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hB2DT, SR TEHTABTRBEITICE e ERDREUIES.
B5([SZERIEUBYIFLEZTICE. [11.1.1 8R]

1.2 BMMEEMSDVEXAMEIOEVMEZRITBENHBDDT. FEIRD
REUCIBS. ESICIRSZPIEVENFNEZTSTE.[11.1.2.11.1.3
it
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[CFFIZR 5% EREBRMMEEMDERDSN TS, GEBPDRIEX (FZ Dfth
OFRMIXEREZEDBRICDOVTIE. RIEEOHRBEFT7ICRIBZZTICE,

[2.2 B8]

= = 0. BB (ROBECIFESLENTE)

2.1 FEIDRD (SR UBSIE DBIERED D EE

2.2 J)L3—R-6-U VKRR (GBPD) MEDEE X (FZ DDA MmI4EM
Z5|1ERIT CENHONTVDRIMIKERER A 7 0FRE DAMMENZ
SIERITHEENDDD.1[1.3.11.1.2 2]

$HRY - MR 31

o T2 Ty 7R ER | 72 7 v 2 R ERE
R7e4 15
.5mg 7.5mg
AR FAT VA —¥(BIZT | 347 CmLAER) | 34 7L (10mLE#R)
* Mz ) 1.5mg 7.5mg
STy D-vv=F—JL 10.6mg 53mg
S R A %)7;;% s 15.9mg 79.5mg
> k%
K 12.6-14.3mg 63.0-71.5mg
KyrFrzFLy e s -
WM | IR | (160) )4 %y 7a | 17T Gl EE) 17 T GnL &
YLy (30) 2 a— .Om < 1.0mg= .Um 2o.Umg=

3.2 HE DMK

i 4, AV Ty o FEEE L5mg | TRV T o 2 il 7.5mg

PR ARNZA ORISR TH D WHEE TS5 & &, MEET R
STy DEPITIRE LA L 5,

SRR pH 7.7~8.3

B #91(0.9% A FE RIS 5 1)
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5.1 KAIDFE 512 d 725 Tid WIS AETEEREO FEREY 22 %5 JEL Tl s 35 2 3 R L
WA O X PR LTI IR BB O BES A+ 73 2B AN B A DA G- 5ZL,

5.2 HAACZFRERRITIIE L 72 S IR BR IMLAE O 1R Z 36 BAKN O wh 1 K OV 4 PR .
LTz, il R 00,

W 72T =X ELT0.2mg/kgx 1H1IBI3045 LA EANT CTHRUERE T %, k6, 45 W11
3R KTHEE T3,

7.1 KANL, AL G4~ 24 B R R IR 52 BG4 528,

7.2 2 5 HARI T HS A A 7230 & O M R O A PRI RE T L O ey, i FHRRER 23 280,

7.3 FEIRSEIR K OV R BRI A= =20 v 7L, AAIO P52 il H R BRI O B [ b g
e/ NEDHHIZEED BT L,

7.4 RANOYIBIEE (R kK7HBOPE5:) #2102, RAE FHE L7256 O 3k ROk
FRESZL TR, SRS D A0, [8.2 2]
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9.5 1147
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FOMRREEORA, IR OB R ENORENRDEN TS,
9.6 &ILI%
B EOA MM KR OBFREOA M EE L., Lok i3 b4 Bat 45248,
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1411 KA AT VERNERTRLT Y 7L T IRL, 2B B4 50mLOE B AT TRl
35, Hinns24» AL T OBHEDOLE . KFOFRBUZ NS LA E10mLET
IMET ZEMNTED, AFNEIAMRT BB, T THWIIFRER VAR T 228, A%
R A BRI IR ICIR A 52k,

14.1.2 HRHC T PO BRI AL 02 L,

14.1.3 KAIEERT B3, IREALAWZE, ki, IR RICE LB O B0
LTS,

14.1.4 L PRI RAU 2% IR0 HL ., SRIRISE TR TH28, bk, I8 LU
TR PRI T B3, 2~ 8 CTIRAFL. 24BF B LINIZ 4528,

14.2 ZFIRE5EHOIE

14.2.1 KANIMMO DD 1T TA L IR DIA TR E-$528, Kk, OT4VHMEH
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B PR AGHE

[EE - ERESUIEBHEFBRIFICOVTIE. PE5E~9ZSBRIEEL,

BN
B PR 5%
(REA)

N BB I4EERFPRENER (ARDS290:5%)" ®

@ HEREIE

BRROMER  SEIRBIIEEZA T2, 52 WIIFIETEREME D O W1 H 5 50 3
FED ) o S S AE BRI R 50151 (185:% LA 755 A ) & xd 1.
FhE e SR B A MG 5,

;] & AR E] - T A Ll A =T - S TR R R
7297 20.15mg/kg Xi30.20mg/kg Z1H1MI5H, 3043 20 CridiighE 475,

5F M B B <FESHlEH>
kA RhE

LSRR (i 10142 5 B A A8 1] & G127, 5mg/d L L FIZ3E L, D5 H % -

FAf T2 240 ] & CHERF L 7 -8B AR DIl &2 L7,

L4 (NCI-CTC O L — FHIEIZFE ST ETA)
<EIX AT EH>
A (AP PRBIEOFRIEHERS 25 8) S B g

@& W 5t A RO EEORINE. TR Ty o a1 S X - iR E A R
Mt U7z, FEGHIEEIZOWT, AR ONIZ D95% MU0 % il {5
XA LR U, BHFERIIHELOFMH] KO [NCI-CTC
version 2.0 HAZER JCOG M 123D <ERES N ER L=,

1) KRS R
2) Ishizawa, K., et al.: Cancer Sci. 100(2) : 357-362, 2009
AGRERIE Sanofi DE I KD FEhEXh 7z
@ EBELE
0.15mg/kg & (n=25) 0.20mg/kg & (n=25) &5t (n=50)
Fih [5x]
¥ (SD) 51.1 (14.1) 53.9 (14.5) 52.5(14.2)
FRE 51 55 54
#E (min - max) 19-73 23-73 19-73
F R
65K A i 20 (80.0%) 18 (72.0%) 38 (76.0%)
65m Ll L 5 (20.0%) 7 (28.0%) 12 (24.0%)
1451
Bt 11 (44.0%) 13 (52.0%) 24 (48.0%)
poac 14 (56.0%) 12 (48.0%) 26 (52.0%)
FE kgl
15 (SD) 56.67 (6.89) 54.43 (6.72) 55.55 (6.83)
FhE 571 545 55.3
#E (min - max) 37.0-69.6 40.1-73.9 37.0-73.9
EE [cm]
15 (SD) 162.20 (9.41) 159.44 (9.19) 160.82 (9.31)
Fh okl 162.8 158.5 161.3
#E (min - max) 143.5-181.0 145.0-179.0 143.5-181.0
ECOG PS
0 17 (68.0%) 17 (68.0%) 34 (68.0%)
1 3 (12.0%) 4 (16.0%) 7 (14.0%)
2 5(20.0%) 2 (8.0%) 7 (14.0%)
3 0(0.0%) 2(8.0%) 2 (4.0%)
4 0 (0.0%) 0 (0.0%) 0 (0.0%)
RERIRER{E
8mg/dL i 22 (88.0%) 23 (92.0%) 45 (90.0%)
8mg/dL Bl 3(12.0%) 2 (8.0%) 5(10.0%)
M%ﬁu LINEE 21 (84.0%) 21 (84.0%) 42 (84.0%)
2R MR 4 (16.0%) 4 (16.0%) 8 (16.0%)

10
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B PR AGHE

BN
B PR 5%
(REA)

0.15mg/kg & (n=25) 0.20mg/kg & (n=25) &5t (n=50)
1) INEETRER
| 0 (0.0%) 0 (0.0%) 0 (0.0%)
Il 2(8.0%) 2 (8.0%) 4 (8.0%)
11l 6 (24.0%) 8 (32.0%) 14 (28.0%)
\Y 13 (52.0%) 11 (44.0%) 24 (48.0%)
amy N EAInRR 2 (8.0%) 0 (0.0%) 2 (4.0%)
SMEEEM A MR 2 (8.0%) 4 (16.0%) 6 (12.0%)
@ HE5IRR

25523 #1398.0 % (49/50f0) Td - 77,0.20mg/ kg BED 1. HIE L ITEHESE FAHIZ KD
SHHIZRER AL 72,

0.15mg/kg & (n=25) 0.20mg/kg & (n=25) 45t (n=50)
BERE(BEH:Y)
¥ (SD) 5.0(0.0) 4.9(0.4) 5.0(0.3)
FR o fE 5 5 5
#HE (min - max) 5.5 3-5 3-5
SHED 5 58% 25(100.0%) 24(96.0%) 49(98.0%)

TEER AN,
6. BEARVAE

LEHBT L,

5. IAERIIZHRICEIE T 2T (— 2Bk
5.2 MAALSFRIA IR CIEAE L7z B IR R IME DR IR IS 61 B A A DA S PE OV A PEIRHE L LT, fiEH

WH, FAT V=¥ ELT0.2mg/kgZ1H1BIZ053 LA Lo TRUafE 3 5. Zads., LB R THIB E 35,
7. RERURAEICEEY 528 (—&/f k)
7.3 BRIRAEIR RO R B FE % B =2 ) 2" U KA D P 5% bR e I 2 0D 45 B b Bime NER oD U ) 2




B PR AGHE

BN
B PR 5%
(REA)

B

® HRhE (EEFMHEB)
JRCNOD ) 2 S S0k P F L R C D MRS P SR o U = P e PR e L 5§
FAN) T 7 DARNFIL, 0.20me/ kg 1£96.0% (24/25H) T 57z,

0.20mg/ kgt
(n=25)

0 20 40 60 80 100
B (%)

@ FHIMFEhREBEOZEHE (BIAFEMER)
W1l 5- ARSI T OPR B P 2213, 0.20 mg/kg #£97.7% TH - 7=, MIERIREBIEIZ, T2
7 7 RAI% G- % AR AP C 20123 L, 1ISH N CIZIE RS [mliE L 7=,

(mg/dL)
10 A
—— 0.20mg/kg®¥ (h=25)

mREHE

0 4 8 24 48 72 96 104 120 168 336 (FFR)

12
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B PR AGHE

BN

B PR 5%
(REA)

I Z£1t (FEFHEIER)

5015123151 (46.0 %) 1= Bl 15 T 23 528 53, 7 DN FRIX0.15mg/ kg FEA32545 11051 (40.0 %)
0.20mg/ kg FA325451H113451(52.0%) T 7= F 2RI EFIE I RERE F (AST(GOT) _L5-55)
61511(12.0%). 7 LIL ¥ =B 54151 (8.0%) AL 2 (Na K. P D FEHE) 41511(8.0%) E L - Mait-345il
(6.0%) E S I G GRLBE 45 %5) 3151 (6.0%) Th -7,

Grade 3LA FORIMERISAFHHERECR A FIMEREOR A HFIE R F5A y -GTP LA ) v SERgD
i G ORE. () ¥ B IUE K OMEKEE RIE K161 Th 7=,

HELBEIIFERD SN, ZOWNFRIZ0.20me/ kg BEDONTEE X LRI TH 72, %5
FIEIZES7RIERIZIBIERD 54, £ DNERIZ0.20mg/ kg #EDHTFEE R LA1HITH 72,
AGRERIZBNT, T2 T o7 i e 50 530 H AP FE I3 iR & S s 72,

@ EIfERARRE

0.15mg/kg & (n=25) 0.20mg/kg & (n=25) &5t (n=50)
£ Grade Grade 3/4 £ Grade Grade 3/4 % Grade Grade 3/4
&l 10(40.0%) | 2(8.0%) | 13(52.0%) | 4(16.0%) | 23(46.0%) | 6(12.0%)

@ BRI

50fH11151(22.0 %) 123 54788 S, Z DN ERI0.15me/ kg T A325 517551 (20.0%)
0.20mg/ kg FEA325f51rh6151(24.0%) T -7z,

FAAE IR T BOE, F9E KO ETH D Grade 3L LD IE130.20mg/ kg #ET25(h
21511(8.0%) 1= 388D S 7= 53 GEBEUIE M OMKIE FE) . 2L F 327 14 FORFIZ KD EIHE L 7=,

0.15mg/kg & (n=25) 0.20mg/kg & (n=25) &5t (n=50)

£ Grade Grade 3/4 £ Grade Grade 3/4 % Grade Grade 3/4

BBUR G 5(20.0%) | 0(0.0%) 6(24.0%) | 2(8.0%) | 11(22.0%) | 2(4.0%)
B BUE 1(4.0%) 0(0.0%) 3(12.0%) 1(4.0%) 4(8.0%) 1(2.0%)
S 2(8.0%) 0(0.0%) 0(0.0%) 0(0.0%) 2(4.0%) 0(0.0%)
%z 1(4.0%) 0(0.0%) 1(4.0%) 0(0.0%) 2(4.0%) 0(0.0%)
iETw 0(0.0%) 0(0.0%) 1(4.0%) 0(0.0%) 1(2.0%) 0(0.0%)
BB R E 0(0.0%) 0(0.0%) 1(4.0%) 1(4.0%) 1(2.0%) 1(2.0%)
MR i B A R 1(4.0%) 0(0.0%) 0(0.0%) 0(0.0%) 1(2.0%) 0(0.0%)
E-37732% 1(4.0%) 0(0.0%) 0(0.0%) 0(0.0%) 1(2.0%) 0(0.0%)

@ HIXTUH—EHiF

FR) T 7 5 %I THT AT ) A — PR RG R EIE50/H5651(10.0%) 125280 5
N ZDWERIZ0.15mg/ kg BEA2501H2(5] (8.0%).0.20mg/ kg A3 25IFh3M (12.0%) TH -
7200.20mg/ kg BEDRGMERBE3BID 5B, 20NE #5564 A TEEMETHD. 1B T
bHoteFre, P56 4 HOMGEREIA B G- % 1T TRl L 72 Z2A PIF7 A7 VA — X Hitkid
it Th -7,

| 8. ERGEANTE (—EBkE) 3
P 8.2 RANDFEGHNHTT 2T ) 71— C A (HFIFUAE) 2 FEBIL 72 L OAEE R SRR BT T2 T U — ¥ i
PURIGIED BB ISR AN 2 5- Uizth, AT VL X R RBIL 2L DOWED B 5720, KA D52

Bl=o>TE AFNOEFIED 22N AR L T2 Z&.[7.4 BH#]




B PR AGHE

EREEIE
BRAREE R
(R

N EASE T1EER

RitER (ACT5080:ER)>

@ HEBRBIE
BEYROFTR - IS5 A AT 5 T 2 3 mTREME O i )R D 3 I 2 M55 7 5 3051 (187 A
i) 2 B A IVE A R B e A MG 35,
;] & Ba AR - A LA =T - AT R AR
F2) 752 0.15mg/kg X130.20mg/ kg Z1H1EI5HR. 3047 557 A )
TREERET 5,
5 E B < B>
A A"
* I AE PR R A0 3 1 [l 12 5 Bl s % A 8 HE [ & T 135 B D B35 CE 7.5 me/d L B
T3 ARG DR T136.5mg/dL LA FIZRE L, A D5 H B 25 ik % 2405 & ¢
FiL- B a il ek L7,
<BIREHmEEH >
HhPE (SRR BRSO R HERE 242 &) & 2P (NCI-CTC D' L — R
RO WCET) (A Eh e
& th 5t W AEOMINE. IRV T oA 1R S X R AR RE L
770 FHEHIEEIL, A3 UN95% i 5 EX AR L7,
@ EEER
0.15mg/kg & (n=15) | 0.20mg/kg#f(n=15) &5t (n=30)
Fis [m%]
¥ (SD) 10.5 (4.96) 7.2 (4.23) 8.8 (4.82)
FR o fE 12.0 7.0 9.0
#E (min - max) 1-17 0-16 0-17
FaEf
2R A i 1 (6.7%) 1 (6.7%) 2 (6.7%)
2-51% 2 (13.3%) 4 (26.7%) 6 (20.0%)
6-12/% 7 (46.7%) 9 (60.0%) 16 (53.3%)
13-171% 5 (33.3%) 1(6.7%) 6 (20.0%)
1451
B 9 (60.0%) 10 (66.7%) 19 (63.3%)
g 6 (40.0%) 5 (33.3%) 11 (36.7%)
& [kgl
F15 (SD) 40.13 (18.958) 24.37 (11.532) 32.25(17.378)
FR B 44.70 25.50 30.75
@ (min - max) 10.2-70.3 57-497 57-70.3
R [cm]
F15 (SD) 140.67 (30.006) 119.65 (27.577) 130.16 (30.268)
R fE 148.90 124.00 135.30
&EE (min - max) 81.0-178.7 58.0-167.0 58.0-178.7
ECOG PS
0 7 (46.7%) 5(33.3%) 12 (40.0%)
1 5(33.3%) 7 (46.7%) 12 (40.0%)
2 0 (0%) 3(20.0%) 3 (10.0%)
3 3 (20.0%) 0 (0%) 3 (10.0%)
4 0 (0%) 0 (0%) 0 (0%)
5 A= R B ME
&L 7 (46.7%) 10 (66.7%) 17 (56.7%)
Hh) 8 (53.3%) 5(33.3%) 13 (43.3%)
M%ﬁu ZINE 6 (40.0%) 2 (13.3%) 8 (26.7%)
SR MR 9 (60.0%) 13 (86.7%) 22 (73.3%)
ZDAth 0 (0%) 0 (0%) 0 (0%)
3) TR RN 2Ok
4) Kikuchi, A., et al. : Int. J. Hematol. 90(4) : 492-500, 2009
6. BiERUHE

W, 7AT ) H—EEUT0.2mg/ kgZ1H1M3055 DL_LA2 0 Tl 95, ks, %5 M3 K 7THRE 975,
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B PR AGHE

BN
B PR 5%

(R

@ BEER (0D0%)
0.15mg/kg & (n=15) 0.20mg/kg & (n=15) 45t (n=30)
1) 2 I\EfRER
| 0 (0%) 0 (0%) 0 (0%)
Il 0 (0%) 0 (0%) 0 (0%)
1] 3 (20.0%) 1(6.7%) 4 (13.3%)
\Y, 2 (13.3%) 1 (6.7%) 3 (10.0%)
EH 1 (6.7%) 0 (0%) 1 (3.3%)
2MEE MR
PIAL L 5 (33.3%) 12 (80.0%) 17 (56.7%)
SREME 4 (26.7%) 0 (0%) 4 (13.3%)
Z DAtk 0 (0%) 1 (6.7%) 1 (3.3%)
@ 5%

F25:5¢1%5813.96.7% (29/30f51) T >7=, 0.20mg/ kg FEOUFINZ, JAERFE N F | i 3 S (k-

UEIZAE) 12X DIHEICERER 2Pl L 7=,
0.15mg/kg & (n=15) 0.20mg/kg & (n=15) 451 (n=30)
BEEH (BEH:Y)
¥ (SD) 5.0(0.00) 4.7(1.03) 4.9(0.73)
R 5.0 5.0 5.0
#HE (min - max) 5-5 1-5 1-5
SEED S 5T 15(100%) 14 (93.3%) 29 (96.7%)

5. 2hAER (IR ICEIET 2 E (—EBIRE)

5.2 BAALSARRETRISTEAE L 7@ IR IR IMUAE O WG HRIZ 35 1) 2 A A DA R PE e OV A PR L Tozen, i

FEBRAS N,
6. RERUVAE

W, FAT ) H— X ELUT0.2mg/ kgZ1H1M3055 DL TRl 9%, ks, £ 53R KR 7THRE 975,

7. BAERUASICEET 58 (—3 k1)

7.3 B RO IR BRI & €= 2 ) V7 U ARFIO 52 bR Fe i 1 0 45 B b B/ NR O S [N 2

LEVBTZE,

9. HENEREFTHBEICHT 2R (— KD

9.7 NR%

RHVAERE R AR E UERGAERIZ IR L T,
14. BRA LD E (—S kL)

141 ZFRARBFOEE

1400 KA NA TR HERRRLT > TV TR L SR 50mLO AR IR TR 5, HifinA324, H
LUT0@# O a AR O RHHIZAN S4B IR Z 10mLE TS I EATED, AAIEIRIET BB
TN TINK RIS T & o VIR M AR BRI IR AT 5 2 &0




B PR AGHE

BN
B PR 5%

(VR

B

® A= (X EFHER)
AN O LA C OB R P R RIIEIS R 557 20 7 9 s OIS,
0.20mg/kg #£100% (14/144) TdH ~7=,

0.20mg/ kg &%
(n=14)

0 20 40 60 80 100
B3R (%)

@ FHMmiFhREEEDREHE (BIXSTMEIER)
W PE 5 AR TR B PIHIZIZ. 0.20mg/ kg #92.86% T 7=, IMAEHIR R {EIZ. 72
)Ty 22502 KR I UL P25 B4 W U CEAE A R L 7=,

(mg/dL)

10 A
—— 0.20mg/keg® (n=14)
9 4

mREHE

0 4 24 48 72 26 120 (R570)
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B PR AGHE

BN

B PR 5%

(R

1 Z£% (BIXREHEBIEE)

30116 471(20.0 %) 1= Bl /E FH A3 32 8 5 4, Z DN FR130.15mg/ kg BE A 1551 4151(26.7 %)
0.20mg/ kg FEA154IFR251(13.3%) T -7z, T BIERIE B RERE 2 (AST(GOT) _EH-%)
2151(6.7%) 11 21511(6.7%) TIH -7z,

Grade 324 FORIWERIZ B ML AN &Y YL E VIEE AST(GOT) L5 LDH FA ~Esur
VIR RO FFHRER B D S5 TH 7=,

EEELRWER RO G-k c B SRR S s 7z, RiRBRIZIWT, FA) Ty
A5 H 530 HLINIFEIE i S h e b 57,

@ FI{FRFAE
0.15mg/kg & (n=15) 0.20mg/kg & (n=15) &5t (n=30)
£ Grade Grade 3/4 £ Grade Grade 3/4 £ Grade Grade 3/4
2l1EMA 4(26.7%) 2(13.3%) 2(13.3%) 1(6.7%) 6(20.0%) 3(10.0%)
@ EE KIS

30151 251(6.7 %) 12 38 i KI5 A3 58 8 5 4, Z DN ERIX0.15mg/ kg B A3 1545 1451(6.7 %)
0.20mg/ kg FEA1505101151(6.7%) Td -7z,
FETRIZZE S PERE S OSBBUE TH D . Grade 3LL FOEBUIENTZRD SN LA 77,

0.15mg/kg & (n=15) 0.20mg/kg & (n=15)
BB S 1 (6.7%) 1 (6.7%)
Z HFERE 0 (0.0%) 1 (6.7%)
B BUE 1 (6.7%) 0 (0.0%)
@ BN

0.20mg /kg BEC15Mrh 1451 (6.7%) 1= Grade 3DIAMLAFED SN T=H0, KEBEZD /I —A -6-
)UK EREZ (GEPD)ILIER: Th H72 72 A MANEZ T Y VIUE R OVAIMEZ M ZE8
o7,

@ oA TUH—EHE

F2) Ty 7 255 20HIZ W HTT A7) 1 — B Uk MR #130.20mg/ kg Ff T 1445rh 145
(71%)1ZRBO N 7z AR E T R BRI CEH R EAE FEHRIGRD O NP 72145
#%64 OB IR TIX Ji7 27 ) H—EHikiZatE Th -7,

6. BERVAR
M, T AT VA=Y EUTO0.2mg/ kgZ1H1MI3043 LL_EA T CTRatiiig: 35, 4k, 5 Hidm K7TH# & 55,
8. EELEFRIEE (—EFk™)
8.2 AAIDPLGHN 41727 ) 51— L Hifk (PAPUA) T BIL 72 £ OFE 0, WAL BRIZ I W T T AT ) — ¥
HUABGPE DB A A A 125 Ltk AT VL X —SERATE L2 OMEN & 5720, AHlIDPE 512
B1=oTIE KAIDBREN LN LA MR L THT2 2L [7.4 2]




B PR AGHE

HBRIERESNTHBDEBACOeD. —EBERNDEZEABTERLDIMEDNZTENTHEDET,

AF (& 55 DEER PR BRDRARICIN R BN T OEMABIR AR EROM R Z BCHEFE S NITfch . EIRN T O MAEERR

[BL - ZRESCIBEBESERIZICOVTE. P5~9ZTBRILE,

SBYVEEIIE I:E5 S AR R ER (EFC2975ER) [:B55—41%©

BRAREHER ® HBHE
(R BEYRUREER © &5 PR IUE O fE Bk D & 2 A% XA M) o Sl B 5 5215 (21 L T) %
WHEIZ.FZTVH—EOT a7 ) )=t TEE ARG L. e s
ket 3%,
;] ik ZhaRALE - v Al - A =T - HlGABR,

F2) Ty 2 5 #E. 52 7 20.20mg/ kg A1H1RI5~7HE s L. 7
7)) WAEE5 I, 71 7)) —)L100~800mg/ H (FEUERIEIR HEIZHED)
Z5~THRIRE 535,
5 i 1| B <FEGEHEE>
FIVE  SEEM SRR I AUCo-96™ (BTN 25 AT IEH)
kPREEAEZ Tons Tans Tron Z2 S ONZ DAL 20F R Z I THIE L7,
<BIRREHmEE >
A (AP R BAE ORI HERE 250 &) V2 2 E(NCI-CTC D 7' L — FHIEIC
H W TEH)

B M St B CARMEORTIE. BEEEEE DR LB G- SN2 RTORH % intent-to
treat ITT)#EME U TR ELZ, FHEEHMEEEIZOWT, [UERIREE
AUCo-9613—JCRLE 53 BT & FRO TG WIR CHUR U 7=, WG HRRIR. £ 5-
AL (N—=2F 4 )2 BRIEME, WS R - 501 [R—251 /]
EEDIR e fl) 22 HAERZ Sl 457-912. —JCECE S B A T 572,

palll

@ EEE=R
B5 A= RE ME BE5 RIS REE ME &5t
SXYFy g | ATV = | SRYFyy | FATY/—I | SXYFyy | 7ATY) /=L
BE58 BE58 w58 BE58 w58 w58
(n=10) (n=9) (n=17) (n=16) (n=27) (n=25)
Fih
13k | 7 (70.0) 6 (66.7) 15 (88.3) | 13 (81.3) 22 (81.5) | 19 (76.0)
13 E 3 (30.0) 3 (33.3) 2 (11.8) 3 (18.8) 5 (18.5) 6 (24.0)
N
AA 8 (80.0) 6 (66.7) 8 (47.1) 12 (75.0) 16 (59.2) 18 (72.0)
Z D1t 2 (20.0) 3 (33.3) 9 (53.0) 4 (25.0) 11 (40.7) 7 (28.0)
TRl
B 6 (60.0) 5 (55.6) 10 (58.8) 13 (81.3) 16 (59.2) 18 (72.0)
pegics 4 (40.0) 4 (44.4) 7 (41.2) 3 (18.8) 11 (40.7) 7 (28.0)
ECOG PS
1T 9 (90.0) 6 (66.7) 15 (88.3) 15 (93.8) 24 (88.9) 21 (84.0)
2,3 1 (10.0) 3 (33.3) 2 (11.8) 1 (6.3) 3 (11.1) 4 (16.0)
ZW
B#EAZ ALL 7 (70.0) 6 (66.7) 10 (58.8) 8 (50.0) 17 (63.0) 14 (56.0)
THERE ALL 2 (20.0) 0 1 (5.9) 2 (12.5) 3 (11.1) 2 (8.0)
1) NfE 0 0 0 1 (6.3) 0 1 (4.0)
Z D1t 1 (10.0) 3 (33.3) 6 (35.3) 5(31.2) 7 (25.9) 9 (36.0)

5) Goldman, S.C., et al.: Blood. 97(10) : 2998-3003, 2001
AT Sanofi DB I KD FEhiEh 7=
6) ZRFRIFRTAT O

* 7T =L DREE AL R ONT D AACEFRRICPES SRR IUE I A ISR KR TH 5.

AEPTHEIBEhTWB7OT)/—ILOREER IR
TREDBG AT 5 SRR MUGED & 1E
JraJi, DR B IMURE 2 11 5 i35 I AE
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B PR AGHE

BRI
B PR 5%

(R

@ 5K
TN T 2 P GRE T P G-Ri e PR R IRE R85 L2 FY6. 1081, 55 AT i PR e IURE R L=
15 6043 52 7z,

5= REE ME B5RIFES R ER ME &5t
SR Ty VIR SR Ty VIR FR) Ty VG
(n=10) (n=17) (n=27)
B smE 61 96 157
BEOB(EEH:Y)
Fi5 6.10 5.65 5.8
hRfE 6.00 6.00 6.0
##E (min - max) 5.00-7.00 4.00-7.00 4.7
REHRESE
(BEH7-1)[me]
15 (SD) 4517 31.60 36.6
(26.50) (22.33) (24.4)
& (min - max) 10.78-90.00 13.80-97.20 10.8-97.2
BERB(BEH:Y)
¥ 6.10 5.53 57
hRRfE 6.00 5.00 6.0
& (min - max) 5.00-7.00 4.00-7.00 4-7

7a7) =L, ENARKRORIEE TSRO 7-0HIBRL T E T,

5. 2hBER (IR ICEIET 2 B (—EBRER)

5.2 BAALSIRETRISTEAE L 7@ KR MUAE D WG HIZ 35 1F 2 A A DA R PE e OV AP LT zen,
FEBRAS N,

7. BERURAEICEET 528 (—&kH)

7.3 BRAEIR RO IR BRI & T =2 ) 7' U, RAI OG- % bR B 0 4% BE s Bine NR O I 2
LEBDBT L,

9. HENEREFIHREICHT IR (—E0 k)

9.7 MNEE
IR AR 2 R & U7z BR R B BRI I L Ty,




B PR AGHE

BRI
B PR 5%

(R

B

@ T ERIRER AUCo.0s (EEFTEIRE : IREERVEEITRER)

NSED LS UML) 27 SRR 2 351 B 4% 5- 12 96 IRi ] & T DI AE IR & AUC 0-06 (CF
+SD)IE.FA) T v 7 ¢ 50#£128.1£70.3 mg-h/dLTHD, F2) Ty o5 oT7a7) /=L
PeGRHI G2 BBV RGN 72,

Z20 7y 71558 (n=27)

[RE AUCo.96(mg * h/dL) 1281 =+ 70.3

7a7 ) =L, ENARKRORNEE XIS RO 0HIBRL TOE T,
-9+ SD

@ FHMFHREREDEEFH (BIRFMEE)
PO 5% AR D PR B IR 213, 7 20 7 7 ¥ 5186 % Th -7z,

(mg/dL)
11 4
] oo 7O /—IVIF5EE
e .= STy TIREE
9_
8
fm 7
it
z .
% s
& 4
3
) '
1 ] a
o-I T T T T T T T T
- 24 48 72 96 120 144 168 &5#% 24855 (B5RE)
}ED,_;DIEJ;_“’ (N=25) (N=25) (N=25) (N=24) (N=22) (N=14) (N=5) (N=2) (N=14)
;Imé—l_g‘y7 (N=27) (N=27) (N=27) (N=26) (N=25) (N=14) (N=6) (N=0) (N=23)
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B PR AGHE

BRI
B PR 5%

(R

=2 (BIXEHEHIER)

FAN) T 2 PG RE27HIH 5151 (18.5%) (2 RIMEF 23588 S 4172, 2 DINERIL. B 2151(7.4%) A
L AR 78 2 T B DU OV S & 14511(3.7%) T >720

Grade 3L FORIWERIREESRIE K OVAIL &1 Th -7z,

FA) T o PG CHE LA FHERIIMBELD SN, ZONFRIZNE2(5, THi, HN%,
WL, FEEL SER KRB Th -7z, FeGHIRICRS7-AFHFERIIINERD S, TONGRIZ
BIIFITH -7z, KGRERIZIBNT, 72T o7 R G T CITME S e r -7z,
7u7 ) =R ENKRROREE I RO7-OHIBRLTCOE T,

@ B{EARIAE
S22 7y 758 (n=27)
&l 5(18.5%)
@ BE It

F2) Ty 2 5 HE27THIHh 2151 (7.4.%) V58 B IR A3 RE 8D 6 AL RE IRIFE B UMK SRIE T
Grade 321 MK RFELFITH 7=,

STy 758 (n=27)
BRI 2 (7.4%)
KB SRIE 1 (3.7%)
R 1 (3.7%)
@ AKX

F 20T 2 P 5 RE27HIFR 1151 (3.7%) 12 Grade 3OAEIMLASFASD S Fe5rhibE 577,

@ oA TUh—tEHhiF
F2) T 2 BRI BT IS5 13~16 HTHIZ 27 ) 7 — X HA DO B BULFED S5
Kotz

| 8. EELEAREE (—ERkR) 1
P 8.2 RANDFEGHNATT 2T ) 71— L HR (RFIHUA) 23 FEBIL 72 L OREE R MEIHRRIZ BT TR T U —F |
PURBBPED BB AF & 25 L7k, BB AT VL X SERDREBIL 7= L O WS 235 57230 KAIO 512
B1=oTIE KAIDBREN LN LA MR L THT2 2L, [7.4 2] i




B PR AGHE

2IfER

VEIER (RAREEEEZZD)

EINDEGIRERER 1 Fo1 T ATIIAR S 0151 23151 (46.0%) W2 BIFEF (R AR AL Ak 225 %
i) RS SN, EaRIERIE I RERE S (AST (GOT) E5A-5) 6/l (12.0%) . 7 Lv
F— 541 (8.0%) . B fHE By (Na K. P D L) 410 (8.0%) - 0 - M35 (6.0%) .7
SHEAT BOE GRLBE, B A5 55) 363 (6.0%) Td 7= /ML TIZAR 306517641 (20.0%) :&'.M’rf
H1 (ER PR R A0 S0 % & 20) 23R B 7z, B RIERNZ . IR RERE 5 (AST(GOT) L5F-%)
2151 (6.7%) . & MML251] (6.7%) Tdb>7z0

I ORI IO TURATIEAR 3055740151 (13.1%) (ZRIEFT (R R 2 il 55
#G1) RO 5N 7z, EARIERIZ. B - NEH: 761 (2.3%) . FEEL6H (2.0%)  AFHERERT
(AST(GOT) 5% 61l (2.0%) . BZH 615 (2.0%) . FHi64] (2.0%) . F=6M (2.0%) TH
o7z /NRTIEARE 275151+ 97l (35.3%) 12 RIEF (BRI M A Al 223 & &) 23580 b 7z,
FARMERIZ, O - 380 (13.8%) . ¥ #2811 (10.2%) . BERE21151 (7.6%) . T #1195
(6.9%) . &3¢ (s, BUmReE %4 &) 16451 (5.8%) NEI1561 (5.5%) Th -7z, CKFRI)

® ENSHCH T HEMERFIRE

EA i 2AN &Et
R RE 80 580 660
B fEFRIVEHIE 29 137 166
EIfFFRSIRER 36.3% 23.6% 25.2%
EA B &5t
EI1ER RIREGIE (%) | RIBEFIE (%) | BEEME (%)
MR R D INREE 4(5.0%) 17(2.9%) 21(3.2%)
FF BRI DE 1(1.3%) 7(1.2%) 8(1.2%)
=il 3(3.8%) 4(0.7%) 7(1.1%)
il 1(1.3%) 4(0.7%) 5(0.8%)
/R E 0(0.0%) 5(0.9%) 5(0.8%)
1) 2 INER A RE 1(1.3%) 0(0.0%) 1(0.2%)
SEMEE 0(0.0%) 1(0.2%) 1(0.2%)
DIEEE 0(0.0%) 16(2.8%) 16(2.4%)
ENIS 0(0.0%) 5(0.9%) 5(0.8%)
SRR 0(0.0%) 4(0.7%) 4(0.6%)
DB HED 0(0.0%) 2(0.3%) 2(0.3%)
DR 0(0.0%) 2(0.3%) 2(0.3%)
DIEA 0(0.0%) 1(0.2%) 1(0.2%)
FT/—t 0(0.0%) 1(0.2%) 1(0.2%)
TRTEA B AR 0(0.0%) 1(0.2%) 1(0.2%)
TR R AR 0(0.0%) 1(0.2%) 1(0.2%)
TR SE A 0(0.0%) 1(0.2%) 1(0.2%)
SRR EE AR 0(0.0%) 1(0.2%) 1(0.2%)
HERUREES 0(0.0%) 2(0.3%) 2(0.3%)
EiE 0(0.0%) 2(0.3%) 2(0.3%)
A ibRE=E 0(0.0%) 2(0.3%) 2(0.3%)
BB R EHEERE 0(0.0%) 1(0.2%) 1(0.2%)
MAIRFIVETEE 5 i 0(0.0%) 1(0.2%) 1(0.2%)
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B PR AGHE

2IfER

@ ERSCHITBRIEARERE (D)

ER B4 &5t
EI{EF RIBEGIE (%) | BREEGIE (%) | BEEME (%)
RRE= 0(0.0%) 10(1.7%) 10(1.5%)
L) 0(0.0%) 2(0.3%) 2(0.3%)
=AA 0(0.0%) 2(0.3%) 2(0.3%)
PERRH M 0(0.0%) 2(0.3%) 2(0.3%)
TERER 0(0.0%) 1(0.2%) 1(0.2%)
AR SR AE AR 0(0.0%) 1(0.2%) 1(0.2%)
HEEE 0(0.0%) 1(0.2%) 1(0.2%)
AREXFRE 0(0.0%) 1(0.2%) 1(0.2%)
BEES 5(6.3%) 69(11.9%) 74(11.2%)
Nt 0(0.0%) 36(6.2%) 36(5.5%)
N 3(3.8%) 29(5.0%) 32(4.8%)
TR 0(0.0%) 24(4.1%) 24(3.6%)
EL0 3(3.8%) 13(2.2%) 16(2.4%)
o2 0(0.0%) 12(2.1%) 12(1.8%)
LS8R 0(0.0%) 10(1.7%) 10(1.5%)
OAR% 0(0.0%) 6(1.0%) 6(0.9%)
BEEB AN IR % 0(0.0%) 2(0.3%) 2(0.3%)
53] 0(0.0%) 2(0.3%) 2(0.3%)
IDEE BB AR B 1(1.3%) 0(0.0%) 1(0.2%)
RS BB i 0(0.0%) 1(0.2%) 1(0.2%)
BBR 0(0.0%) 1(0.2%) 1(0.2%)
M0 0(0.0%) 1(0.2%) 1(0.2%)
B P L 0(0.0%) 1(0.2%) 1(0.2%)
nt i 0(0.0%) 1(0.2%) 1(0.2%)
1L 0(0.0%) 1(0.2%) 1(0.2%)
BER 0(0.0%) 1(0.2%) 1(0.2%)
AR 0(0.0%) 1(0.2%) 1(0.2%)
ETREX 0(0.0%) 1(0.2%) 1(0.2%)
RLF9E E 0(0.0%) 1(0.2%) 1(0.2%)
ERES 0(0.0%) 1(0.2%) 1(0.2%)
LyFrd 0(0.0%) 1(0.2%) 1(0.2%)
HERR 0(0.0%) 1(0.2%) 1(0.2%)
2EB 0(0.0%) 1(0.2%) 1(0.2%)
HEE 0(0.0%) 1(0.2%) 1(0.2%)
BT B B AT B 0(0.0%) 1(0.2%) 1(0.2%)
O &5 & R 0(0.0%) 1(0.2%) 1(0.2%)
G RE SR A 0(0.0%) 1(0.2%) 1(0.2%)
2 BBERUES RkRE 5(6.3%) 50(8.6%) 55(8.3%)
it 2(2.5%) 34(5.9%) 36(5 5%)
FERE D RAE 0(0.0%) 12(2.1%) 2(1.8%)
EH 0(0.0%) 6(1.0%) 6( 9%)
&iE 0(0.0%) 5(0.9%) 5(0.8%)
i 0(0.0%) 3(0.5%) 3(0.5%)
BE 0(0.0%) 3(0.5%) 3(0.5%)
HT—TIVEES AT BE 1(1.3%) 2(0.3%) 3(0.5%)




B PR AGHE

sIfER — W‘ ;"ﬂ&f gng‘

2l{EH RBEGIE (%) | RBEGIE (%) | RREGIHK (%)

ERRK 1(1.3%) 1(0.2%) 2(0.3%

SR 0(0.0%) 2(0.3%) 2(0.3%

R MR IE 0(0.0%) 2(0.3%) 2(0.3%

hT—7IVEEEERAL M 0(0.0%) 2(0.3%) 2(0.3%

JE S ERAIAR RS 1.3%) 0(0.0%)

T ABBALEERE 1.3%) 0(0.0%)

TR 0(0.0%) 1(0.2%)

hT—TIVEEEAREERIC 0(0.0%) 1(0.2%)

AR 0(0.0%) 1(0.2%)

ABAR 0(0.0%) 1(0.2%)

EAEFIE 0(0.0%) 1(0.2%)

A 0(0.0%) 1(0.2%)

[ERZE 0

HT—TIBBISKE 0

DT —TIVEBEERL Y 4 0(0.0%) 1(0.2%)

0.0%
0.0%

.0%) 1(0.2%)
0.0%) 1(0.2%)
FERIEBAIE R 0(0.0%

0%) 1(0.2%)

FrEEEREE .3%) 6(1.0%) 7(1.1%)

SEVILE S MGE 1.3%) 1(0.2%) 2(0.3%

=B 0(0.0%) 2(0.3%) 2(0.3%

Fri&ae RS 0(0.0%)

&R 0(0.0%)

1 1

1 1
ik 0(0.0%) 1(0.2%) 1(0.2%
FF #H B R 7 M BT A 0(0.0%) 1 1

(
WBEAE 5(6.3%) 0(0.0%) 5(0.8%

BORE RO BAE RIE 0(0.0%) 18(3.1%) 18(2.7%

B M E 0(0.0%) 3(0.5%) 3(0.5%

HTHTE 0(0.0%) 3(0.5%) 3

BB R 0

Apes> o 4 0(0.0%) 2(0.3%) 2

~ <X =

zpqiiknd 0

[EZRR 0(0.0%) 2%)

0.0%
0.0%) 2(0.3%) 2
0.0%) 2(0.3%) 2
0.0%)

A RS 0 0.2%)

€D 0(0.0%) 2%)

BEiNILARZ 0(0.0%) 0.2%)

RS 0(0.0%) 0.2%)

127V H 0(0.0%)

E% 0

Fifi %% 0(0.0%) 0.2%)

H7—TIEEBABER 0(0.0%) 0.2%)

DT —TIVEBE BRI R 0(0.0%) 2%)

5 F7ERME 0

iR 0(0.0%) 2%)

0.0%) 0.2%)
0. 0.

7 A I X S R 0(0.0%) 2%)

(@
(
(
1(
1(
(
(
(0
(
(0
(
(0
(
(0
(
(1
(
(
(
(
(
(
BRERES 5(6.3%) 0(0.0%) 5(0.8%
(
(0
(
(@
(
(0
(
(0
(
(0
(
(
(
(
(
(
(
(
(0
(
(0

(0

(
1(0 1
1( 1
1(0 1
1( 1
1( 1
1(0.2%) 1

0.0%) 1(0.2%) 1
1( 1
1( 1
1(0 1
1( 1
1(0 1
1( 1
1(0 1

TSV TREE 0(0.0%) 2%)




B PR AGHE

Eufﬁm @ EASNICHITZEIMERARIRE (DIF)
ER B4 &5t

EI{EF RIBEGIE (%) | BREEGIE (%) | BEEME (%)
BE. FERVNE S FHE 0(0.0%) 3(0.5%) 3(0.5%)
MEBIZ L BERE 0(0.0%) 2(0.3%) 2(0.3%)
REMGESHE 0(0.0%) 1(0.2%) 1(0.2%)
ERPRARE 15(18.8%) 28(4.8%) 43(6.5%)
TRAINSXLBT I/ hF72 AT 15— E1E0 5(6.3%) 1(0.2%) 6(0.9%)
1M=L BR R K SR B SR 38 0 3(3.8%) 2(0.3%) 5(0.8%)
REHD 0(0.0%) 4(0.7%) 4(0.6%)
B M ERER D 3(3.8%) 0(0.0%) 3(0.5%)
M7 R FEEM 0(0.0%) 3(0.5%) 3(0.5%)
mEES 0(0.0%) 3(0.5%) 3(0.5%)
HEBD 0(0.0%) 3(0.5%) 3(0.5%)
To=2 T3/ TR T7—EHEM 2(2.5%) 0(0.0%) 2(0.3%)
mREYILE 10 2(2.5%) 0(0.0%) 2(0.3%)
y—JIWEIN T T T —HEHEN 2(2.5%) 0(0.0%) 2(0.3%)
BF RERER D 2(2.5%) 0(0.0%) 2(0.3%)
M 7IVAYARR T 72— 2(2.5%) 0(0.0%) 2(0.3%)
Fris= 5 1(1.3%) 1(0.2%) 2(0.3%)
MepHIL Sy Lig 0(0.0%) 2(0.3%) 2(0.3%)
DI 0(0.0%) 2(0.3%) 2(0.3%)
FFERERERE 0(0.0%) 2(0.3%) 2(0.3%)
EMEAEERD O R TS XF BRI R 1(1.3%) 0(0.0%) 1(0.2%)
Mmep 73> —E M 1(1.3%) 0(0.0%) 1(0.2%)
Mm=RfRFEIEHN 1(1.3%) 0(0.0%) 1(0.2%)
FRA MBS 1% 1(1.3%) 0(0.0%) 1(0.2%)
ANEFOE D 1(1.3%) 0(0.0%) 1(0.2%)
/R Es D 1(1.3%) 0(0.0%) 1(0.2%)
WERBD 1(1.3%) 0(0.0%) 1(0.2%)
= 1(1.3%) 0(0.0%) 1(0.2%)
M+ REEIERD 0(0.0%) 1(0.2%) 1(0.2%)
fiep A )y g 0(0.0%) 1(0.2%) 1(0.2%)
MEET 0(0.0%) 1(0.2%) 1(0.2%)
DS 0(0.0%) 1(0.2%) 1(0.2%)
R 7 R I%E 0(0.0%) 1(0.2%) 1(0.2%)
PR T Ry wER 1% 0(0.0%) 1(0.2%) 1(0.2%)
EREAMERT 0(0.0%) 1(0.2%) 1(0.2%)
RERR 3B DN 0(0.0%) 1(0.2%) 1(0.2%)
NS T7IF—ELER 0(0.0%) 1(0.2%) 1(0.2%)
RBRUOREES 9(11.3%) 30(5.2%) 39(5.9%)
&A™ L IE 0(0.0%) 7(1.2%) 7(1.1%)
(NI LyF NI 3(3.8%) 3(0.5%) 6(0.9%)
&) > B8 M I 3(3.8%) 2(0.3%) 5(0.8%)
&V L ME 1(1.3%) 4(0.7%) 5(0.8%)
= M1 2(2.5%) 2(0.3%) 4(0.6%)
BRI 2(2.5%) 1(0.2%) 3(0.5%)
B oK 0(0.0%) 3(0.5%) 3(0.5%)




B PR AGHE

2IfER

EA yi:: 24 &5t
EI{EFR RIREGIE (%) | REBEFIE (%) | BEEME (%)
Ko @& 0(0.0%) 3(0.5%) 3(0.5%)
=7 LM fE 1(1.3%) 1(0.2%) 2(0.3%)
&7V 3 > ME 1(1.3%) 1(0.2%) 2(0.3%)
BARER 0(0.0%) 2(0.3%) 2(0.3%)
EERME 1(1.3%) 0(0.0%) 1(0.2%)
¥EFRT® 0(0.0%) 1(0.2%) 1(0.2%)
M AERERE = 0(0.0%) 1(0.2%) 1(0.2%)
&~ %> LMEE 0(0.0%) 1(0.2%) 1(0.2%)
KEET7ILHAO—SX 0(0.0%) 1(0.2%) 1(0.2%)
R RER 0(0.0%) 1(0.2%) 1(0.2%)
KAEWMEBD 0(0.0%) 1(0.2%) 1(0.2%)
REREE 0(0.0%) 1(0.2%) 1(0.2%)
2 OREUR D 0(0.0%) 1(0.2%) 1(0.2%)
MHERRRUEEEEES 1(1.3%) 24(4.1%) 25(3.8%)
o5 1(1.3%) 7(1.2%) 8(1.2%)
b 0(0.0%) 6(1.0%) 6(0.9%)
LS 0(0.0%) 6(1.0%) 6(0.9%)
E3)20EES 0(0.0%) 4(0.7%) 4(0.6%)
JaERTE 0(0.0%) 2(0.3%) 2(0.3%)
B 0(0.0%) 1(0.2%) 1(0.2%)
AR 0(0.0%) 1(0.2%) 1(0.2%)
FMET 0(0.0%) 1(0.2%) 1(0.2%)
ik 0(0.0%) 1(0.2%) 1(0.2%)
B IE 0(0.0%) 1(0.2%) 1(0.2%)
FREE R 0(0.0%) 1(0.2%) 1(0.2%)
IR REE 2(2.5%) 36(6.2%) 38(5.8%)
L 2(2.5%) 26(4.5%) 28(4.2%)
FEMMEDHE L 1(1.3%) 3(0.5%) 4(0.6%)
P 0(0.0%) 2(0.3%) 2(0.3%)
K1 0(0.0%) 2(0.3%) 2(0.3%)
/N RE 1B B 0(0.0%) 1(0.2%) 1(0.2%)
BB SRR 0(0.0%) 1(0.2%) 1(0.2%)
BEEE 0(0.0%) 1(0.2%) 1(0.2%)
AR 0(0.0%) 1(0.2%) 1(0.2%)
M85 §H 38 0(0.0%) 1(0.2%) 1(0.2%)
BEE 1A iR 0(0.0%) 1(0.2%) 1(0.2%)
FEf RS 0(0.0%) 5(0.9%) 5(0.8%)
At 0(0.0%) 1(0.2%) 1(0.2%)
& 0(0.0%) 1(0.2%) 1(0.2%)
[P ENE 0(0.0%) 1(0.2%) 1(0.2%)
FEHEEDED 0(0.0%) 1(0.2%) 1(0.2%)
ERLE 0(0.0%) 1(0.2%) 1(0.2%)
BERUIRIEEE 2(2.5%) 14(2.4%) 16(2.4%)
M fR 1(1.3%) 3(0.5%) 4(0.6%)
¥ERR 0(0.0%) 3(0.5%) 3(0.5%)
2HBERE 0(0.0%) 3(0.5%) 3(0.5%)

26
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B PR AGHE

2IfER

@ ERSCHITBRIEARERE (D)

ER B4 &5t
EI{EF RIBEGIE (%) | BREEGIE (%) | BEEME (%)
kR R 1(1.3%) 0(0.0%) 1(0.2%)
BX 0(0.0%) 1(0.2%) 1(0.2%)
SRR 0(0.0%) 1(0.2%) 1(0.2%)
KIE 0(0.0%) 1(0.2%) 1(0.2%)
Z R 0(0.0%) 1(0.2%) 1(0.2%)
BEE 0(0.0%) 1(0.2%) 1(0.2%)
BEre 0(0.0%) 1(0.2%) 1(0.2%)
BiEX 0(0.0%) 1(0.2%) 1(0.2%)
EERRVIABEES 0(0.0%) 2(0.3%) 2(0.3%)
(S 2E 0(0.0%) 1(0.2%) 1(0.2%)
S\B2 I fE 0(0.0%) 1(0.2%) 1(0.2%)
FIRER. BER R Ui hR s = 3(3.8%) 36(6.2%) 39(5.9%)
PP R A 0(0.0%) 6(1.0%) 6(0.9%)
SHim 0(0.0%) 5(0.9%) 5(0.8%)
SRR 0(0.0%) 5(0.9%) 5(0.8%)
FA 0(0.0%) 4(0.7%) 4(0.6%)
L) R 0(0.0%) 4(0.7%) 4(0.6%)
2 0(0.0%) 3(0.5%) 3(0.5%)
Bk 0(0.0%) 3(0.5%) 3(0.5%)
EBESRIE 1(1.3%) 1(0.2%) 2(0.3%)
1 0(0.0%) 2(0.3%) 2(0.3%)
T I R 0(0.0%) 2(0.3%) 2(0.3%)
fifiZk fE 0(0.0%) 2(0.3%) 2(0.3%)
P fE & 1(1.3%) 0(0.0%) 1(0.2%)
B R 0(0.0%) 1(0.2%) 1(0.2%)
REFRFIT IR R #E 0(0.0%) 1(0.2%) 1(0.2%)
Lx-o<Kh) 0(0.0%) 1(0.2%) 1(0.2%)
MER Pz B A R 1(1.3%) 0(0.0%) 1(0.2%)
MK AE 0(0.0%) 1(0.2%) 1(0.2%)
SRR BB AE 1R Y 0(0.0%) 1(0.2%) 1(0.2%)
IR AN 0(0.0%) 1(0.2%) 1(0.2%)
fE#as 0(0.0%) 1(0.2%) 1(0.2%)
i) 0(0.0%) 1(0.2%) 1(0.2%)
75 0(0.0%) 1(0.2%) 1(0.2%)
SRS 0(0.0%) 1(0.2%) 1(0.2%)
ERRUE T HE#REE 4(5.0%) 30(5.2%) 34(5.2%)
B2 2(2.5%) 12(2.1%) 14(2.1%)
Z SFEE 1(1.3%) 6(1.0%) 7(1.1%)
BREE 1(1.3%) 3(0.5%) 4(0.6%)
E-37732 1(1.3%) 2(0.3%) 3(0.5%)
FIBEIE R 5 0(0.0%) 2(0.3%) 2(0.3%)
BEOEER 0(0.0%) 2(0.3%) 2(0.3%)
#IBE 0(0.0%) 2(0.3%) 2(0.3%)
ZiHE 0(0.0%) 2(0.3%) 2(0.3%)
sUREm 0(0.0%) 2(0.3%) 2(0.3%)




B PR AGHE

= ER yi:: 24 &5t
EEM’E% EI{EFR RIREGIE (%) | REBEFIE (%) | BEEME (%)
T X - ER 0(0.0%) 1(0.2%) 1(0.2%)
& 0(0.0%) 1(0.2%) 1(0.2%)
BEAK M 0(0.0%) 1(0.2%) 1(0.2%)
BT 0(0.0%) 1(0.2%) 1(0.2%)
ARE EIE 2 HE 0(0.0%) 1(0.2%) 1(0.2%)
L5 MEED 0(0.0%) 1(0.2%) 1(0.2%)
BER E 5 0(0.0%) 1(0.2%) 1(0.2%)
e B2 1B & 0(0.0%) 1(0.2%) 1(0.2%)
KERE 0(0.0%) 1(0.2%) 1(0.2%)
mEEE 1(1.3%) 16(2.8%) 17(2.6%)
=0 E 0(0.0%) 6(1.0%) 6(0.9%)
K ME 0(0.0%) 5(0.9%) 5(0.8%)
¥ 1(1.3%) 1(0.2%) 2(0.3%)
AT 0(0.0%) 1(0.2%) 1(0.2%)
M fE 0(0.0%) 1(0.2%) 1(0.2%)
EF AR A2 E 0(0.0%) 1(0.2%) 1(0.2%)
SHE T AR AR AR E 0(0.0%) 1(0.2%) 1(0.2%)
ZRMSMmME 0(0.0%) 1(0.2%) 1(0.2%)

Med DRA version 10.0 T35t
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MFEchRE

VEORS (AR —5 : BREA)

HA AR AT 2 7 20.05~0.20mg/ kg %3073 42 THEOFFIR N i §2 5L 72
Fti R AUC KU Conax (3 BRAKAEANZIE ML 72535 4172 G 2V 7 T 2 A (CL) KOVHFAHD 53
ATER (V)IIHRISHBET 2 £ R/t A Z A S e 57z,

@ MFFSZXTUH—EREHME BERA)

(ng/mL)
7000 -
0.05mg/ kg B(n=6)
1 —o— 0.15mg/kg & (n=6)
# 5000 —=_ 0.20mg/kg B (n=6)
i
7
Z 4000
7
1)
753000
€ |
= 2000
B
1000 |'
ok - - -
0 24 48 72 96 120 144
:=35K(g))
@ EWYFRE/NTA—F (BERAN)
BE5E . Gz AUC CL a
(meskg) | PREB | (ue/ml) | (ug-h/ml) | (mL/h/ke) (mL/kg) tizzz(h)
0.05 6 1.07+018 | 23.5+3.79 | 217+0.39 | 78.8+17.6 | 251+2.84
0.10 6 2.27+0.20 | 461+412 | 2.20+0.20 | 70.3+6.48 | 22.2+1.59
0.15 6 3.07+£0.43 | 53.9+9.63 | 2.88+0.62 | 89.5+17.2 | 21.7+1.42
0.20 6 460+1.07 | 7914201 | 2.68+0.72 | 86.8+22.9 | 22.8+4.43
4% SD

& HARANERRA S 13201
B AREIZ) Ty 2P 5EE (A ERE £ 0.05. 0.10. 0.15% 0 0.20mg/ ke, 42244) X137°F v R ¥ 54
(A=8Hi) I=EID {3 7= HEANZ 3053 20 THIRIFFIRA ST G- Uy P52 14405 E TO R IFRIS
BUBIMIREN T AT VI —ViRER, 7OXA L Ty 2 ARIZKDMEL =,

(FENEDRD

6. RERVAE
L TAT ) —EEUT0.2mg/ kgZ1HIMIB0 57 LA EAT CRiiiiE 9%, s, £ 5- W3 K7THHE 95,




MR

I RiE1%S (BNT—% : A EE)(ARD5290: 58"

HARNRABHIZTZ) T2 20.155 50 030.20mg/ kg #1H1MISHEL 3075 A2 TERIRA 55
iP5 U725, AUCo20 LURE G4 T EZ DA IR (Cra) 12 DWW SHER G- HEE1H
HE 52 B35 3. 2 2 h1.07 K U'.17Tdh -72.0.15mg/ kg BE S 0°0.20mg/ kg B2k
W SHBRGED AUC0-241348.2 peg-h/mL X 0U65.2 11 g-h/mLTH D, Craxt3.95 1 g/mL
U513 ug/mLCH 572, AUCo-20 KU Conax DIEREIZ BT Z N $122.5% K1V 24.5% TH D),

EARNZE BN, Z NZN10.9% K T17.9% Tdh >7=,

@ MIFHFSZATVH—EREHTE (RABE)

(ug/mL)
6 L
—m AARARAEE 0.15mg/kgEE 1HE (n=11)
BARAMRAEZE 0.15mg/kg & 5HAB (n=11)

5 —a- BARARAEE 0.20mg/kgEf 1HE (n=10)
;ﬂ; BAARAEE 0.20mg/kgEf 5HE (n=10)
IR
i
4
A
7
)
7
|
=
E

0 » 1 1 1 1 J

0 5, 10 15 20 25
RFRE (h)
@ EYENRE/NTA—2 (RAERE)
wee Day 1 Day 5
(nTg/z) *ﬁgﬁ%ﬁ Cmax AUCO-24 Cmax AUCO-24 ti/2 (h)
(ug/mL) (ug-h/mL) (ug/mL) (ug+h/mL) ’
0.15 11 3.73%+1.08 457+7.54 3.95+0.71 48.2+9.66 22.5+5.8
0.20 10 4.24+1.56 59.3+15.8 513+1.47 65.2+22.7 16.1£5.6

P49+ SD

R EHESIRBRIUEEATT 35, &2 WIERIE T B TREMED SO WIFE D DO TFFE O T o0 SHE XU E

PR P R 21451 (1878 BA_F-7 5 AT
BHE - TV LMl F =T - AR ER, 92 7 20.15mg/ kg Xi30.20mg/kg Z1H1[H]
S5HMEL 3053 2203 TEEIRPDSTER 5- UL iL8E b 5 2 77) 5 — ¥R Al L7z, 1THH O % 5-B ki, 1%
S, %5 BRIA % ARER, SKER, 2HH~5HH O 5-BRREHT, SHEOR5E%, 1%5-FliG 45,
SRFIEL 24FFH], 72/EMEI%. WO 5% 15HHICIHE % $RENL . ELISAEIZEDIAEh 27—+

7L

IR A Lz,

6. RERVAE
W TAT ) —EEUT0.2mg/ kgZ1HIMIB0 53 LL EAT CRiliiiE 95, s, £ 5- W3 K7THHE T3,

30
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MR

I RiE1%S (BAF—%  IVREH) (ACT5080:5%)°

HANNLEZIZT2) 7920.1585 50 M30.20mg/ kg Z1H1MI5HEL 3053 2 THENRIN 2
PG5 U725 R, AUCo20 LU 545 T DIMEEH YRS (Coax) IZDWT 5HER 5L 1HH
BERIC BT 2 NENLI3 K117 ThH -72,0.15mg/ kg #f X 1*0.20me/ kg HFIZ T,
SHE#G-EED AUC-241329.7 g - h/mL K U838.1 g - h/mLTHY. Crmax132.49 1 g/mL K
U'3.05 11 g/mL T 5720 AUCo-24 LT Conax DIEIARBIZ B, Z 12 112.2% KT 14.5% THD,
TEARNZE EN, Z 72 115.3% KT 11.2% Th >7=,

@ MFFZRATVA—EREHT (NEEE)

(ug/mL)
4 —
-u— AARAN/NEEE 0.15mg/kg® 1HB (h=10)
BAANNREE 0.15mg/kg & 5AH (h=10)
—a- BARANNREZE 0.20mg/kgE 1HE (n=10)
% 3L BAANREE 0.20mg/kg B 5HE (n=9)
+ i
> h...
A :
7
U
B
|
¥
P
B
0 5 10 15 20 25
BEfE (h)

@ EMEE/INIA—4 (NEREE)

Day 1 Day 5
58 (mg/ N Y v
k) | PEREH Crmax AUCo-24 Crnax AUCo-24 il
(ug/mL) (ug-h/mL) (ug/mL) (ug+h/mL) g
0.15 10 2164051 | 28.2+7.27 | 2.49+0.37 | 29.7+6.46 | 11.6+4.96
0.20 9" 258+0.43 | 31.5+4.54 | 3.05+0.38 | 38.1+564 | 11.2+3.06
*1: Day 10 Cuax (210D F-Hfif 9+ SD

BRI Rt Z 9 TREME O IR D 3 LA ISR 20151 (18 Ai)
7R BHERALE - Y gl F =T MATHEREABR. 72 7 20.15mg/kg X130.20mg/ kg Z1H1[H]
5HMEL 3025 £573 2 THIIRA T G-UL U F 27 ) A — B IRIE 2 EE L7z, IHHORGH
AR P 5ETR, 15 Bl AR EL, 8IREIA 20 HoO £ 5-Baant, SHHO G- FAGRT, $e5-E5%. 551
HARAIREIE], SIRFII, 24L& PRI L ELISA I K01 I 27 ) 5 — B iR EEAHIE L=,

9. HENEREFIHREICHT IR (—E0 k)
9.7 NEF
IR AR 2 R & U7z BR R B BRI I L Ty,




A"

)

B

i

LB R L

IFEYNEBREENDRE (Svh.EE)

FAT ) A —¥ %1 HERIGEIRNEE G- % 0D T » MO e elZinWT, 927 ) h— X idIFE EE
IEEALZALXE T, £72, 3mg/kg/ HE G- L7215 » M2 B\ T CYP2C il EDH§ 02544
MBRBBDENTZEDD, FAT N H—EBRINEDTA VI HFALDFHEROHEWEELTUEEA
EEL AW EAVRIEEN T,

B EIATN I %1 AR ERIRATES-L7= 5 9 b (0. 0.3.0.9. 3mg/kg) KU bk (0,0.136.0.346.

1.500 mg/ke) D F 7 5 B L7370 — 4 % T CYPLA. CYP2A. CYP2B. CYP2C,
CYP2E.CYP3A WM KIET FAT VI — X OB ARG L=,

DMEREERI DRI T BREE (in vitro)

T8 I 2R AE 95 DIGH NS N B 2B A RO A (a7 )/ —W)Isxt§57 2

TV H—YDIEM%E in vitro THET L7,

T2 7)1 — ORI ESHER INIZE RGBT T IAT VI —E L, 6- AT T

DU ANNFH =D IATE Y AFIILT V=T EVIYAF U FA T TV TRV 4D

I 2R AT7IRELIET O ) ) =L OWF IS L TR SAEH AR X s h 5

720 LEDOFER KO, &M FTI2ATVA—EHIRIERE FRLIZZ LG, FATVH—ED

PRI § 2 H B R M A i Rd S 7,

F R RIEH (TaTN) ) 6- ANHT TV AL = VATE Y AFATLEZY Ty B Yo
AF U FAT T =, TRUR, ZY Y, ok AT 7 3IR) 7.5uM & GERATRESTCIT I
L. AT VA — ¥ 3y g/mL AR ML T304 S IE &8 7=, BSR4 5 A 1 2l L7z 3t
HARE (RIEPE(ET 27 ) 91— X L B IRFID BB I T A IRE OB A F L, &3HEA OB
T5I2AT Y I — B O BEE ALz,

LB R L

32




VERREE B O RHEHGE TH 27 ¥ DRI O AL PEMNITEIC Lo THRED IZEA EOFY T
I ZDORPEDIALEINIT T M Th B, L L, B KO M S4B N TIRFIS

REED ST 72 M v NOREAAEFZ S 2 NRIEDOIREA F 2 4 — ¥ AV RLTE D, IR
MET TV M UNDEN TEIELN0 R T) AR DR ED & 755,
KA 2 2 — XA TH 257 2) 7 23ISR 3 250 11 5 IR IR IR (LA E - 2+ D
728, IRIEHAKIEMEDIENT 72 M R Elidr 5B PRt S5,

@ ATy IDIER#ERE
MRROREEICKY). P ST
- S Y FoAXIE—F
MR BR A B (FHoForoRBICTHEREETS)
7“!)>0>1’€%N
XYLF K
& XYL F AR H—CHEE
(FREEDERLFEE)
FREE .
(FRepHEM)
R &4t \m
L3Z'J7_-‘y’7ib?'<ﬁ&°’&|‘§¢§/7}ﬁf’i1 (PR Fh#E M)
0 0
H
I N NH2
>= +0:42H0 ) \"/ +COz + H202
S2TYH—F >_NH 0
(FREEA X > 4 — 1) 0
}zT< % V2 %

(FENEDRD
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