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EEEIE 1311030 L0 1331330 0 0 L0
B 37(48.1) | 1 (1.3) 9(33.){ O 16(533) | 1 (33) | 5(455) | 0 7(538) | 0
] 17(22.1) 1 0 6(26.1) | O 8(267) O 1 @10 20154) 0
EEE 9(117) | 0 1 (43) 1 0 5(167) | 0 0 0 3(231) 0
R 9Mm7) i 103 | 0 0 6(200) | 1 (33)| 2(182) | 0 17710
RO 8(104) | 0 0 0 5(167) | 0 1910 2(154) | 0
k=Lt 4 (62 0 1 (431 0 13310 2(182) | 0 0 | 0
i 339 0 1 (43) | 0 1 (33} 0 0 0 1 (771 0
310 3390 1 (43) 1 0 13310 1@Nio 0 |0 z
FIREERS 2 (26) | 0 1 43) 0 133 0 0o 0 0o 0 -
BIRAREAR 2 26| 0 0 0 2 6710 0 0 0 | 0
HHET 2 (26 0 1 (43) 1 0 0 0 1 @i o 0 . 0
HERIEE 2 26| 0 0 0 1 (331 0 0 | 0 1 7710
BRI 1 (131 0 0 0 1 (33) 1 0 0 0 0 0
B HER 1(18) 0 1 (43) 0 0 o0 o o o o
BREE 1(13) 0 0 0 1 (33) 0 0 0 0 0
SBREN 10310 0 0 13310 0 L0 0 0
SERSENEIREE 1(13)1 0 0 0 0 0 0 0 1 7700
BN 1030 0 0 1330 0 0 0 | 0
HERIARZRH 1 (13 0 0 0 1 (33 0 0 0 0 .0
B 1 (13): 0 0 L0 1 83){ 0 0 0 0 0
‘é{%ﬁgﬁgfﬁgggﬁﬂ@ 701 5650 0 30100) 2 (67)| 2182) 1 @1 2(154) 2(154)
B AR R 3893390 0 133§ 1330 0 2(154) | 2(15.4)
RIRETL5EE 2 (26 0 0 0 2670 0 0 0 .0
BiEiRE 10310 0 0 0 0 1@Nio 0 | 0
T 103 103 |0 0 1 (331 1@33)|0 0 0 0
BEE 1 (1311030 L0 0 L0 1@Ni1@n|o 0
EEZTE 37(48.1) 0 1 (1.3) | 7(304) | O 16(533) | 1 (33) | 5(455) | 0 9(692) | 0
A 30(39.0) | 0 5217) | 0 13(433) | 0 3731 0 9(692) | 0
SFEEDFE 5 (65) 0 0 0 3(100) | 0 2(182) | 0 0 0
TREER 5 (651 0 1 43) 0 3100) | © 0 0 1 77nio0
&R 3390 1 43) 0 1 (33) 0 1910 0 0
At EL 226! 0 143! 0 1330 0 0 0 L0
R SAR 2 (26 0 0 0 2 (67 0 0 0 0 0
FIRESAEIREY 1030 1431 0 0 0 0 |0 0 | 0
IR 1 (13 0 0 0 1 33)¢ 0 0 0 0 .0
TERREIREY 10310 0 0 13310 0 0 0 |0
B 1 (13 0 0 0 0 0 1@ o0 0 .0
EiEE 11310 0 0 13310 0 0 0 | 0
R 1 (13 0 0 0 1 (33 0 0 0 0 . 0
RO i 1(13)i 0 0 0 1 (33)i 0 0 0 0 0
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|1 IF =B CML-Ph*ALL|

FIRPIE (FEIRZE%)
SRR )
VedDRA Verl 0,045 bl (Study CA180.138) 14855 (Study CA180-036)
2ERIA$E(S0C) n=77 {EMHACML 1S 4EICML BATH-SEHCML Ph*ALL
EHASE(PT) n=23 n=30 n=11 n=13
%Grade ' Grade LIt | £Grade | Grade 351t | £Grade | Grade 351t | £Grade | Grade 3l.t | £Grade ! Grade 31t
B 1031030 o0 18311830 {0 0 {0
ABERIE 1130 0 0 0 0 1 @0 0 0
AEEE 5 (65) 0 1@3) 0 3(100) | © o o0 177 0
EN 5 (65 0 1(43) ! 0 3(100) | 0 0 0 1 (77) 0 0
RS 101310 14310 0 0 0 0 0 0
M5o8% 1030 0 0 1 (33 0 0 0 0 0
7@NI103)]1@3 0 3(100)1 1 (33)| 1 @Ni 0 2(154) | 0
IER 3390 0 0 2 67 0 0 0 1 (77) 0 0
$EFR 2 @6 0 1 43)10 0 0 1@ 0 0 0
RRESEER 1 (1310 0 0 133 0 0 0 0 0
E(=d 1 (1310 0 e 0 0 0 0 1 (771 0
=MERE 1 (0311030 P 0 1383113830 ) 0 )
SRRV EEE 10130) | 0 1430 7(233)1 0 1@nio 17710
L EILE 4 (6210 14310 3(100) | 0 0 0 0 0
REFEHIm 2 (26) | 0 0o |0 267 0 0 {0 o |0
U= 11310 0 0 0 0 0 0 1 (7701 0
BiREsE 11310 0 0 1330 0 0 0 0
M ESEBRA 1 (1.3} 0 0 0 0 0 1(91) 0 0 0
TIRRIFR 10131 0 0 L0 1 (33! 0 0 0 0 0
=5 1030 0 0 1 (33 0 0 0 0 0
IFIRSs. KIZB R UFmrE S 54(70.1) { 10(13.0) | 13(565) | 2 (87) [23(76.7) | 1 (3.3) | 10(90.9) | 5(455) | 8(615)| 2(154)
K 32(41.6) | 5 (85)|11(47.8) | 2 (87) |11(36.7) | 1 (33)| 6(545) | 1 (9.1)| 4(308) | 1 (7.7)
I 25(325) | 0 7(304) | 0 11(367) | O 4(364) | 0 3231) 1 0
IR R 2 110143) 0 1 (13)| 2 87) | 1 (43)| 6(200) | 0 3(27.3) | 0 0 0
BHim 7 @D 0 14310 26710 20182} 0 2(154) | 0
IRNREE R 5 (65 : 0 14310 2 67! 0 1@ 0 1 (7701 0
b 565 0 0 0 301000 { 0 1 @D 0 1 (771 0
tRiEDNE 5 (65 0 14310 3(100) | 0 0 0 1 (771 0
{EEASRAE 46214620 0 1(33)1 1(33)| 20182 | 20182 | 1 77| 1 (7.7)
R RS 3(B9:103|2@®N 0 0 0 1@ 1@ o 0
SRR 26 0 0 0 13830 1 @i o0 0 0
IR R AR 2 (6 0 14310 0 0 0 0 1 (7701 0
REEE 1 (1310 0 0 0 0 0 0 1 (771 0
ST IR 1 (13 0 0 0 133 0 0 0 0o 10
IERE 2R 1 (131 0 0 L0 1 (33! 0 0 0 0 0
HaRE 1 (13} 0 0 0 0 0 0 0 1 (77) 0 0
ifeatii 103§ 1030 |0 0 0 0 0 1 701 77
FiiZkBE 103§ 13030 0 0 0 1@ 1@n|o 0
IREEATHE 1 (1310 0 0 0 0 1 @10 0 0
PRETER 113 0 0 0 1 (33 0 0 0 0 0
A I 55(71.4) | 2 (26) [15(652) | O 22(733): 1 (33)| 9(81.8)} 1 (9.1)] 9(692) | 0
S 31(403) | 1 (1.9)|12(622) | O 10(333) | 1 (33)| 2(182) | 0 7(538) | 0
B2 M 7 @D 0 0 0 5(167){ 0 1 @D 0 1 (771 0
35 7 @D 0 0 0 3(100) | 0 4(364) | 0 0 0
at 6 (78 0 14310 4(133)1 0 1 @D o0 0 0
FSEE 6 (78 0 0 0 4(133) 0 1@ 0 1 (7701 0
AR 5@©5:i103]|0 0 3(100){ 0 20182){ 1 @] 0 0
BT 4 (6210 0 0 3(100) | 0 190 0 0
51 4 (621 0 0 L0 3(100) | 0 0 0 17710
R BRI 4 (62! 0 1 (43) 0 2 67 0 191 0 0 0
BREE 3@B9 0 1 (43| 0 26710 0 0 0 0
KB IR 339 0 0 0 2 67) 0 0 0 1 (77) 0 0
EE 3@9:0 0 0 301000 { 0 0 0 0 0
Sl =ES TS 2 (26 0 2870 0 0 0 0 0 0
HEEE 1 (1310 0 0 0 0 0 0 17710
oA P 1 (1310 0 0 0 0 1@ 0 0 0
EIFRIEN 1 (1340 0o o0 1 @3 0 0 {0 0o 0
RAERZ MRS 1 (13 0 0o {0 0 0 1 @1 0 0o o0
EEAEATHE 101310 0 0 1330 0 0 0 0
EETE 10030 0 0 1 (33) 0 0 0 0 0
CTCAE v3.0(C&2:¥f
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|17 F = FIBAIECML-Ph*ALL |
FIRBIE (FEEE%)

SR BR _
VedDRA Ver 10,045 Sl (Study CA180-138) EEM4EER (Study CA180-036)
2RERIXS$E(S0C) n=77 {2EEACML EMEEICML BATH-2EHCML Ph+ALL
BEAZE(PT) n=23 n=30 n=11 n=13
%£Grade ! Grade 3lt | £Grade ! Grade 3t | £Grade ! Grade 3t | £Grade | Grade 3t | £Grade | Grade 3t
ZTE 1 (131 0 0 0 0 0 0 0 1770
o)== 1(13): 0 0 0 1(33): 0 0 L0 0 0
ZSEMEE 1 (13 0 0 0 133): 0 0 .0 0 0
BETR IR B 1(13): 0 0 0 0 0 1@N;o0 0 0
A= 1 (130 0 0 1330 0 0 0 0
BEEE 1 (130 0 0 1 (33 0 0 0 0 0
[y 0 1 (130 0 L0 1330 0 0 0 0
PRAERERR 1 (130 0 0 0 0 1@ 0 0 0
EiRE 1 (130 1 43! 0 0 0 0 0 0 0
TS 1 (13 0 0 0 1 (33): 0 0 0 0 0
LHMZSEE 1 (13 0 0 L 0 1330 0 L 0 0 L 0
FECE 11(14.3) 1 3 (39)| 3(130)| 1 (43)] 3(100)! 2 (67)] 2(182) | 0 3(23.1) | 0
SInE 7@Ni2@0| 3130 1 @3 267N 1@ 1ONO 1 (770
{EImE 4 (52) ! 0 0 0 1 (33)! 0 1@ 0 2(154) | 0
[MAE 226 1030 L0 267 1@3|0 0 0 0
| 1FTh 1 (13)1 0 0 L0 1 (33 0 0 L0 0 L0
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|1 IF =B CML-Ph*ALL|
1 IF = IEHMEDCMLIEICPh* ALLICH I 2 EPERFREERICH () DERFRIREHER S

(Study CA180-138) (Study CA180-036) SR (FERE%)
FEIRER —

MedDRA Ver10.0lc&% SIER (Study CA180-138) FHEERSdy CAIS0.050)

BhiJI—JFsE(HLGT) n=77 2HERICML 2 IEACML BATH- SIEHACML Ph*ALL
EAE(PT) n=23 n=30 n=11 n=13

£Grade | Grade 35t | ©Grade | Grade 35t | £Grade | Grade 3bLE | £Grade | Grade 3+ | £Grade | Grade 34k

R 77(1000) | 66(85.7) | 23(100.0) | 17(73.9) |30(100.0) | 25(83.3) | 11(100.0) | 11(100.0) | 13(100.0) | 13(100.0)

e e 1 (13) | O 0 0 1(33) 0 0 0 0 i)

| meRERREERIBURLESEM | 1 13) 0 0 0 1830 0 L0 0 0

BESRIREINEC 51(662) | 7 (9.1) |10(435) | 1 (43)|26(867): 2 (67)| 7(636): O 8(615) | 4(308)
e BER K SREESRIB N 39(508) | 4 (52)| 5(1.7) 1 0 22(733) | 1 (33)| 6(545) | 0 6(46.2) | 3(23.1)
ML P F ik AMES—E18H | 28(36.4) | 3 (39) | 4(17.4) | 1 (43) |15(50.0) | 2 (67)| 4(364) | O 5(385) | 0
M7 )LHURR T7o— €18 | 20(26.0) | 1 (1.3)| 3(130) | 0 8(267) ! 0 3(27.3) 0 6(462) i 1 (7.7)
GUFPFURARFF—ERHS | 1 (13) 0 0 0 0 0 0 0 1 (77) 1 0

MRS 1(13) 0 0 0 133 0 0 i) 0 i)

| mpPSS—€#Em 00 | 1030 0 0 1330 0 L0 0 0

i RS G = Ea—tDl 71(92.2) | 61(79.2) | 19(82.6) | 14(60.9) | 29(96.7) | 24(80.0) | 10(90.9) | 10(90.9) | 13(100.0) | 13(100.0)
) BRERIA 58(753) 143(55.8) | 15(65.2) | 10(435) | 24(80.0) | 15(50.0) | 9(818) | 8(727) |10(769) | 10(76.9)
SFRERBGRIA 57(74.0) {50(649) | 13(565) | 11(47.8) 23(767)319(633) 9(81.8) | 9(81.8) |12(92.3) | 11(846)
EMmERERA 50(64.9) | 30(39.0) | 11(47.8) | 5(21.7) |21(70.0) | 9(30.0) | 7(636) | 5(455) | 11(846)|11(846)
/) CERERA 45(58.4) 1 26(338) | 8(34.8) | 4(17.4) | 18(60.0) { 10(33.3) | 8(72.7) | 4(364) |11(846) | 8(61.5)
~NESOE VRS 28(36.4) [ 14(18.2) | 3(130) | 1 (43)|17(667) | 6(20.0) | 3(27.3) | 3(27.3) | 5(385) | 4(308)
FROERBGRIA 28(364) {12(156) | 4(17.4) | 0 16(53.3) | 6(200) | 3(27.3) | 3(27.3) | 5(385) | 3(23.1)
ARV NEA 26(338) :14(182) | 1 (4.3) | 1 (43) [17(56.7) | 6(200) | 3(27.3) | 3(27.3) | 5(385) : 4(308)
CD4U) IR 6(208)3 4 (52)| 0 0 11367) 1 1 (33)| 3@7.3) 1 1 @1)| 2(154) | 2(154)
HBIRRIMERSRIA 8(104) | 1 (1.3)| 0 0 6(200) | O 1@N 1@ 1@NI0
FMmERERHEAN 6 (78)3 0 0 0 4(133) | 0 1 @nio 1 (77)1 0
) CERERIEN 5 (685) | 0 1 43): 0 2 (670 2(182) | 0 0 0
FBRARIMERSIE A 4 (621 0 0 L0 4(133)1 0 0 0 0 0
CD4U) (BRI 4 (620 0 0 3(100): 0 1@ 0 0 0
P ESER BN 3@9:0 0 0 2 67 0 0 0 1 (771 0
JOMOVE VERETES 3@9:0 0 0 2 67 0 0 0 1 (77)1 0
FHEBANIVRISAFURBIER | 2 (26) | 0 0 0 1330 0 0 1 (771 0
BAERERL 2 (26 0 0 0 2 (67 0 0 0 0 0
SFCRERSRIEN 2 (6 0 1 (430 1330 0 0 0 0
fnsh 747U/ 5N 1 (1310 14310 0 0 0 0 0 0
T4 TSR] 113 0 0 0 0 0 1 @i 0 0 0
INRI0 113 0 0 0 0 0 0 0 1 (77): 0
JorOvEVERS 10130 0 e 133 0 0 0 0 0
JOMOVE VR 1 (13 0 0 0 0 0 0 0 1 (77) 0
/) HRES AN 1313 0 0 0 133! 0 0 0 0 0
HMATRIERE 70 Z=1E N 1 (03¢0 0 ) 1 (383! 0 0 ) 0 i 0

EEEET - 40(636) {10(130) | 9(39.1) | 1 (4.3)[21(700) | 5(16.7)| 9(81.8) | 1 (9.1) [10(769) | 3(23.1)
PIZUTIINGYATIS— B 40(519); 5 (65) | 8(348): 0 19(63.3) | 3(100) | 6(545) | 1 (9.1)| 7(538): 1 (7.7)
PANSEUBPI/NSUATIT5-HEN | 37(48.1) | 5 (B5) | 4(174) | O 18(600) | 2 (67) | 6(545) | 0 9(69.2) | 3(23.1)
y=UIFZINSYATTS— BN | 2 <286)§ 339|287 143)|11(367) 1 (33)| 4(364) 0 5(385) | 1 (7.7)
RADOEV B3 ( 40 0 0 4(133) 1 0 20182 | 0 2(154) | 0
itz ST B) | V¥ =) 6 (78 1 (13| 0 0 3(100) | 0 0 0 331 1 (77

EERE 1030 0 0 133 0 0 o 0 )

| mBRUZUBUREM | 13 0 0 0 1330 0 0 0 0

e coo I ARl 19(247) | 4 (52) | 2 87) | O 6(200) | 2 (67)| 6(545) ! 1 (9.1)| 5(385)| 1 (7.7)
e EREENN 16(208) | 3 (39)| 1 43)! 0 6(200) | 2 (87)| 4(364): O 5(385) 1 (7.7)
BitEFRUDLFIRNTIFRER | 2 (26) 1 0 0 0 0 0 2(182) | 0 0 0
Mrh SRR 113 0 1 43): 0 0 0 0 0 0 0
ERMEET 13031030 0 0 0 1 @ni1T@En|o 0
Ey=B12F4 1030 143 0 0 0 0 0 0 0

IS =Ol 26(338) | 2 (26) | 5(21.7)| 1 (43)| 6(200)| 0 8(727) 0 7(538) | 1 (7.7)
7 )L I =i 23(299) | 1 (1.3)| 4(174) | 0 6(200) | O 6(545) | 0 7(538) | 1 (7.7)
BEERS 16(208) | 0 0 0 6(200) | 0 5(455) | 0 5(385) | 0
C—RITHEEEM 5@5 103|143 1@43)| 1330 2(182) | 0 1 (77)1 0
REEE 1030 1(43 0 0 0 0 L0 0 0

U0 20(51.9) | 3 (39) | 4(174) | 0 21(700) | 2 (67) | 5(455): 0 10(769) | 1 (7.7)
FREPZEERS 24(312) 1 1 (13)| 2 87| 0O 15(500) | 1 (33)| 2(182) | 0 5(385) | 0
FREAIMBS 14 16(208) : 1 (13)| 0 0 7(233) | 0 2(182) | 0 (538); 1 (7.7)
Mo L7 F =8 100300 1 (13| 2®7): 0 4(133) 1 1 (33)| 2(182) i 0 2(154) i 0
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|1 IF = JIBAMCML-Ph*ALL |

FIRGIEL (FEIRE%)
SEIEFER )
MedDRA Ver10.0lc&3 SIER (Study CA180-138) FHEERSdy GATS0.050)
BfiY)L—JFEHLGT) n=77 B HEHACML {2M4HACML BITH-2MEHCML Ph*ALL
EARGE(PT) n=23 n=30 n=11 n=13
£Grade | Grade 35t | £Grade | Grade 331t | £Grade | Grade 3t | £Grade | Grade 38k | £Grade | Grade 35Lt
RE 8(104) | 0 0 0 2 67) 0 3(27.3) | 0 3(231) | 0
MRFRFLEN] 5 (65) 0 0o 0 2 67) 0 1©1) 0 2(154) . 0
R TR 5 (65) | 0 0o o0 2 67} 0 0o o0 3(23.1) | 0
Mo 7 FZ Vi 1 (131 0 0 ) 1 (3310 0 P 0 0 i 0
Ky BREERUERERE 43(55.8) { 16(20.8) | 8(34.8) | 2 (87) | 18(60.0) | 4(133) | 9(81.8) | 6(54.5) | 8(61.5) | 4(30.8)
A~/ 29(37.7) {10(130) | 5(21.7) | 2 (87)|12(400) { 3(100) | 7(636) | 3(27.3) | 5(385) | 2(15.4)
M IR0 L& 70@N1N{ 5650 {0 3(100){ 1 (83)| 8(@7.3) 373) | 1 77){ 1 (7.7)
mAAYD LFA 7 (9.])§ 2 (26)| 2 (8.7)§ 0 2 (6.7)§ 0 1 (9.])§ 1 (9.1) 2(]5.4)§ 1 (7.7)
mrRBUD LN 6 (7.8) 1 (13| 1 43) 0 3(10.0) 0 1 (9.1) 0 1 (7.7) 1 (7.7)
e U LR 6 (78)| 2 (26)| 3(130) | 0 1 (33 0 1D 1 @D 17N 17
MRV D LGEA 3 @940 14340 18310 0 i 0 177410
meo0—)UiREis 3@B9{ 1030 P 0 13340 19Nt o 17781 (77
NS ZEDIN 7N 2 (26)| 0 0o o0 2 (67 0 o 0 0o 0
finnl==190%:=))i| 2 (26) 0 0 0 2 (6.7)3 0 0 0 0 0
\__ Ao 0O—)LEmM 10310 0 i 0 1 831i 0 0 i 0 0 i 0
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‘ B EEFE=EYENEERRITS 10

FIEASEEEER (Study CA180-002). Iz (Study CA180-005.CA180-006.CA180-013.
CA180-015KUCA180-017) RUZEIEHER (Study CA180-034KUCA180-056) DEET8HERICH
[F2EE 21685 FGoNYTF ZTRET —5ZAWNTCCMLUEENIFPh ALLEEICH T D BERZE)EIRE
(PPK) itz =E LTz,

PPKEETDIER. £AEHICBIT D FHIEHI U7 5V AEF283L/hTHol,

PFEOEBHEHCMLEEZRREUVCERERHIR CHHStudy CA180-056(CHWVTEYSRERETOIRIET
&Ho1e2356IDS5. BHARANEBRE26BIIC DV CEYERED Y T 7Z{Tolc. TDR-RZLU TR T,

IFEDOEMEHCMLOBARAREIC100me%Z 18 1 EEOFES UBOERREICSITD
FYENRE/I S A—FHEE

- B (ZEFRE%)
Cmin(ng/mL) Cmax(ng/mL) AUCo-24n(ng-h/mL)
t 26 2.21(46%) 91.0(64%) 456(49%)

BREMREY B RERRAT I CRDHEES N ERIED S E T

ANTZTREBEREDSHDEEZNREUC73HE (Study CA180-002.CA180-005.CA180-006.
CA180-013.CA180-015.CA180-017KRUCA180-034) DF—57ZRALcPPKETCld. BEMTDIU7
ZVA(CL/F) SAEREMZENMAEIVTNDIRSEICHEL CWVWEN DI EN S ERIRERICHFD 15~
180mMgDAEFHHE CIFREMZR T EEZSNC. T, 2V I\—hXUMETIUCHITHCL/F R I \—hX
YRDEMNI DS mER (V2/F) RUBREYERFAERICHUCTERF. HDVIIERK ERRDDOFEZ I #
BREERT Y PRAREIRE (FE.BMI.BSA Fin. 45 A& (BAEZNLSN)  BIERIE. RRE. BIMEREL
EJOEVE) (FEDhofc,



\ B EACMLEE(C 1S HEMENEE (Study CA180-031)1)

¥ RBEAANEEHCMLEE
B EYYFZT1E50me. 70mgX(E90mez 1 H2E (AN AE A8 REROIKRS U ANEYEREZIRET LT,

IBHHACMLERE(ICE0mME. 70mgNX(FO0megDF U F —J7% 1 H2Ll GRRNAE AE) REROR S U,
FUFZTFEPHICRINEN R E5R 1 KBfHE CREMEHFRE (Cmax) [OEUC. CmaxE)ER. MEBFHR
EFEHT14~5RBDBEKRF R (1/2) CTHERNRPDITE FUZ. CmaxhURSERIODOMEBEFRE
BsREIRRHR FEFE (AUCo-12n) (FIRSEITIKFL TEIMULT,

[ Y771 HREIREEORS LRORERE(28HB) [CH(F 2 HIMRHREHE (HAABHERCMLES)

(ng/mL)
300 -

P —o— 1[O}%5% 50meg(n=5)
—o— 1858 70me(n=7)
—o— 1[E%52 90meg(n=2)

K- KR E

FIIEHEERE
—
0 2 4 6 10 12 (h)
iSiE
L
Y F =71 H2ERERORS U OEMEIRE/ (S X—5 (AR AEHHCMLES)
( |ER5E Cmax (ng/mL) AUCo-12n (ng-h/mL) ti2 (h) Tmax (h) D
( )E #5H n O FI9E AOFI9E BT FaE hR{E
mg (ZEFRE %) (ZEIRE %) (EfERE) &/, &KX
50 1 7 94.10(37) 283.17(28) 4.90(1.86) 0.97(0.50, 1.05)
28 5 117.83(50) 342.87(41) 4.53(1.30) 0.93(0.50, 1.07)
0 1 7 113.89(53) 304.78(53) 3.85(0.36) 0.95(0.50, 1.97)
28 7 129.14(72) 398.80(55) 3.99(1.17) 0.98(0.50, 1.97)
e 1 4 150.55(57) 384.75(30) 3.51(0.65) 0.75(0.48, 1.00)
¢ 28 2 65.90 285.95 11.70 0.52(0.50, 0.53)
<AFERUHR=E> (k)

1. 184S i Em

(1) 121480

BERACIESYFZTELTIHIE100megE RO 5T 5, 4. BEDREICL)EERER TS, 1H1E140mgE THETES,




| EERARAICHI DB G T )12

¥ RABEARREA
B EYUFZTS0~100megRIBR S U AR B REERET U,

BEMAZHNREVCBRRBRICEVWT. BEBRAZNRICYTF ZTIZ50~100mgdBMS5UIcEE YU F
ZIERERPHDCIRINEN. TmaxDHhRBE[FR 5% 1 BB Cholc. CmaxICEER . YT F ZJDMEREE (R
PHICIE UL t 28T 9B H4~DE Chorc.

BRRAICBITS (ne/mL)300 -
MR PREHR i
B8N —2%)

l 100mgi&52% (Study CA180-009.n=49)

A 100mgi&5##(Study CA180-016.n=19)

A\ 100mg (A& %58 (Study CA180-019.n=8)
+ 100me#& 58 (Study CA180-032.n=20)
[J70mg#%58%(Study CA180-037.n=63)

O 50mg##1#%58% (Study CA180-020.n=21)
@ 50mg#fig 52 (Study CA180-020.n=22)

100

10

iR =

- T HBERE
0.1 | | | | | |
0 4 8 12 16 20 24 (h)
B
ﬁﬁﬁlﬁA(LBlj’%’:‘i‘e%EmJ \SA—%
Cmax(ng/mL) AUCo-«(ng-h/mL) AUCo-r(ng-h/mL) t1/2(h) Tmax(h) )
®B’58 FE) OB (OB (O EEE BifiTaE HRE
(ZHFE%) (ZERE%) (ZEFRE%) (EERE) &I\, &/K)
100mei#% 52 (n=49) 92.09 304.24 29057 484 1.00
(Study CA180-009) : : : : :
(2Omag) (50) “47) 49) 216) (050, 3.00)
100me i 58 (n=19) 6321 280.15° 23436 4.45 1.00
(Study CA180-016) : - : : :
(BOmag) 63) (49) (56) (1.98) (050, 4.00)
100mg#58% (n=8) 104.47 313.97 2988 3.59 0.50
Ly ERIETRTE) 29) 42) (44) (0N (0.25. 1.50)
100mei 52 (n=20) 85.56 294.05 280.27 474 1.00
(Study CA180-032) : : : : -
(o) (36) (33) (35) (158) (050, 3.00)
70mei 58 (n=63) 66.83 214.42 204.48 377 1.00
(Study CA180-037) ' : : : -
(e (40) (36) 37) (T:38) (0,50, 3.00)
Gomey Y 557 35 | 0%
5omg§5*55}bg¥(” =22) 4152 115.00° 101.67° 407 1.00
(Bomet 180.020) (54) (44) (45) (0.99) (0.50, 3.00)
100me &7 —°(n=88) 8349 296 76° 27513 473 1.00
(50mesz) (50) (45) 48) (1.99) (050, 4.00)

° 9713“?_71 E50mgZ | 25k C2EE LIRS UL, 188, #5135 5 1ChtELIC.
© AUCo-RUAUCoTI3. S67 9 25 R B DAGAERAL CRIELI-. TECC Cla 1 2B TH .
d Stug%y CA180-009.CA180-016MUCA180-0327ZallcT—%,

en=

<RERUVRE> (k)
1. BHEEtEa R
(1) 18148
@ BE NS FFZTELTIB1EN00megE RO E T 2, 6, BEDRREICLBEEHEAT 57 1 B1E140mgE THE TE2,




| CMLRIEPh* ALLEBE(CBII B RABIE (H517—5) 13719

NAENEMH. BT REHACMLYIEPhALLEBEICYUF ZTJ%Z1070mgTRERSUCEE. HAA
CMLEBELERRIC. Y FZITFERPHICEHNEN. CmaxEER . MEFEEFERPHICE LU (Study
CA180-002.CA180-005.CA180-006),

FY9F-J7% 1E70mgT 1 H2EIRER S UIc L EDERIREBRFOEMENRE/ S X—5 (NEARKER)
p

-
Cmax (ng/mL) AUC? (ng-h/mL) tie (h) Tmax (h)
B AOFI9E AOFEE BiiTF9E rhR{ig
(ZENRE %) (ZENRE %) (FEERE) (&N, &KX
Study CA180-002 53.58 200.18 455 1.50
(n=19) ® (65) (58) (2.19) (0.17, 3.00)
Study CA180-005 67.39 205.97 5.18¢ 1.00
(n=27) °© (77) (70) (2.12) (0.650, 4.75)
Study CA180-006 101.26 £268.85 426 0.67
(n=19) © (40) (57) (2.15) (0.25, 3.00)
N

@ CA180-002TIFAUCo-12n. CA180-0058 U CA180-006 TIFAUC 100
O EMEER BATH R EICMLX (FPhTALLEE

° BITHICMLEHE

9 n=26

¢ 2MHCMLESE

‘ B EREICS S BEYENEE (Study CA180-058) 19

¥ RBAABERESE
73 EYYFTTI00me. 150meg*X(E200me* 7z 1 3 1 BRERCRS L. ANEIREZRsT UTc.

BEEEEEICYTFT 2T 100me. 1560mg*X(F200meg*7Z 1 B 1 BIREROKRS%E. 5T F Z IR PHICK
INEN MEFREISIRES#%0.5~3.3KBE CREMEEFREE (Cmax) [CREU (AN RERE)
BAABRGEZEICHYF =T 100meg. 150mgX(F200meg7Z 1 B 1 BRIEREOES Ui OZEMENREI S X —5

|ER5E Cmax(ng/mL) AUC(ng-h/mL) t1/2(h) Tmax(h)
(r:]z g)s #®%5H n BeOTSE AOIEIE B FEME rhRfE

(ZEFRE %) (ZENREL %) (RERE) (BN, &K)
1 9 139.83 537.98 477 1.0

100 (54) (83) (061) (0.5, 4.0)
14 5 137.03 499.69 575 1.0

(55) (36) (1.87) (0.5, 3.0
1 3 127.10 544.36 4.68 1.0

150 (83) (54) (0.84) (1.0.1.0)
14 4 166.43 694.90 5.04 1.0

(109) (77) (1.19) (1.0, 1.0
1 4 124.48 5956.62 7.62 1.3

500 (69) (568) “@aan (0.5, 3.0)
14 o 102.61 716.27 7.95 2.3

127) (114) (5.62) (1.5, 3.0

AUC#51HBIFAUCNRUERS 148B(FAUCTAVER S




| BB &BHE (Study CA180-009) (857 —5)17

REMADAHZNRICEYEREICKNITITBEOFEZIRT T S/t SHASIBDIORA —/\—HBRZERL
T HAEIR. HEB%R. 2EHE (985kcal) EBEE N UMKAEIER (3 19kca) BE® 302 (CH Y F =T 100megze
O 59 50D E Ul 2fEMBIREE (476) RORAEBEEE (494) DAUCIHEBRICEERL CZNZEN
14%K021%EIL. Y TF ZJDREE(CHTHIRBEDFEFID TN CHDHHDD. R LB TEEVNEER
51N/,

EMFNFIAR (IR SYMAIROYID) 18

NORADYMAIROYIVICBFD BEROKRSEOIYF I OEYZNFAEDTIEIL 1 4%~34%
THolz. ENMCHITDEMZHIMRERFRRETL TULIEL,

ﬁﬁ'IQ-E'I)

HMRZRE(ICHITDENTDDMEBIIKREL FTF ZIEMENLL DT DI ENRES NI, In vitro
ERICHOVNTC ENMERICH THY U F I ROEERHYDEBEEERF. 100~500ng/mLORESHHT
ZTNZTNKOBW RV OB THD REICHKEFELIEN DI,

o HBNS T (Svhk)=0.2D

RALDIESYNI[MCIF Y F 2T 10meg/kgzR OB SUICER. [YCIF Y F ZJEE BN UREICILE
(DR ZDH (M CRELIL TR,

’5% 1 XFAREICR (5% 1 2RHEICREREICELRE) ZIR< 2 TOEB CREREICEREL2 Y,

MmO MERRSEREF. RSRAFEICRESREICEIREUC. 858 1 NUO4RET. MREMEDHE
(F1.0CHO. MHRBEDEIFEED MO RE SN,

’5% 1 NUARETOMREFREICK T HEMPEEDLERE. KEBD DM T 1.0 ETHofch iX. 15
HENUOBICDOWVTET.0LbBNEDof,

’5%2450 1 68X CHEMMA UL EICERF U BEF. TNZ RS UCEEEDS. 1 9% U0.01%
T,

o IEIRENMICH (T DERENER (S5 h) 20

DSV [MCIFTF =T 10me/kgZzB R OKRS UCHER §BYICHITDIMRTIETREF IR 5% 85
BT, BIEOMAFREREIRSE 1 2B CRESRECRRELUC.

Fre BRIBOEMASTEEE. FTlE. BN O CREEL MR CTRBEN DfC. MM UIMRZERWVT. AR
DREEFRRERE R E S EBYDOR UERFERELDBED O,

o IEEAFESZE (in vitro) 19
SOF_JOEMEERGEEXRIF. 96N THholc. Fle . Y TF Z_TJLEEAREEDEEHF T Z R I (LHY
BMS-58269 1 (N-fZ 77 )LF I EE) DEBREEEIF. H193% Cholc,



‘ 38 (in vitro. in vivo)22

FTFZTEEICCYPIAAICIDRBEINIEMERBID S EICTDCYPIALZNTUTERS NS TDHEICH.
SYF_JRFISEVEEE/ 4+ T —EEERI(FMO-3) XUUDP-ZILoOZ )L SV A TS5 —E(UGT)
([CEDRBEND EIFZIOV—LZAVCEHER CIE. YT T Z ISR ENES LV BEEERZRUIC,

SUF_JELEBREOEEEGZRIRHEYWDAUCIEITF ZTDHSE% TH D, UTch o T CDEMRH
WEABNZIRATDCEICEIDBEINDEBIERICHEIOFTSUENEEZIOSN D o COMICHEEE
MzEUCVEWEY D EIEREEFET .

Bttt

o HEfR (BN T —5)2®

BHIDRERMABFIC[MMCI YT F = I ZBERORS U EEDRS5% 1 OHLUANT TORAR U EERRES
REHEH R (L IRHPDHIA% RO EEFRDKIBE% T ofc. RAMUEEHRICHHH S NI REL A IR ST AE
ZNZN0.1% KU 19% THofc.

o HEHERE (857 —4)11.13-15.24)

R (886 ICHYTFZT100megZz&EEROK S5 UIcEE UICHIMREE(ICE0MghU70meZ (D]
‘EUIEED &M FEEIFN3~5R/E CHhD. BIMREEICBE0Mgh 0 70meg 1 H2RIRERSUIcEED
/BT EHBIF N4~ 7R Cdhofe.

o FitH~ Dkt (5w h)20

SDS YN [4CIFTF =T 10me/kgZz B IRSUCER. [14ClFUF ZTHROITHMETEEISER
5#%8HE CCmax2.070ng eq./gIlBhEUC, FotHh MR FHRAERREDFEELE2.36~37.2THD,
HAPRANDBITHERD SN,




FERE AREER

k=

0 {ERiEF

(1) {EAKERF24-28

FREEMEFHIBDIBIEFHIER DI T ) NEEICKDIERICTM—)LENTWVDH. CMLICEWTIF. EOFT/L
BAREEPERABADPEEIEU. ABLEIGTFEBCRELGFHIMAUCBCR-ABLFASELF R DEBLREMR
(TASTIVTATEBE) DR SNTTULVD. CDBCR-ABLFASELGTFE. FOV T F—EENERITTES N
1cBCR-ABLEAEER (BCR-ABLFOY VFF—0) T4 T D, TDER. MBIED > JF ) UmZEDEEMIE
M ESNBRIFHRREIENS ISRISNCMLORREICE D Ffc. T4 5TV 74 7AiM 0240 ) ERIR
(PhTALL) ICBWTCHERRIC. BEBREATHD T4 5T IV T4 7 REMARICLDOTCBCR-ABLFOY FH—EHERMS
N AHRRIEIED Y I F ) VEZEDERICKDPhTALLDRREICE D,

BCR-ABLFOYV >+ —PIC3EENEEEMND —DHD. —DIFUVEM b S NS TF Oy VRE=ER>fle I+ )b
DFNMEEITHDEB/EAENM CHD. HOI—DIFZFDF OV VEREICHEE T DU VB HIA T DIcsHDATPHEEERL
Tohd.BCR-ABLFOYVVFF—CICATPEEENEATDE ATPHYSUVEBEZYDEIU CEBDFOY V7ZY
VEE USRS LS B D COUVEBESNICEEDN MADOEBEZ U VLT DEWVDfe R DICEDY T F)7ZR 2 G
ZEJ Do

AHF - TJ(EBCR-ABL#ESH. SRCT7=U—(SRC.LCK,YES.FYN).c-KIT.EPHARSBHNUOPDGFL
BAEOEFFOV/FF—CDF
F—BRAAVICHDATPIS ( FEERITSEEDABLEF—t ) ( EHEFBEOABL¥F —t )
EAICBVWTATPERE T DT ;
ElCEbInsFay >+ —
TOFEMZRRELZT DI I7Z
%?@6‘%25\26)0

— A DFETUVITDIER.
STOF _TIFABLFF—TRX
A2 DA-)L—THEAREIRREIC D
SAE MR (BATEEY) ST AREE(C
BEITDEEADI K XIR
ERBIEEITICKD.A-)L—TF
DBIRUARE(CH DE MR (B
BN A EISICHIERTDIE
HRESNTWVD27,

&R 28 DR Z i

(2)BCR-ABLZZTFOYYFF—EICx T HPEEFEM (in vitro) 22
|75 EBRUCEETS—BICYYFINEART ZIZERASE. BBV VRIEDBREZAIE L. |
BRUEET T — PRV T I YT ZIDEEF OV Y+ F —BEHICH I BIERERE U,
S F _TJFBCR-ABLOH#ESFSRCTP=U—+F—TE(SRC.LCK.YES.FYN).c-KIT.EPHA2EZH
ARUPDCFARBREMEE  HYF-IRUAIF=IOFOVY+F—CHREEY

L7z (ICs0=0.2~28nM), o ) ICsof® (NM)
sEFFOVVFFT—T TOF—T T
SRC 0.6 85,300
— . LCK 1.1 920
SRCT7=U—+7—F VES 04 31 000
FYN 0.2 38,200
BCR-ABL 3 790
c-KIT 22 169
EPHAZ & 17 RE
\ PDGFBZ &A1& 28 1,590




FYF I DIERERF

FEI/FTI-IE
(ATP & DFREEBAL)

FUF_ITRLUELEDLSBERIHZREIT B LICED  MEREERUBREFEICRINEL O IHIEIC
BHIRETRT

BB RFARFAZREZRIFA SR EEBAR 2 (MR ERRET) 8% B BX




0 kR E(EH

(1) BCR-ABLI&k#F ¢ A IMFRHHAR(C ST DHERFEZ1ER (in vitro)2®

B ORI YEAOEICKD A YT ZITREBEDBCR-ABLIKEF MR IMFHEMN CHHCMLIKKE62 (FREFERR B BEMlIRR) |
CML#KU-812 (BEEMi2R) . CMLARMEG-O 1 (BE#ER) . ALLARSUP-B 15 (BRIBKMRR) (CH T F ZTINIFANYF =
J7EERE B T OMRESEERZRF U,

ANFZIREEDBCR-ABLIKF 4 B IR CHCMLIRKE 62 (FREF kB BEliizR) . CMLHKU-812
(BEEHIER) . CMLMRMEG-0 1 (BE#IKXR) . ALL#SUP-B 15 (BRISRHHAR) (CW T &5 T F ZJDHRRESERAZ
AT A EIC KD Ufc, TDRER. ¥ U F =T DFBCR-ABLIKF AR AT T8I CsofElF0.087~
1.0nMTHD. sl ERA X (FIETEFEZEANERH SN,

BCR-ABL{&F$EMwHILRICEH T SHMEEZ1ER (in vitro)
p

ICsofE (NM) N
e SHF—T ANFZT
K562 CMLAE (R ERER B BoHHAER) 0.77 231
KU-812 CMLiHAE (B EEHHHER) 0.087 57
MEG-01 CMLiRE (BE#IKR) 0.28 120
kSUP-B] 5 ALL#HA3 (BROSXHHAZ) 1.0 350




(@)1 <vF I mHABLF F—EERRICH T DHBUEFEREZ{ER (in vitro) 30-31)

I 7 iEBCRABLOBAZERTAYI4— VEFEIDEINS VAT TN IcBa/FMIRICY U F — J7Z(EfT . 2O |
EERZEREI U,
FUF IR 5BBRDA N TF ZIMMEABLF I —ERXA VEEDSB. T3 15IUND 1 4EEDEEZE T
SfRRICH U ARNMRE CZDEIEZEELZ3Y,

s ! . _ o N
AIFZIMHEABLF F—EZRE 9 2 HHRRIESEREZ/EA (in vitro)

12 F — Ba/F3
—— Bcr-Abl
E255K
T —— T315I
M351T
% 0s L —a— M244V
% G250E

B
45%8 —— Q252H
B 08¢ Qe52R

%
% —e— VY253F
& 04 —— Y2B3H

t
——— E255V
—o— F317L

0.2
E355G
F359V
0
50 (nM) H396R
F486S
SOF_TRE
L )

FEABLFFT—ERAAVDEEICNA . ESICF3T 1L V379 L3B7MEUH396PDZEEZH 3 ok
(CHLTH ITF I ZOMRIEEZRREE CRELESY,




B niESER

(1)CML#AE (K562) [Cxid DHER{EA (SCIDY D R)29

A KISCIDYIURDKE FCKEB2#faZz#ELIERE D H1200~500mgEUCETIH TR S ZRIsUic. U F =T
1H1E10HE(QDX10) . 5HEKR S 2HB®RERXTY2—)L(5 on-2 of ) T.AXYFZJ(F1HI3E10H™E
EHR S (TIDX10) DAY Va—)UTROKS L. T DIBESERZRE U,

SCIDNDADKE FCKbe2ffiaZzBEUETHRETIVICYTDF ZJZ1H18(QD). S HEERKIKR S 2H
BAREOATIa1—)UCEE 1 0EREOKRSLIcECA.8~50meg/kg/BIDLEFFAEHHE CE TOEYHER
Uit

5mg/kg/BIRSEICBNTH7 1%DYIRATHERBDEOONC. ARBICBWNWCT. YU FZIFETORSE
TREFEAFZEZRU. maAE0D50me/kg/BI ChaAME (MTD) [CIEZELLED D,

CMLEES#I (K562) ([CS 2 HAESER (SCIDYYR) )
(me)
10000
1000
e 3 —— iR
% r —— YF =T ( 50mg/kg, QD X 10, 5 on-2 off)
s —— FYFZT ( 35mg/kg, QD X 10, 5 on-2 off)
o 10F —— FUF =T ( 20ma/ke. QD X 10, 5 on-2 off)
[l F —— F9F =T ( 12mg/kg. QD X 10, 5 on-2 off)
= E SHF=T( 8meg/kg QD X 10, 5 on-2 off)
([ B FYF=T ( Bmeg/kg, QD X 10, 5 on-2 off)
r ~&~ AXFZJ (150me/ke, TID X 10)
| ~&- AYFZT ( 75mg/keg, TID X 10)
0k (861/2)
r ARFZT B5H
Il Il Il |

5 15 25 35 45 55 (=)

EEBERDOBH




(2) CML#Hfa (K562) SHERBHEE S )VICH I DHESZ{EA (SCIDY D X) 32

7 &iDayO(C2x 1 05EDKE621HkE Y I ADBEERICEIEL. Dayb LR 5ERIELIZ. ¥ U F = J@5me/ke/E
#1828 (BID)X10DRT Ya1—)LT.AXF=J1F150me/ke/EEBIDX 100D Va1—)LTROZLSL. B
XD ZADEFHICRE T EZRUBON R L BRI U,
KEB2MRBEEENBIEYDAIC. YU F = Tbme/ke/@% 1 H2EIND AT Y2—)LC108/E (BIDX10)##O#%
SURECD I TFIRSEH CIIEFHBENNRED 1 75%[CERICERUZ (p<0.01. —fx{EWilcoxon
RE) o

e N
K56 2#fikataEANTBHE~Y DU A DEZHIRI (Kaplan-Meier;Z)

(%)
100 1~

-0- 18 (n=7)
-@- Y HF=TJ5mg/ke/EBIDX 10 (n=5)

11 -8 (YF=J150me/kg/BRBIDX 10 (h=4)
60 -
)
[
40 L

20 —

N N O S S N R S )
SUFZINFAXYFZTD
£B5H l

5 15 25 (8)
EZEEIOISE




E—

ZEMFIBFHBRICOVT—EDIN vitrost BRSSO RUT T F ZIDDMERICKEITHEZRE FOY)L7ZHA
WeT UXRMU—RERSD ICKDREIUTc. T I T F ZTDDMER. ik KEHER FRBRICKIFT I
L7 )LDE4EER (GLPER) DR CREET LIS,

ZTORBR YT FZITRFQATERICEIT Bin vieroDFHIEFEERR CHDHNERGKRUPUrkinjefRitstERICH T, iz
KCOREEICHLUCERE TS DBDDIKIZZREKFNICEEL. FITEFEBAFRREZERIBIch. £
D DEER ClF K ICRIBEF DT EFFROSNIED ol

« 3 Y
) B (uM)
E\l 8 7— . = 1 | _ .
;ma{gﬁ% C E’J;%f/ 5% s %{ KR T RERE,
=l ZINIYL ﬁﬁ%(mg/kg)
SR A FF — in vitro 10uM — AHFZTJE10uM(4.9ug/mL) DEE TSR/ AENOA
PR IUROEER T RIS SR LR = e e
3 (REE<A6%). 1=, FLF LIV TRFS—U5E i
[T BRAEE DR Do (EE< 109%)*,
ENNERGF % - in vitro 0.3.10. - FHFZIE3, 1080B0uM(E41.5.498014.6ug/
JVENS VR T T 30uM mL) DEETIKIZZFNZFN6.1+1.2%.36.5+6.3% K
HSRUI-E RBA R 076,844, 59AE LI (N=3) , A EBNSEE Lz ICso
=hitlie) BlF14.3uM(7.0ug/mL) Téholc.
iy == — in vitro 0.3.10. — AHFZJIF30uM(14.61ug/mL) DEETAPDso%
Purkinjefzit 30uM 261+5%. APDoo% 1 1+£0%iEE e,
==Y )b/ O/ 0. 10mg/kg IR/ FYFZT10mg/kgDEEIROKSE. 2B IChizh
FUANI—E | nmoqoL | woes 23 | IR OE M AR S B L Z N 2N
5~15%N08~2 1%&EMIc_ FRE Uz,
ECGHIY 3 QT A R D LB D e
DMER L/ @y 0.15.05. | Wi/ | 95F —JImEd Bz tERHO D e
PR | h=oP)L | BERS | 4Bmegkg | ®2
FREER
&

hERG:k~ether-a-go0-goRSEE LT

IKriDE AU BB

APDs0:50% B RIS D E BN B AT

APDg0:90% B D1 REF(D;E EN B AR

QTR QEDBEH O THRDIE T FE TODIFE

FRBR AL FrRINDUAVNEE R OBEREMECDWVTIEE0%L EDREN FBAD RO SNBEE B RIFEREHRUE,




L

(1) BEg 55 14H5RSe-37)
ZyhDEBEOROKZSHE CIFIRSEI0Me/ke CRBMFRIF CHD. EELFHIFHOIUEINOIEN 8BS
£100MU'300me/ke ClFEEFSFHENREIREUIETHIBERHONZE7,
FIVOEBEEROKSHETCIIIRSE25meg/kg ((FHAUC:H,373ng-h/mML) FTOERBFMEFEROHO NI, &
FIEHFEE(F2EMe/keTH . I E5845me/kg (FHHAUC: 7,77 1ng-h/mLLLE) TIdEELSENFRIRL.
FEUTHESREE (A KR BEREDELX)DEHICTXIF2HBICFTADLHF SN, EDHIEE(F
25mg/kgt4bme/keDEEHTE S N8,

e Y
.| msE Bk BRI DEGER _
B | BSTE | (ngng | PPRE | smms | gre/gamm) EEHR
SDSwhk BmEE0 | O 1#10 30me/kg | 100me/ke 2B 5B THRIE. HEDEN BT BAE
30 110 oomare 1| R BRER BREHAEEAO NSO
100 ) Miﬁ g =M GRS, I BHEDZ(L) . BeS
300 e, (BSEMEERA) RO REEDEM (0
JSEL B BRROU ) I GRIEE) DR
BT || i,
BO?mg/ K& || 4e58100me/kell ECOBDHMEZE
=T REIEAE. ORI E R ORI RO
oL DR
A= | msEn | o0 2 oSma/ke | 25~45ma/ke | RRSETHEOEMNRDSNC,
15 I2 _ B 58o5me/kell F RO (BE. Bk
o5 [45”18/ ke ] . IfE) KRR . U CREE DB (5
45 2BIVIERR RO DU ) ERAGEE) DSz,
B 5845me/ke CBIDRE RSN
=1,
&




(2) RiERSE MRS 4

SYbROTILDFELREROKRSEMERELUC. | hHABKRSHBEZOHERS®2BEREDORESRIES
AT I2—)LCT. SvhOenRERSHEZERRSAT I1— )L CERUIZ. TILDOHBBERER SE MR
BRIFEHRSRAT Y1— )L CRIBUED BEFIRSE CHOBLaEMDERLcCEND KRERTYa1—)
ZEEFIRSICEBUIZ. CNSDFERDIABMEF NCDEHDTH ol

P
oLy

RETE/
HARE]

®’58
(mg/ke)

ELE 0
B

2

SDSwh

SEHIRO/ 11 B—

0
0.9
15
25

H15
15

0.9mg/kg

58 15mg/kg (FHAUC:937ng-h/mL)ZE

THUCREMED RSO SN,

KRE5815mg/kgd L CTH(baEE (BDZE(E. B

BOWM. FHEDZ(L) . BBEEE (S EMaL
BN ROV (REsBOSEE (RN UEEDOU
> EAEB) iS5z,

o 5825me/kg (EF¥JAUC:1315~1737ng-

h/mL) T3 1 OB R Ul SBINIET- X S8 B
BENGBEBMRUOUVIINREBBEDOHENTERE
EZ 5N

SDZwh

SEmE /60 B

0

1.5

4
15/10/82

#25
125

1.5mg/kg
BT

EREECHLREEE N UM MEEBERDOZEHYE

RN INSORERHMFAHZ(LDHIREE R
URREFASKEFEN THD. AEICKD—EBEIEL
. DIREEDEMAHSN T,

H584me/kg (EFHAUC:416ng-h/mL)ET

BEMEDERHSN .

FRE5E4mg/kgll ETHRIRIRD IO MEINYER

-y Vel

#5815/10/8mg/kg (FHHAUC:EE 1~

1335ng-h/mL) TIEHILEESFMHEICRDIEIFIR
[0 : 728y oI AW EN B E =y Ay gV e

A=TATF)U

SEHIRO/ 11 B-

g4
14

b5mg/kg

$585meg/kg (FHAUC:206ng-h/mL) L E

TEOZE{ENHFSNC,

58 15mg/kg(F¥HAUC: 1053~1162ng-

h/mL) Tt B3 E(CHR  NEYDFTE. EhE
ROMIBRDU ) GRS B DRSS N,

FRE(CRHELIc2 TOELIFE W TH oI,

NZOAF)L

SRR/ 90 B

3/2°
10/6/4.5¢

%6
1t#6
(BR5E88Y)

Tmg/kg
Rt

58 1me/kg (FHAUC:54~56ng-h/mL)

THEORESHRICTE MR H LN F
RUrcfedx S5z —RHiiLic.

FREBIMg/kgl ECERRERE CHDE
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