
2

17 11 1

2.5mg

12 7 11
14 5 28

1 2.5mg

1

C17H11N5

285.30
4,4’-[(1H-1,2,4- -1- ) ]

17 8 1 0801003



2



3

17 11 1

2.5mg

12 7 11
14 5 28

1 2.5mg

15 2 19

1 1 2.5mg
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17 11 1

1

1mg
2.5mg

12 7 11
12 7 11
14 5 28

1 1mg
1 2.5mg

1 1 1mg
14 5 28 2.5mg

1 1 1 2.5mg

1 1 1 2.5mg

17 8 1 0801003

16 4
1

2 14 11 7 3734
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12 7 11 1 1 1mg 1mg
1 1 2.5mg

1 1 2.5mg
AR/BC2, AR/BC3, P02, P025, FEM-INT01 14 11 7

3734 p39

2.5mg 14 11
7 3734 p46

2.5mg pharmacokinetics pharmaco-
dynamics

2 CFEM345F1101 CFEM345F1102
1 CFEM345F1201 14 5

28 2.5mg
CFEM345F1201 31

2.5mg 0.5mg 1mg 2.5mg
1 1 2.5mg

ARI003 ARI004 CFEM345F
1102 AR/BC2

12
0.5mg 2.1

2.5mg 1.6

CYP2A6
CYP3A4 CYP2A6

1 20

10mg AR/ET1

1 1 1 2.5mg

3 14 11 22

1mg 2.5mg
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1mg
2.5mg

2.5mg
0.5mg 2.5mg 1mg
2.5mg 2.5mg

1mg

1mg 2.5mg

CYP2A6

2.5mg

2.5mg

1mg 2.5mg
10mg 2.5mg 10mg

1 1 2.5mg

1 1 2.5mg

2.5mg 1mg
2.5mg

CYP2A6

4 15 2 19
14 11 22
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1 1 1 2.5mg 2

2.5mg

4 CYP2A6
CYP3A4 CYP2A6

CYP2A6 2.5mg

1mg 2.5mg

0.5mg 2.5 mg 
1mg

2.5mg

1

CYP2A6

1 1 2.5mg

2.5mg
2.5mg
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ng/mL 3060ng h/mL 504
t1/2 slow metabolizer 135.6h

extensive metabolizer 57.1h

CGS20267 CFEM345F1104
2.5mg 28 CFEM345F1102

CYP2A6
10 Invader

copy number assay PCR-Invader CYP2A6
1102 CYP2A6

10 CYP2A6*1A/*1B 1 *1A/*9 2 *1B/*1B
1 *1B/*4 2 *1B/*9 2 *4/*7 1 *4/*9 1

CYP2A6*4 CYP2A6*7 CYP2A6*9
slow metabolizer 2 CYP2A6*4/*7 *4/*9 1

CYP2A6*1B/*4 CYP2A6*4 CYP2A6*4
Cmin

174.2ng/mL 107.5ng/mL Cmax AUC0-24 CYP2A6*4
4 195.4ng/mL 4260ng h/mL CYP2A6*4

6 122.9ng/mL 2655ng h/mL CYP2A6*4
0.621L/h CYP2A6*4

1.033L/h 72
t1/2 CYP2A6*4 249.5h

CYP2A6*4 77.8h
slow metabolizer extensive metabolizer

Cmin Cmax AUC0-24 72
t1/2 slow metabolizer 2 extensive metabolizer 8

slow metabolizer 2
extensive metabolizer 8

CGS20267 CFEM345F1202
2.5mg CFEM345F1201

CYP2A6
20 Invader copy 

number assay PCR-Invader CYP2A6 1201

CYP2A6*1A/*1A 2 *1A/*1B 3 *1A/*7 2
*1B/*1B 1 *1B/*4 3 *1B/*7 1 *1B/*9 2 *4/*9 3 *9/*9

2 *9/*10 1
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slow metabolizer 6 CYP2A6*4/*9 3 *9/*9
2 *9/*10 1
CYP2A6*1B/*4 CYP2A6*4 6 CYP2A6*4 14

11 1201

CYP2A6*4 Grade 1 66.7% Grade 2 16.7%
CYP2A6*4 Grade 1 64.3% Grade 2 21.4%
Grade 1 63.6% Grade 2 18.2% Grade 3 9.1%

CYP2A6*4
CYP2A6*4 28

:ng/mL 20 CYP2A6*4
CYP2A6*4

31 CYP2A6*4/*9
1201

CYP2A6*4 CYP2A6*4

4  161 79 6  133 44 13
8  151 98 5  142 61 14
12  206 142 6  145 49 12
16  188 72 5  138 49 12
20  222 96 5  140 44 9
24  221 106 5  127 67 10
28  242 136 4  153 64 9

slow metabolizer 6 extensive metabolizer 14
11 1201 slow metabolizer

66.7% extensive metabolizer 64.3% 72.7%
slow 

metabolizer extensive metabolizer 28
28

slow metabolizer

slow metabolizer extensive metabolizer

4  210 34 6  110 29 13
8  232 37 5  113 47 14
12  272 102 5  124 43 13
16  213 35 6  120 39 11
20  250 68 4  137 52 10
24  269 57 4  118 62 11
28  258 131 4  146 55 9
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CYP2A6*4 32 18
42.8 53.1 72.2% slow metabolizer 18 extensive 

metabolizer 21 55.6 47.6%
slow metabolizer extensive metabolizer

slow metabolizer extensive metabolizer Grade 1
Common Toxicity Criteria(CTC) 1993

Grade 3 CYP2A6*4 2
1

CYP2A6*4 CYP2A6*4 40
:ng/mL

CYP2A6*4 CYP2A6*4

CYP2A6*4 CYP2A6*4

4  253.4 35.4 7  130.0 66.0 31
8  299.4 54.2 7  151.1 72.6 30
12  313.4 36.0 6  168.8 77.5 30
16  307.8 32.4 5  183.5 98.0 20
20  310.4 40.9 4  184.2 101.4 13
24  259.1       1  193.4 114.8 12
28  195.1 146.7 8
40  238.4 206.6 4

slow metabolizer extensive metabolizer 40
:ng/mL slow metabolizer

20 extensive metabolizer
24

slow metabolizer extensive metabolizer

4  212.6 63.2 18  98.8 42.8 20
8  247.4 78.2 18  114.5 39.3 19
12  255.9 84.3 17  136.5 49.5 19
16  259.7 103.7 14  143.0 49.9 11
20  263.3 108.6 10  143.3 44.1 7
24  266.9 129.1 6  139.7 47.1 7
28  284.2 169.1 4  106.0 21.8 4
40  388.9 192.5 2  87.9 19.4 2

CYP2A6
CYP2A6
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CYP2A6*4 CYP2A6*7 CYP2A6*9 CYP2A6*10
slow metabolizer

CYP2A6*4 1
CYP2A6*4 CYP2A6*7 CYP2A6*9 CYP2A6*10

CYP2A6*4 CYP2A6*1A CYP2A6*1B
CYP2A6*4

CYP2A6*4
CYP2A6*7 CYP2A6*9 CYP2A6*10

CYP2A6*4 slow metabolizer
CYP2A6*4

slow metabolizer extensive metabolizer
2 slow metabolizer extensive 

metabolizer 4 8 CYP2A6
CYP2A6*4/*4 2 3

CYP2A6*11
CYP2A6*11

CYP2A6 1/2
CYP2A6

CFEM345F1202 1203 CYP2A6 slow metabolizer
extensive metabolizer

extensive metabolizer 35
AR/BC3 162

extensive metabolizer 49.9 203.5ng/mL 8.3
188.0ng/mL
CYP2A6

2.5mg/ CYP2A6
CYP2A6*4 1 12

CYP2A6*4/*4 4
CYP2A6*4

12 CYP2A6*4
13 13
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2.5mg 1 1

20 7.5
5 80 47

58 1

57
57.0

43 78 Body Mass Index 23.1 16.6 29.8 / 10 /47 PS 0
51 PS 1 6 ER PgR 34 59.6 ER

PgR 23 40.4 18
31.6 39 68.4 18 31.6

9 15.8 30 52.6 34
59.6 17 29.8 6 10.5

0 24 8 14.0 24 39 68.4 10
17.5 168 26 364

2000 9 ( 14 )

Clinical Benefit CR PR NC NC
24 NC

National Cancer 
Institute -Common Toxicity Criteria 1993 NCI-CTC Version 1.0

CYP2A6

21.1 12/57 95 11.4 ,
33.9 Clinical Benefit 36.8 21/57 95 24.4 , 50.7

140 140
54 54/57 94.7

51 51/57 89.5 29 50.9
29/57 10

6 10.5 8 14.0 18 31.6 12 21.1
ALP 9 15.8 ALT 8 14.0

AST 7 12.3 7 12.3 6 10.5
Grade 3 Grade 3/4 4 /1

Grade 3 2 Grade 3 1 Grade 3 1
Grade 3
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p20

National Cancer Institute NCI PDQ® Physicians Data 
Query, NCI’s comprehensive cancer database, http://www.cancer.gov/cancertopics/pdq/

peer-reviewed summaries
PDQ®

1
TAM

J Clin Oncol 21: 2101-2109, 2003
TAM 32  vs. 21 , p=0.002 9.4

 vs. 6 , p<0.0001
34  vs. 30 , p=0.53

2001 -14 P25
14 11 7 3734 p43

TAM 2 megestrol acetate MA

MA
2 J Clin Oncol 16: 453-461, 1998 J Clin Oncol 19: 3357-3366, 2001

-10 -12 14 11 7
3734 p39 p41

1 Ann Oncol 9: 
639-645, 1998 -11 14 11 7

3734 p40
TAM

5

N Engl 
J Med 349: 1793-1802, 2003
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National Comprehensive Cancer Network NCCN

2005 2 2005 5 31

1

TAM 5 4 6 5

TAM 2 3
3

American Society of Clinical Oncology, ASCO
ASCO

ASCO
Technology Assessment 2004 J Clin Oncol 23: 619-629, 
2005

2004
TAM 2 3 TAM 4 6

TAM 4 6

TAM

TAM

LH-RH

14 11 7 3734
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TAM 5 NCIC CTG MA.17

TAM 5 NCIC CTG MA.17
5

QOL
2.4

0.57 95 0.43, 0.75 p=0.00008

N Engl J Med 349: 1793-
1802, 2003

2005 30
2.4 J Natl 

Cancer Inst 97: 1262-1271, 2005 4 94.4
89.8 4.6

0.58 95 0.45, 0.76 42
0.82

95 0.57, 1.19 p=0.3

4.9
3.6 p=0.019

2005 5
TAM IBCSG 18-98/BIG 1-98

BIG 1-98 TAM 5 5 TAM 2 3
2 TAM 3 4

TAM 5 5
TAM 2 3 2

TAM 3 TAM

8028 18 8010
4003 TAM 4007 133 1.66

25.8
0.81 95 0.70, 0.93

p=0.003
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20.3  vs. TAM 12.3
43.5  vs. TAM 19.1

Grade 3 0.8  vs. TAM
2.1 p<0.0001

2.1  vs. TAM 1.1 p=0.0003
244 TAM 164

1.42 p=0.0006
0.40 P=0.087

IBCSG 18-98/BIG 1-98 25.8

TAM

TAM

TAM 5
TAM

2
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CYP2A6 6.1

1 1 2.5mg

1 1 1mg

2.5mg
2.5mg

2.5mg

2.5mg 1 1 2.5mg

CFEM345F1203
CR PR

clinical benefit CR PR NC
2005 4 21.1 12/57
95 11.4 , 33.9 clinical benefit 36.8 21/57 95
24.4 , 50.7 2.5mg

CFEM345F1201
29.0 9/31 clinical benefit 54.8 17/31

2.5mg AR/BC2
24.1 AR/BC3 19.5

2.5mg

CFEM345F1203
168 26 364

140
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CFEM345F1203 57

1mg

CYP2A6
2.5mg CYP2A6

31.6

Periodic Safety Update Report, PSUR
PSUR 7 2000 8 2001

7 Addendum Report 2001 8 2004 12

2005 5
TAM IBCSG 

18-98/BIG 1-98
TAM

TAM 5 NCIC CTG MA.17
2.4

14 11
7 3734 p49

MedDRA PT
5 3

2
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14
11 7

14 11
7

2 10

BIG 1-98 TAM
NCIC CTG MA.17

TAM

TAM
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14 11 7 3734

2.5mg

3

BIG 1-98 NCIC
CTG MA.17

14 11 7 3734
p53 54
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GCP
1mg 2.5mg

14 11 7 3734
p51

8.

6

1mg
2.5mg

1 1 2.5mg

1
6

2
6

3

1

2
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3


