 0.5 B OR

FENET) | g e, gk ORI Th -7,



VI. EYEREICEAT SEE

Sy bMIU¥-s0775E % 25mg/kg DFAET1 B 105 BEEKRAIRE LT
EEND5 HEDOTEHMABPMETEERE (ueg-—equiv/e) : &5 0.5 BEIEBEDEELN
20 u g—equiv/g ZHB A SR

5 HHOE 5 [AF GO E LUz s EHE B R
ik - Beh5.1% Beh4% Beh4% Beh5-1%
0.5 KR 2 KR 6 W5 30 FFi
n 2 2 2 2 2

KBk BLQ 30.980 12.294 2.069 0.378?
DIy 0.377 48.343 22.583 3.093 BLQ
ik 0.737 82.336 21.596 3.155 0.389
B E 0.738 82.045 21.142 3.162 0.393
B s 0.819 82.010 25.842 3.002 0.320
JHF ik 0.684 41.661 19.740 4.222 0.571
I 27.773 439.812 240.837 111.206 12.967
Ha i 0.452 61.589 27.648 3.638 0.382
FOPR AR 0.418? 20.985 8.080 1.451 0.3262
N—H— R 0.524 23.755 22.598 4.558 0.449
HER R (BRI 0.327 20.969 8.618 1.883 0.306"
re el 0.677 28.238 15.573 4.523 0.579
HE 23.713 49.083 38.812 24.672 22.717
il 0.756 22.373 10.473 3.413 0.552
N 0.641 25.486 14.978 4.215 0.490
B BLQ 30.238 8.247 1.166 BLQ
izl 0.424 21.969 6.927 1.505 BLQ
I 0.502 123.215 44.185 4.702 0.383
JEE Ik 12.750 253.850 174.907 32.689 5.247
B 3.993 65.234 49.205 37.180 3.185
B 0.521 20.472 8.938 2.550 0.308
BRI 0.540 31.619 16.295 2.197 BLQ
/NI b 0.648 70.962 95.974 4.311 0.4042
K b 1.993 39.910 24.110 10.377 0.942
H 0.807 22.264 13.505 2.132 0.346

BLQIZE&ZRS (0.274 pg-equivighliil) i, ; 50 B OF 5051 O ik iR 10.529 ug-equivig,
a : B oA,
b : BEBEAEY. KIBNEDROVNENEY H 20 ug-equivig filik %28 %2 Tz,

(6) MIFEAKESET
WHENTECHIE L7227 n 7y 8O MIBEEAKEERIT, 7u7 7 7 EURED 20, 200
KX 2,000ng/mL T, THEI 11.8%, 20.2% K 21.1% Th -7, (in vitro ikER)

6. {XH
(1) ARBEERAL R U HHRR R

ra7y TEARITE L ERBEZ TP, KESBREEKE LTRFICHRE SN D (T—7—
(2) PR OESM) . ., AMFHRIICERVAENZZ7 a7 7 7 EFMIRNT, 7077
FJer—V Uk, /a7y 7 ) VR ) VB EREND, EERI Ty T
=V UBTH D,

HARNPNRZMY o3 AimRE 254 & L2ENE 1R CIE, Ehicisne, 7
2777 EUREERE (Cna XOVAUC) 12X 2R ERE#W 6-7 F 7 a7 7 T B IgRERD
FAKLEERIL 8% AR CTH 7%, F/o, SMEANBEE xS LIZRBRICE VT, fMilaNo s v >
7 I Z U UEONEIT 24 BB ETH B LHEE S P,



VI

EYHREICEHT HSEA

<ZE . B COMRBRBRIC X 0 #EE S L7 REH D >

H2N

S 2

F
oM o—Glucuronide \

OH OH
o=\ 4 \ \
OH OH (o]
OH /
Gl ide
Clofarablne ueuront

b2y ClOfal'ablni/ Clofarabine 7 )L o0 Ea sk
{ I >_ ) /z; %m ‘i:% )
o ou L q Q o—SO3H OQ\

OH
\ 2-0AF7F=> \
Vs P
/
Phosphate HO3S
Clofarabine ') B 67k clofarabine Clofarabine FE{a & &

HVI— 5. #EEAHER

(2) KB5S 2ERCPH DNFE. FEE

)

(4)

HILEMARICIR Y IAENT= 7 a7 7 Z BTN T AX v F P —8 ([dCK)IZ LD
FFr/u vy~ VBICEBRI VTR D Y VEMEBERICL > T/ r T 7y T BV
U, =V U BRI D,
Mz e N ADAICK D7 n 77 T8 LD in vitro FRERBRAZ FH U722 L V. ADA R/ o
Ty TEYND 6 h a7y 7 A~ORBHIEE LW D TRENENE 2 H 510,

*ADA : 7T /T T I —F
—F, Hffr MTMESUIF 7 e Y — A2 W invitro i BRICHEWT, 7 e 7y 7 EVIEIE
EAERB SN2 oK =Dz L, a7 T EUE CYP o FREIC X 50213
EAEZIT W EEBZ LT,

VEEENROEERVZDEE
BEARR/NA

KEMOFEDEERVEEL., FHELSE

a7y e, HiEMlEN T A3 v F oo —8 (dCK) 2LV, £T77u777
Er— U URRICEBES N, SN THiA DY VEBEERIC LT/ e Ty T DY VR, =)
Fe~LEMEND, HEHIZ/ a7 750 =Y VB Th D,
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I. £ (ERALDEEF) ICETSHIER

BlERBE—REXRSF

ENERRAEREEA—E (ENE [ 8RR - CL005908 5ER)

BR A A EREGIER (%) 2t 7" L— RBIE G
RIVE A 30mg/m? 52mg/m? g
(N:g3) o - ) (N=7) 112|345
2FIEH 3 (100. 0%) 4 (100. 0%) 7 (100. 0%) 0O|l1]1|5]|0
MES LV VNREE 3 (100. 0%) 2 (50.0%) 5 (71.4%) 0|0[1]|4]|0
2 1. 2 (66.7%) 2 (50.0%) 4 (57.1%) ojo|1]3]0
FEEMIE LT H BRI S 3 (100.0%) 0 3 (42.9%) ojo|3]0]oO
I Rk iE 1 (33.3%) 1 (25.0%) 2 (28.6%) ojojo|2]o0
/MR E 2 (66.7%) 1 (25.0%) 3 (42.9%) ojo0|lo0|3]0
DEEE 1 (33.3%) 0 1 (14.3%) 1(o0{0|0]0O
LIERATH 1 (33.3%) 0 1 (14.3%) 1/0[0|0]0O
BERES 2 (66.7%) 4 (100. 0%) 6 (85.7%) 214]0]0]0
TR 1 (33.3%) 0 1 (14.3%) 1/0[(0|0]0O
G 2 (66.7%) 2 (50.0%) 4 (57.1%) 3(1/0[0]0
1 epes 0 1 (25.0%) 1 (14.3%) o|1/0|0]0
Mg - 1 (33.3%) 3 (75.0%) 4 (57.1%) 21210]0]0
—fk - 2BEEL I VIRSERMLOIKE 1 (33.3%) 1 (25.0%) 2 (28.6%) 1/1({0|0]0O
JiobE 1 (33.3%) 0 1 (14.3%) 1({0{0|0]0
B VR NE 0 1 (25.0%) 1 (14.3%) 1({0{0|0]0O
(s8R 1 (33.3%) 0 1 (14.3%) of1]0]0]oO
BEES K UFERE 2 (66.7%) 0 2 (28.6%) o|2]|0]0]|0
J& Y 1 (33.3%) 0 1 (14.3%) ol1]0]0]oO
Il SR e g% 1 (33.3%) 0 1 (14.3%) 0|1]0]|0]O0
b RGE R 1 (33.3%) 0 1 (14.3%) oj1/0|0]0
RRRE 3 (100. 0%) 3 (75.0%) 6 (85.7%) ol2]3]1]0
;’z;:%g;u/b7/z 3 (100.0%) | 2 (50.0%) 5 (11.4%) |o0|2]3|0]0
S5 X Ry S50
:i;zz;ﬁ%?‘/b7/x 3 (100.0%) 2 (50.0%) 5 (71.4%) 1(1(38|0]0
AT U L E BN 1 (33.3%) 0 1 (14.3%) 0O|[1/0[|0]0
A e U e s 1 (33.3%) 2 (50.0%) 3 (42.9%) 2(1/0[0]0
i HP LI K SR I R 0 1 (33.3%) 0 1 (14.3%) o|1]/0]|0]|O0
LEX QT #ER: 0 1 (25.0%) 1 (14.3%) of1]0]0]oO
~NES 0D 0 1 (25.0%) 1 (14.3%) ojofj1]0]oO
iR B> 0 1 (25.0%) 1 (14.3%) 0ojo|o0|1]|0
R#BELUVFEEST 2 (66.7%) 3 (75.0%) 5 (71.4%) 213]0]0]|0
BBRIHE 1 (33.3%) 3 (75.0%) 4 (57.1%) 212/0|0]o0
&7 A7 2 fE 1 (33.3%) 0 1 (14.3%) o|1]/0]|0]|O0
REEHLUVETHEES 2 (66.7%) 0 2 (28.6%) 2/0/0[0]0
W5 2 (66.7%) 0 2 (28.6%) 2/0/0|0]0
27 L— R1Z NCI-CTCAE v3.0 IC# U %
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. &=t (ERLEDE]

cIt

=3%) ICEHI 5EE

ERERARERREERE 5 (ENE [ HHERKHER - €L005908

HER)

KEFEL (%)
N=7
4 Grade Grade 3 L E
MEFMRE
Egiil 5 (71.4%) 5 (71.4%)
T HRER R 4 (57.1%) 4 (57.1%)
U VBRI 5 (71.4%) 5 (71.4%)
H ifn BR g 5 (71.4%) 5 (71.4%)
iR 3 (42.9%) 3 (42.9%)
MiEELFRIRE

TNHVKAT 72 —¥ L5 1 (14.3%) 0
wBeyrey ke 4 (57.1%) 0
AST(GOT) L5 5 (71.4%) 3 (42.9%)
ALT(GPT) k5 6 (85.7%) 3 (42.9%)
&7 V'Y RifE 4 (57.1%) 0
E~ 7 %Ly AE 1 (14.3%) 0
BT 7 2 o fE 1 (14.3%) 0
1B V27 I LSE 3 (42.9%) 1 (14.3%)
KAV o A fE 2 (28.6%) 1 (14.3%)
K~ 7 %0 ASE 1 (14.3%) 0
KF N Y ¥ A e 4 (57.1%) 0
&Y ki e 2 (28.6%) 0

7 L — R1Z NCI-CTCAE v3.0 IC#E L %

ENEREREEREIMER —& G4 5 T AERR 5% : CLO-212

FHBR-BIOV-111

SER G & ARAT)

FEBEL (%) JEBHEL (%)
(N=132) (N=132)
= ilIpNG | 4 Grade Grade 3 VI E B B HE 4= Grade Grade 3 UL E
FEARGE (%) (%) FEARGE (%) (%)
2RIEA 126 (95.5%) |106 (80. 3%) RS 1 (0.8%) 1 (0.8%)
BEEE 103 (78.0%) | 23 (17.4%) [EES 1 (0.8%) 0
& 80 (60.6%) | 5 (3.8%) [EN I anpil 1 (0.8%) 0
G 68 (51.5%) 9 (6.8%) PEHER % 1 (0.8%) 0
T 30 (22.7%) | 10 (7.6%) HL P Ho i 1 (0.8%) 0
P 16 (12.1%) 2 (1.5%) —fE - 2EEESLUERE
HN% 4 (3.0%) 1 (0.8%) BRI D IR BE 76 (51.6%) | 18 (13.6%)
X 3 (2.3%) 0 FEEL 38 (28.8%) | 12 (9.1%)
- 1. 3 (2.3%) 2 (1.5%) 57 17 (12.9%) 1 (0.8%)
2PN HA f 2 (1.5%) 1 (0.8%) FhNFE D JE 17 (12.9%) 3 (2.3%)
NP9 JE PR 2 (1.5%) 0 EE 9 (6.8%) 0
REE R 1 (0.8%) 0 e 3 (2.3%) 1 (0.8%)
AR 1 (0.8%) 1 (0.8%) TR 3 (2.3%) 0
F PNz 45 1 (0.8%) 0 ElisReREa 3 (2.3%) 0
HILAR R 1 (0.8%) 0 PRI R 2 (1.5%) 0
e TR E 1 (0.8%) 0 Sy 2 (1.5%) 0
53 1 (0.8%) 0 R Sy 1 v 2 (1.5%) 1 (0.8%)
R 1 (0.8%) 1 (0.8%) FLER 1 (0.8%) 0
Nkl 1 (0.8%) 0 Rk 1 (0.8%) 0
Ealsfanhiig 1 (0.8%) 1 (0.8%) Bk 1 (0.8%) 0
AL TR 1 (0.8%) 1 (0.8%) R VEEE 1 (0.8%) 1 (0.8%)
H N E BESE 1 (0.8%) 0 AT 1 (0.8%) 0
ALF 1 (0.8%) 1 (0.8%) ST AL H 1 (0.8%) 0
RIESR 1 (0.8%) 1 (0.8%) T TS 1 (0.8%) 0

7' L— KiZ NCI-CTCAE v3.0 {Z#: U %
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2%F) ICEJSIEE

B/ ERREAEREIE i — B (oL 55 T AEER PR SXER : CLO-212 SRBR-BIOV-111 SERGF & ME4T) (DD &)

FEBEL (%) JEGHEL (%)
(N=132) (N=132)
B B HE 4 Grade | Grade3LJ\E B B HE 4 Grade | Grade3 Ll L
FEARGE (%) (%) FEARGE (%) (%)
e S 1 (0.8%) 1 (0.8%) KNG B P UL 2 (1.5%) 2 (1.5%)
230 1 (0.8%) 0 i~ /L~ 2 2 (1.5%) 2 (1.5%)
=R 1 (0.8%) 0 HUENES 3 v 7 2 (1.5%) 2 (1.5%)
BT —T VEESA I | 1 (0.8%) 1 (0.8%) PR R Y 2 (1.5%) 1 (0.8%)
A HMERIE SUSE [BERE 1 (0.8%) 1 (0.8%) LB KB RUME 2 (1.5%) 2 (1.5%)
HEAITLE S K 1 (0.8%) 0 7 R U ERE M U E 2 (1.5%) 2 (1.5%)
NT—T NVEEWMIEZ | 1 (0.8%) 0 7R o BR R 2 (1.5%) 2 (1.5%)
EEBFUETHEBES 73 (55.3%) | 19 (14.4% T AL L ASE 1 (0.8%) 1 (0.8%)
i3 30 (22.7%) 7 (5.3%) S 1 (0.8%) 0
Z 9 FEIE 25 (18.9%) 1 (0.8%) JBaARNIDTL T g 1 (0.8%) 1 (0.8%)
Tt SRR AR | 13 (9.8%) 8 (6.1%) PEATN U3 o o
SRR HH I 6 (4.5%) 2 (1.5%) ALY A L A JEY 1 (0.8%) 1 (0.8%)
KB 5 (3.8%) 0 HRES 1 (0.8%) 1 (0.8%)
J 2B 2 (1.5%) 0 BRI 1 (0.8%) 1 (0.8%)
B Rz 2 (1.5%) 0 FE G R Y 1 (0.8%) 0
ZiTE 2 (1.5%) 0 1 BRI P B . g 1 (0.8%) 1 (0.8%)
BOIR 25 2 (1.5%) 1 (0.8%) ARG 1 (0.8%) 1 (0.8%)
DS 2 (1.5%) 0 A B g 1 (0.8%) 1 (0.8%)
S 585 2 (1.5%) 1 (0.8%) 7 RO ERE MERUm e 1 (0.8%) 1 (0.8%)
AR 1 (0.8%) 0 N ER A I 1 (0.8%) 1 (0.8%)
Eo-gudiar 1 (0.8%) 0 Jiti e 1 (0.8%) 1 (0.8%)
FRE 3 1 (0.8%) 0 VA A 1 (0.8%) 1 (0.8%)
gt Fm 1 (0.8%) 0 LU T Y 1 (0.8%) 1 (0.8%)
S 1 (0.8%) 0 ISR TS 1 (0.8%) 1 (0.8%)
& KB 1 (0.8%) 1 (0.8%) RGAL TN . .
S HATHE 10.8%) | 0 A 1(08%) | 1(0.8%)
BHMT O FHIE 1 (0.8%) 0 nEREE 29 (22.0% | 10 (7.6%)
mEHEVY o/ REE | 68 (51.5%) | 67 (50.8%) THIAL 10 (7.6%) 0
FEENE L BRI E 57 (43.2%) | 56 (42.4%) EQIINER 9 (6.8%) 3 (2.3%)
I HR BRI i 13 (9.8%) | 13 (9.8%) & I+ 8 (6.1%) 2 (1.5%)
i/ MR E 5 (3.8%) 5 (3.8%) A R R AT 3 (2.3%) 3 (2.3%)
2 4 (3.0%) 3 (2.3%) I JiE 3 (2.3%) 1 (0.8%)
i ER B E 3 (2.3%) 3 (2.3%) A=A 2 (1.5%) 0
LI BRI JiE 1 (0.8%) 1 (0.8%) HH I 2 (1.5%) 0
A EVEE S Ik 1 (0.8%) 1 (0.8%) FIHEER A4 1 (0.8%) 1 (0.8%)
HEREE 54 (40.9%) | 13 (9.8%) FRARPAZE MR R 1 (0.8%) 1 (0.8%)
BIEEL 42 (31.8%) 8 (6.1%) REBELUXERE 27 (20.5%) | 15 (11.4%)
A 3 (2.3%) 2 (1.5%) BAIHER 18 (13.6%) 7 (5.3%)
FEMED F 3 (2.3%) 0 PRI A BELE (T 6 (4.5%) 6 (4.5%)
HEAR 3 (2.3%) 1 (0.8%) K7~ U T A fSE 2 (1.5%) 1 (0.8%)
S SRR 1 (0.8%) 0 il 1 (0.8%) 0
KM= 2 — a8 — 1 (0.8%) 1 (0.8%) 15 I 1 (0.8%) 1 (0.8%)
P 1 (0.8%) 0 1&H U v A MAE 1 (0.8%) 1 (0.8%)
iR =2 —n 8 —| 1 (0.8%) 1 (0.8%) &~ 7" %3 w7 A E 1 (0.8%) 0
Bl S eSS BE 1 (0.8%) 0 RBPET > F—3 X 1 (0.8%) 1 (0.8%)
Rk 1 (0.8%) 0 /R 1 (0.8%) 0
BRPELS L UFERE 30 (22.7% | 28 (21.2% | |sEmpEsE 27 (20.5%) 5 (3.8%)
FRCIfILAE 4 (3.0%) 4 (3.0%) NS 14 (10.6%) 1 (0.8%)
B E 3 (2.3%) 3 (2.3%) 5 ¥ 5 (3.8%) 1 (0.8%)
SEIT AUV AIE| 3 (2.3%) 3 (2.3%) a4 5 (3.8%) 0
AR 2 A 0E 3 (2.3%) 1 (0.8%) blgeLd 2 (1.5%) 1 (0.8%)
fifi J& 3 (2.3%) 3 (2.3%) BEELINEE 2 (1.5%) 0

7' L— KiZ NCI-CTCAE v3.0 IZ#: U %
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I. £ (ERALDEEF) ICETSHIER

B/ ERREAEREIE Fl— B (oL 55 T AEER PR SXBR : CLO-212 SXBR-BIOV-111 SERGF & ME4T) (DD &)

FEBEL (%) JEGHEL (%)
(N=132) (N=132)
B B HE 4 Grade | Grade3LJ\E B B HE 4 Grade | Grade3 Ll L
FEARGE (%) (%) FEARGE (%) (%)
5 oK 1 (0.8%) 0 T REE R 1 (0.8%) 0
%I 1 (0.8%) 1 (0.8%) IO s 1 (0.8%) 0
RERYE 1 (0.8%) 1 (0.8%) MEIRES. HERE K UMHHREIES | 13 (9.8%) 5 (3.8%)
ke 2k 1 (0.8%) 1 (0.8%) BN 4 (3.0%) 0
TR ITE 4 1 (0.8%) 0 Suhmn 4 (3.0%) 0
HEERE S VEARMESE | 26 (19.7%) 6 (4.5%) I ] 2 (1.5%) 0
iR 12 (9.1%) 2 (1.5%) ENER 2 (1.5%) 2 (1.5%)
B &R 6 (4.5%) 3 (2.3%) SRR 1 (0.8%) 1 (0.8%)
B 4 (3.0%) 1 (0.8%) J¥a e 1 (0.8%) 1 (0.8%)
B kR 4 (3.0%) 1 (0.8%) T Ik 1 (0.8%) 0
R 3 (2.3%) 0 fitiZK 1 (0.8%) 0
5 P 3 (2.3%) 0 IR 5536 1 (0.8%) 1 (0.8%)
AR A 1 (0.8%) 0 AR 4 1 (0.8%) 1 (0.8%)
i R 1 (0.8%) 0 1 PR BE R 1 (0.8%) 0
i B A SR M 1 (0.8%) 0 EHLURBEE 10 (7.6%) 3 (2.3%
W R Rk ST 1 (0.8%) 0 BEEAE 2 (1.5%) 2 (1.5%)
FERES 19 (14.4% | 11 (8.3% R BA 2 (1.5%) 1 (0.8%)
7=y TN TV . . PR H . 2 (1.5%) 0
X7 = 5 H 6 (45%) | 5 (3.8%) LR 10.8%) | 1 (0.8%)
TANRTXUWT I/ b 0 0 BR 1 (0.8%) 0
ST es—ppm | 0 S8 | 3 (23%) AL 10.8% | 1 (0.8%)
I MR ER D 5 (3.8%) 4 (3.0%) Ji Jb HH afi, 1 (0.8%) 0
ERED 3 (2.3%) 0 B nekEE 1 (0.8%) 0
M e Y L E N 2 (1.5%) | 2 (1.5%) PR D S 1(0.8%) | 0
i A RN 7 2 (1.5%) 1 (0.8%) REREE 8 (6.1%) 4 (3.0%)
G RPN % 2 (1.5%) 0 BHUE 8 (6.1%) 4 (3.0%)
~ESEE Y 2 (1.5%) 1 (0.8%) FIREREE 7 (5.3%) 6 (4.5%)
REHIN 2 (1.5%) 0 EE VL E VIMAE 2 (1.5%) 2 (1.5%)
Tl E5 2 (1.5%) 2 (1.5%) EyiEN 2 (1.5%) 1 (0.8%)
7=y TN TV . . SPEAEESR 1 (0.8%) 1 (0.8%)
2T T 108%) | 1(08%) R 1(0.8%) | 1 (0.8%)
TANRGEUET I/ b . o JFREA 1 (0.8%) 1 (0.8%)
SRS =T 10.8%) | 108%) i IR PR I 1(0.8%) | 1 (0.8%)
m7I7—% 1 (0.8%) 0 JHF R A R AR T 2 1 (0.8%) 1 (0.8%)
7 27 —8 8 1 (0.8%) 1 (0.8%) JFHEE 1 (0.8%) 1 (0.8%)
fh 7 L7 F =450 1 (0.8%) 1 (0.8%) RFEE 6 (4.5%) 0
T4 TV DA/ 1 (0.8%) 0 ! 2 (1.5%) 0
FR 7 i B E 1 (0.8%) 0 AR B R 1 (0.8%) 0
~E S v e 1 (0.8%) 1 (0.8%) IS B v A 1 (0.8%) 0
i ER % 1 (0.8%) 1 (0.8%) AR 7 ) R 1 (0.8%) 0
i R B 1 (0.8%) 1 (0.8%) il T EY 1 (0.8%) 0
B R B 1 (0.8%) 1 (0.8%) Rk 1 (0.8%) 0
DEEE 14 (10. 6%) 4 (3.0%) BE. PERLVLEESHE| 3 (2.3 1 (0. 8%)
Bk 6 (4.5%) 2 (1.5%) 15 1 (0.8%) 0
DEERITE 3 (2.3%) 1 (0.8%) AR 1 (0.8%) 1 (0.8%)
B REAR A 2 (1.5%) 1 (0.8%) AR R SE RS 1 (0.8%) 0
b EMRER 1 (0.8%) 0 BEELURKEE 2 (1.5%) 0
T N 1 (0.8%) 1 (0.8%) HHm 1 (0.8%) 0
NS 1 (0.8%) 1 (0.8%) i 1 (0.8%) 0
Bl 1 (0.8%) 0 TR b 1 (0.8%) 0
DB 1 (0.8%) 0 FEHIET 1 (0.8%) 0

7' L— KiZ NCI-CTCAE v3.0 {Z#: U %
MedDRA version 13.1 T



I. £ (ERALDEEF) ICETSHIER

10.

11.

BORRSABRERREBEESE —E (855 THEERRELER : CLO-212 L8R -BIOV-111 EAERGF & fR4T)

N=132
4 Grade Grade 3 LI |
N/ FEHREFIE (%) N/ FHEFIEL (%)
mMRENRE

A1 96/120 (80.0%) 82/120 (68.3%)
H ifn BR g 98/120 (81.7%) 98/120 (81.7%)
U v oSEREAD 88/104 (84.6%) 86/104 (82.7%)
I BRI 68/99 (68.7%) 67/99 (67.7%)
IR 3% 98/120 (81.7%) 95/120 (79.2%)

mEECZNRE
VT F=r bR 37/119 (31.1%) 7/119 (5.9%)
AST(GOT) L5 82/103 (79.6%) 42/103 (40.8%)
ALT (GPT) L5 90/114 (78.9%) 55/114 (48.2%)
vy RS 55/109 (50.5%) 13/109 (11.9%)

7 L — RiZ NCI-CTCAE v3.0 IZ#EL %

RRBRERRICRITTEE

RE STV

BERE

BE STV

<BE>

WS ORI 012\, AFIOAGEHEEZ B2 2 HETH S T0mg/m? H % 5 AM&EL I
PNRALL BFIZBNT, 2627 b— N4 OEmE LV EVE, 7 b— R 2 KO3 OlaM:, 7L
— R 3 OBER BREEN#E SN TWD, BERGEREDONTESGA IR O E, IRE T
Haduk U, supl@Eziro 2 &, %) 7' L— FIZ NCI-CTC I #: U %,

HEARALEDIE

14 BRAEDEE

141 ZEFFANEFOEE

1411 RENFAHR L CTHEATHZ &

14.1.2 KENZWEF AV o7 40— (L2 0.2um) TAB L, 5 %7 N U FEERE XX
A FRA I CATIR L RGBT 0.15~0.4mg/mL O I+ 5 = &,

14.1.3 FRBITHSLINHE T2 2 &, ks, MBS0 E2 2 TIRFET 25613, 15~30CT
TRAE L. 24 RIS 92 2 &, A% OBRIRITEYICER T 5 2 &,

14.1. 4 KA EE 2683570, AT PREEHTLZENEE LV, KE, B,
RIS HIR BT LB B ITiE, EHIZEREOHAKTEEWIRT Z &,

14.2 ERESRFOEE

14. 2.1 AANTBELAE 2B A2 Fhn L TNz, o FfE TGS & ORLE SULFR CFHE S




I. £ (ERALDEEF) ICETSHIER

A U TORKHEANGRET S Z &,

14.2.2 KANTFIRNICOABEZETHZ &

(i)

1411 AFNIARL TEHEHT 2 2 &,

14.1. 2 RANOFHBIFEIZ OV TREE L7,

14.1.3 KHOFRE OB N HOWTOEEZTH# LT,

14.1.4 ARSI EEZ AT 2EATH O | RPN EEEKIIMND Z L DRVWE S EET HME
N DT DFE Uiz, Tn—, K, B, FEICEEN S LHGEI2iE, BEHICEZEORKT
E<HDRT Z &,

14.2.1 AANTEAZGRBR AT > TW W, miili 7 A4 SN OFER L IRE L2 K 5 EE
T5HZ &,

14.2.2 AHNTFHIRNEGRAITH D, FIRNSISAORGREE TR E LWL S EET L 2 &,

12. ZDHDFE
(1) EREREERICE D &%k
BRE I N TR

(2) FEEGPREAERICE D < I1FHR

15.2 JEERIREABRICE D < 1EHR

15. 2.1 AFN O AJFHERBRIL I L TN 20 As, FLEERIR (CHO filfe) & F 7z Ye ki
W (in vitro) kU7 v M EHW/MEERER (n vivo) 128 WT, Ye KRB FEREZ
R LT, B, MEZSRE RRERE (m—2A X8R 1B\ Td, ZREMIIREN R -
7229, [9.4.2, 9.4.3 &E]

15.2.2 AR OVERRIZKT T 2B OW IR TH 503, B ERIZIS WD TR~ O FEMEN

RBOLINTWD, YT A Ty b, KOS XEHWCRBRIZIBW T, HEOAETHIRIC H &K
PEOFEEMZ KIET Z ENARSNT, 1 BHE 3 mgkg (9 mg/m? : (KFREFIZHES HE
BERRR B DR 17%) ZMEHENE S LoD~ 7 22T, AEIAE M OFE B D28 - 5
DE I,
1 H A& 25mg/kg (150mg/m? : RFHEFEICHS < HESEEGIR B 0K 3 %) % 7 v MCFRIR
WG L7 6 » ARIORERCIL, FRERE TR A 11 58 B OmMIZSME, KOS B AR
DFERENHEBINT=, A JITEIRNES5-21T->72 6 » AW ORERTIX, 1 HH&E 0.375mg/kg
(7.5mg/m? : (RFERICHES < HESEEG IR FH O 14%) F58EC, R _ R ORI ZENE R
ORI ORE RN A Bz, 1 H AR Thmg/kg (225mg/m? : RF EFEIZ IS < HELE
BRI DK 4 £5) 25 LTzt~ 7 2T, JIEFEHECINEAEME K T EHABED T R bk —
VARH LN, MO~ ACEE LD, ZORBOARTH-ZY, [9.4.1 BH]

(fiFa)

15.2. 1 WFLIEMIE (CHO fifie) % Wiz ek BE 3R (n vitro) ¥PROT v k& i/
BB (in vivo) MOIZBWT, PEABRFEFBRMEID RSN TVD Z LB LT,




I. £ (ERALDEEF) ICETSHIER

15.2. 2 KRBIOHERRIZHKT 2 5B OV TUIARHTH 573, B FEBRIC THREFENE DO 5T
BOHRD PEPRITK LT S DB A2 RIETAREMENEZ b DT, ARG ICHT->T
X, VA ERRT 4w haEBETHI L,




X. SERRPREABRICEBIT ©1RHE

1.

AR
(1) EEIBHALR
[VI. 3EZhSEBLZBI2HE | OHESR

(2) REeMREHER

TEMEBAER
s | PP g | mew BB
HRX AR R HEEZ > K IEHEE | 0, 6.25, 25, 6.25 1} 25mglkg : BB L,
Irwin % (4) 50mg/kg 50mg/kg : LT 1 B} OBE - 0~120 434
Hi[m] % 5. IR, AR SRR, BEAE Al Eh M O

SR AR ARIR 72 & DB & > 70 B 1 3
B oilc,

MRS RE B Z > B EEEE | 0, 6.25, 25, 6.25mglkg : FER L,

2T LFAE (8) 50mg/kg 25mg/kg : W RER 2 A B I AME S W, i

757 40— Hi[m] % 5. KERRER VR GEE A EIC LR S
7=,
50mgrkg : PEARE R S OVithifE RE ) o S i
A ONT 1 [ B O IME A 3T
STz, RN AEICET L, ok
K[ E M IR ENAEIC LR L,

B RE R HeEZ > K IEHEE | 0, 6.25, 25, 6.25, 25, 50mg/kg : NatHE it 2 A =

FIIR e OVEEfRE (12) 50mg/kg (p<0.05) T EH7=.

B Hi[a]# 5

DE %R HEEZ > b FUMFRE | 0, 10, 25mg/kg | ARKFR T GRIER, %) & OUGHE

TLARY— (5) (2Kef) | 1B 1E5 BR | BifE) K TFARD BN, AfEBHLE 60

AT LEHEEL SIS T 30 5% £ TORMITKK

7o R A R T DMEARTAA LN, A& T 3 K

v % E Tl EXEE L, mEET &R
B A PE D DRI AS 2 7=, 5 H
MR 512 & » CIMEE FRET 5
ZlidAel, kS 3 KO8 BEICE
BIXH LN T,

DA R HEK293 #iif | in vitro | 10, 30, 100, IKr OIRIBICA B REEE KT I eno

hERG 27 v —» 300 pmol/L 7o

HOAHE o

hERG & i

(IKr) iz %95

b4

(3) Z Db EEHER
B VR B S o 1S

ra7r Ik ary e r—U UEEOD invitro AR A RER (106 FEEE OISR m 2
RIK, AT a4 RBEVE VSRR, AR O 4 F v xv) &2Eh LT,
a7 77y (105mol/L) 1. Al, A2a K WNA3 77 / o U RINKER & E L EH 57%.

59% M N 56%HE L7=23, A2b 77 / ¥ U FIRICIX
VIEAT b= ML B IEAES % 60%FHE L7,

By
oA

Lipolz, 72, /7 n 7771

cnT77 ey —U U (10°mol/L) 1%, A7 b= ML Z &K G % 65%HE L7z,




X. SERRPREABRICEBIT ©1RHE

2. HHEHER
(1) BERSEMEHS"

<~ A (MRS 10 ) (227 v 7 7 T 2 Tomglkg & MEHENT 5 L 7= Hila 3 5-35 M BR Tld. 3
CHENIERO bienoTz, 35 H H OWREAMRFAIMAIZIW T, REROZEM L OENE, /NG
BRI Y Mk (GALT) Ok, EAiliifa Ty R b — 2 INREN, 75 ERT AR K
— VA, MERER ., (LARE R ZEIEMEREIRSS 7o & OFT BT B iz,
£/, Ty Mz n 777850 KON 100mgkg (MERES 3 GI/RE) % HRIEIRNE S L 7=t
RERClX, 50mglkg & EHREOME 3 Bl 1 4} O 100mg/kg F5-REDOHE 3 i 3 41, M 3 i+ 3
ﬁl 123381 L7z, 50 J O 100mg/kg #5858 OMERE TH G- B4 (AR L OANEERER 70 & O EEE0%E
SO LT, 51T, 50mglkg #GREOHERETSIENRBD H vz,

(2) RIEHZRSEMRERT 0

REERS SR
. BEE (mgkg/H) sk FLK
EFE | BHRRER 3 5 1P ABRAE R
~ A JE N 3,10, 20, 30, 80, 150%, 200° | | {4 1 a1 7 H R4 Ho> MTD & O LLD 152 2 h
THH 100meg/kg/ i (300mg/m?/ H) % ¥ 100mg/kg/ H (300
PR w | mg/m?H) U ETHo7z, 1H 20T HMEEGHRO
;;%2@@”d&5“£5“‘ MTD & O LLD iZ%h %+ 50mg/kg/ A (150mg/m?/
<7 R HEH%V\] 50, 75, 100, ) KO 75mg/kg/El (225 mg/mZ/El) T&)Of:o
200" %i#mff%fﬂir“ﬂ“&wi%@%%ﬁﬁoﬁr&w&i
7 HEE éﬂflo . N N
EMHEASEITERE. U oS RS, KR
#1 H 2 BB S L %8 taﬁ%ﬁﬁﬁﬂmhfkotw{ME #FMS DLT ©
Py &) Z)‘Eﬂgﬁ 7:5:’3710
7 vk FRPN 6.25, 12.5, 25 LLD. MTD. LOAEL % (! NOAEL iz #hZ#., 25,
(5 B 5+23 HRMASR) | 125, 6.25 K" 6.256mgkg/ H UL ETH - 7=,
%6 [a] 25mg/kg/H (150mg/m?2/ H) HEREOKEE T, B L
FZ O TRIE 280 K OV -l i B2 3 ONZ VRl 2
MEMFRD BT,
AR E X, BB, THRARE . OB, BB, TR,
U oSk, R Th ol
q X FRN 0.375,0.75, 1.5 LLD, MTD, LOAEL }* NOAEL (¥%hZh,
(5 AL +23 AMAIK) | 1.5, 0.75, 0.375 X} 0.375mg/kg/ A LA ETH o7z,
X6 [a] 0.375mg/kg/H (7.5mg/m? H) LI E#GRET, ks
RO ZEME K O B DZEMEDZRD BTz,
FEAMSRT L, BB HE. U oSk, R
Thol,

XLLD : fih B3 &, MTD : ficKiit&, LOAEL : fi/Eik &, NOAEL : #5

Q) EinEMEaiR

#PEE, DLT : A &fIREE

ICBWTERFMEEZ RERDSTX¥IN . Frf =— AR
Jutt KB ERERF D K NT » h & W E in vivo /ME

A 2 T2 18 IR 229828 BLEAR 1
—PPEMAD (CHO #ifid) % AV 7= in vitro %
AHERFOTIX, PO KREREBRIERZTR L,



X. SERRPREABRICEBIT ©1RHE

(4) AAREMHER
ARFNIBCEFEENH O CEWFZ B X T-NAFMEYE CTH D & AR SN D720, 05 AJRMERER
TEFESE STV,

(5) HFEFLESMEHE

1. 7 MR- BRIRFAEICES 2R
Ty M a7y 7 e EBERNES L L & ORI O — B IC B9 5 MaEiE i,
3.0mg/kg/H Th o 7=, WEERIRERIZ LT, 9.0mg/kg/ H ¢ 5-1E CREEW O (R EHDINBNH]
Mk S OFE B EE B R BTz, £72. 9.0mglkg/ H & HRECAR AR (37
bbb, JRIBEEORD K OEREMHRIE ORI K OF - 258 (b3, & OVE#%
T ONTE(LRBIE) ORAE ERANA LN, KAE (1.0 X 3.0mg/kg/H) #ETHRD
SNBSS Z — 2 GREITFE SUITREE) 72, 7u77 T B O R
PEICBET 2 MM EIT 1.0mg/kg/ B TH D EBE 2 LI,

2. UHXIR - JRIRFEAICEE T 2 R
UHRILI Ty T ERIRNE S L & 2O RBEW O IR FEMEICE T 5 SEE R,
1.0mg/kg/H ThH -7, 1.0mglkg/ A ¥ HRETHERAERME (T7hbb, RITEKEDRED KO
BEIRGIRIERRO LF) ROWIE - 2587 (Oha, 8RR OVE RS S0 NS BB AE) D%
AR ERANHZ BT, 0.3mg/kg/ H #HRETRO B BILG % — > CEEIBALHokE SR
K OV S D BEINE N SR BB B ORA) K ONERERASEE O, 7 n7 7 78
v DAEFESAEFEEICET D MM RIT 0.1mg/kg/H TH D EE X BNz,

(6) BRRIBIEEER""
7877 7 e UK K OE O IRKE BRI DWW T o3 2 O CORE LIRS, JRRIEY
YUK A U TR ORI, RWANTEMAAREE 2 AT B 00Tz, £/, 707
7 7 B UK K O O B2 R IZ DT o B30 2 IV TR L 72fER . JRR TR R il
PEERRD bR o T2y, AN D BRI L TR 2692 & E A b,

(1) ZDo%sH%EMN
RESERER
In vitro & %\ in vivo OREFWRBRIIFTER L TRV, L LN b, HE R~
DN~ A Ty FROA XOERGHEERBRCBEZ SN, ~TVAKDTT v b
TIERHIC T D IR O RICIBIT D U RERRN, 7 v MRS XTI RN m
77 7 B OPUHEIRMEIEYE O EERSRE A CTh o 7o, AR GIZ XY | BRI T
LAKN OB RO D AREMEITEm W E B b,



X. BEEMEHEICEHT HEA

1. HEX7

2.

3.

7.

8.

BUF - R AL AR LT
F)EE—EMEON AL VERT A Z &
Hhpk sy - BIEE

B xhEARE
HhHIM - 36 » A

IR TDETE
EIRLRAT

LN LEDEFE
A% L7

EERITEHM

<FvoLky : f

BEMTERLTA R A

ZOMDBENTEM : 7077 FENILDIEREZITONDEBEILLZD THED S ~
EREBRE T ERY A b« ¥/ 7 1 e-MR : https://e-mr.sanofi.co.jp/ SR

;

Rl — sy - ERNE

[Fl—pksy : 72 L

R 2T ey (B - MMERIRICE T 5, B UXEHAMEIC R 2 AEE ANRE,
Btk s LT, MoFUEGH &M 25812R) . *T7 78y (BFREIEAME
O THfEEMEY AR 7o &

EfFEAEE R H
2004 412 H 28 A CK[H)

HERFTARFABRVEARES., RMEENRBFEAB. RTMAKEAR

Hr72 44 EIREAGEAEA H TR EAMAAENEAEA B | BReBssHEA |

AL f TEEEE20me | 20134E3 25 | 22500AMX00882000 | 20134E5H24H | 20134E6 211



https://e-mr.sanofi.co.jp/

X. BEEMEHEICEHT HEA

-

9. MEXIIHMEEM., BERUVEELEEFENMENDERBRUVZOHNE
R4 L

10. BEERE. BITMBERARFEABRVZTOARE
PR AEAM A B - 20244212 H 25 A
FRAEMR IR, EEEBSRSOME, AR OZEEOMASICET 2IEE 5B 14 &5 2
HE 3 5A DHAETONTRICHREY LA,

11. BEEEAM
104 : 201343 H 25 H~20234E3 H 24 H (#7)

12. HEHEHRICET 51FHK

BN A

13. &f@Ea—F
- T 7 5 By A e | I R i = — Sy o | VBT T
i oned S P 2 o — (¥J 2— ) | HOT (9ff7) FE 5 2T Ao |
AL b TOEEEE 20mg|  4229403A1022 | 4229403A1022 122506801 622250601

14, RERIGHF LDEE
Y LR



XI. 3k

1. BIAXHK
[ERE R ]
< 3CHk>
1) Jeha S, et al. : J. Clin. Oncol. 2006 ; 24(12) : 1917-1923 (PMID : 16622268)
[EVO0001]
2) Xie K.C., et al. : Cancer Res. 1996 ; 56(13) : 3030-3037 (PMID : 8674058) [EVO00002]
3) Genini D., et al. : Blood. 2000 ; 96(10):3537-3543 (PMID : 11071652) [EVO0003]
4) Beesley A.H., et al. : Br. J. Haematol. 2007 ; 137(2) : 109-116 (PMID : 17391490)
[EV00021]
5) Styczynski J., et al. : Anticancer Res. 2009 ; 29(5) : 1643-1650 (PMID : 19443380)
[EV00022]
6) Jeha S., et al. : Blood. 2004 ; 103(3) : 784-789 (PMID : 14551141) [EV0O0019]
7) Lindemalm S., et al.: Med. Oncol. 1999 ; 16(4) : 239-244 (PMID : 10618686)
[EV0O0023]
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INDICATIONS
AND USAGE

Clolare is indicated for the treatment of pediatric patients 1 to 21 years old with
relapsed or refractory acute lymphoblastic leukemia after at least two prior regimens.

DOSAGE AND
ADMINISTRAT
ION

2.1 Recommended Dosage
Administer the recommended pediatric dose of 52 mg/m? as an intravenous infusion
over 2 hours daily for 5 consecutive days.
*Repeat treatment cycles following recovery or return to baseline organ function,
approximately every 2 to 6 weeks. Base dosage on the patient’s body surface area
(BSA), calculated using the actual height and weight before the start of each cycle.
To prevent drug incompatibilities, do not administer other medications through the
same intravenous line. Administer subsequent cycles no sooner than 14 days from
the starting day of the previous cycle and provided the patient’s ANC is >0.75 x 109
/L.
*Provide supportive care, such as intravenous fluids, antihyperuricemic treatment,
and alkalinize urine throughout the 5 days of Clolar administration to reduce the
effects of tumor lysis and other adverse reactions.
*Discontinue Clolar if hypotension develops during the 5 days of administration.
* Monitor renal and hepatic function during the 5 days of Clolar administration [see
Warnings and Precautions (5.7, 5.8)].
*Monitor patients taking medications known to affect blood pressure. Monitor
cardiac function during administration of Clolar.
2.2 Recommended Dosage Reduction for Renal Impairment
*Reduce the dose by 50% in patients with creatinine clearance (CrCL) between 30
and 60 mL/min. There is insufficient information to make a dosage recommendation
in patients with CrCL less than 30 mL/min [see Use in Specific Populations (8.6)].
2.3 Potential Concomitant Medications and Medications to Avoid
+ Consider prophylactic antiemetic medications as Clolar is moderately emetogenic.
*Consider the use of prophylactic steroids to mitigate Systemic Inflammatory
Response Syndrome (SIRS) or capillary leak syndrome (e.g., hypotension,
tachycardia, tachypnea, and pulmonary edema).
*Minimize exposure to drugs with known renal toxicity during the 5 days of Clolar
administration since the risk of renal toxicity may be increased.
* Avoid concomitant use of medications known to induce hepatic toxicity.
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An Australian categorisation of risk of drug D (2023 4 8 HIRAfICE)
use In pregnancy

<HE>

F—A N7 U T O5FE . An Australian categorisation of risk of drug use in pregnancy

D : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details.

KEDOWRM L EFICRB T D EEE~DOREGIZHEHT2ARITUTO LB TH D,
KETATSCE (202247 A7)
8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
In animal reproduction studies, intravenous administration of clofarabine to pregnant

rats and rabbits during organogenesis at doses approximately 0.2 to 1-times the maximum
recommended human dose of 52 mg/m? based on body surface area (BSA) resulted in
embryo-fetal mortality, alterations to growth, and structural abnormalities (see Data).
Advise pregnant women of the potential risk to a fetus. There are no available data on
Clolar use in pregnant women to evaluate for a drug-associated risk of major birth defects,
miscarriage, or adverse maternal or fetal outcomes. Clofarabine should be used during
pregnancy only if the potential benefits to the mother outweigh the potential risks,
including those to the fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and

15% to 20%, respectively.
Data

Animal data

Intravenous administration of clofarabine to pregnant rats during organogenesis
(gestation days [GD] 7-17) at doses of 1, 3 or 9 mg/kg/day (equivalent to 6, 18, 54 mg/m?
/day) resulted in maternal toxicities at the 9 mg/kg dose, as indicated by reduced body
weights and food consumption. Developmental toxicity (i.e., reduced fetal body weights
and increased postimplantation loss) and increased incidences of external, soft tissue, and
skeletal malformations and variations ( including retarded ossification) were observed at
9 mg/kg/day (54 mg/m? ; approximately equivalent to the recommended human dose based
on BSA). Altered ossification patterns (extra metacarpal or metatarsal ossification) were
observed in single fetuses at lower doses of clofarabine (1 and 3 mg/kg/day; 0.1- and 0.3-

55—
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times the recommended human dose based on BSA).

When clofarabine was administered intravenously to pregnant rabbits during
organogenesis (GD 6-18) at doses of 0.1, 0.3, or 1 mg/kg/day (equivalent to 1.2, 3.6,
12mg/m?2/day), developmental toxicity (i.e., reduced fetal body weights and increased
postimplantation loss) and increased incidences of external, soft tissue, and skeletal
malformations and variations (including retarded ossification) were observed at the 1
mg/kg/day dose (12 mg/m?2; 0.2-times the recommended human dose based on BSA).
Alterations in ossification patterns (increase in the average numbers of ossified thoracic
vertebrae and rib pairs, and reduction in the average number of forepaw metacarpals)
and abdominal wall defect were observed at 0.3 mg/kg/day (3.6 mg/m2; 0.1-times the
recommended human dose based on BSA).

8.2 Lactation
Risk Summary

There are no data on the presence of clofarabine in human milk, the effects on the
breastfed child, or the effects on milk production. Because of the potential for serious
adverse reactions in the breastfed child including genotoxicity, advise patients not to
breastfeed during treatment with Clolar, and for 2 weeks after the last dose.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use
Safety and effectiveness have been established in pediatric patients 1 to 21 years old with
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relapsed or refractory acute lymphoblastic leukemia.
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