
 

 

 

24 11 13  

  

 

 

 

 
 

BP 

/  

 

24 2 29  

1 80 mg 5 mg

 

6 8

 

 

 



 

2 
 

 

24 11 13  
 

BP 

/  

 

24 2 29  

 

BP

BP

 

BP

 
 

 

1 1 1 / 40 mg/5 mg 80 

mg/5mg  

 



 

3

1

24 10 2

BP

/

24 2 29

1 80 mg 5 mg

1 1 1 / 40 mg/5 mg

80 mg/5 mg

2010 AP

1.

AMLB 20

2010 7

40 mg 5 mg T40/A5 mg

AP T40/A5 mg T80/A5 mg

T80/A5 mg 20

T80/A5 mg

T80/A5 mg

AMLB 2012 9 70

2009 10 2010 10 T40/A5 mg T40/A10 mg T80/A5 mg

T80/A10 mg
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2.  
 

 

AML

BA 1235.18 enzyme-linked immunosorbent Assay ELISA

1235.27 BE 1235.28

- 1235.18 1235.27

1235.28 0.3 ng/mL 0.5 ng/mL 1.0 ng/mL AML

HPLC-MS/MS

0.05 ng/mL  

 

 

1 T80/A5 mg 80 mg AML 5 mg BA

1235.18 5.3.1.2-2  

30 T80/A5 mg 80 mg AML 5 

mg T80 mg+A5 mg BA 2 2

14 1

AML

 

T80 mg+A5 mg T80/A5 mg

Cmax - AUC0-tz

90% 1.165 0.967 1.405 1.025 0.961

1.094 AML Cmax AUC0-tz 1.021 0.978 1.066 1.039

1.001 1.080  
 

2 T80/A5 mg T80 mg+A5 mg BE 1235.28

5.3.1.2-1  

64 T80/A5 mg T80 mg+A5 mg

BE 2 4 14

2 1

 

T80 mg+A5 mg T80/A5 mg Cmax AUC0-tz

90% 0.972 0.872 1.083 1.009 0.977 1.042

 

 

3 1235.27 5.3.1.2-3  
32 16 T40/A5 mg T80/A5 mg

2 2



 

5

14 T80/A5 mg

T80/A5 mg Cmax 588 173 

ng/mL AUC0-tz 3,080 1,950 ng h/mL t1/2 22.5 25.2

Cmax tmax 1.00 3.00 AML Cmax 3.59

3.71 ng/mL AUC0-tz 139 145 ng h/mL t1/2 39.0 39.0 tmax 6.00

6.00 Cmax AUC0-tz

90% 0.294 0.227 0.382 0.632 0.553

0.723 AML Cmax AUC0-tz 1.033 0.988 1.080 1.047

0.998 1.097

1 T80/A5 mg BE

BA 1235.18 T80/A5 mg T80 mg+A5 mg AML BE

1

AML

AML Cmax %

1

AML

AML

AML

AML

BA 1235.18

T80/A5 mg BE

18 11 24 1124004

BE AML Cmax AUC0-tz

90% BE BE 0.80 1.25

T80/A5 mg AML BE

AML 1

BE 1235.18

BE 1235.28 Cmax AUC0-tz

90% BE BE 0.80 1.25
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T80/A5 mg BE

2 T80/A5 mg

T80/A5 mg

40 mg

T40/A5 mg T40/A5 

mg AP

T80/A5 mg

T80/A5 mg

AP

4 2 1

2 9 BE

2.

1 T80/A5 mg T80 mg+A5 mg BE 1235.28
5.3.1.2-1 20

T80/A5 mg T80 mg+A5 mg BE

64 T80/A5 mg T80 mg+A5 mg 2

4 1 14 1

31 32 21 31

2

1 80 mg 1235.36

5.3.5.1-1 20 20
80 mg

T80/A5 mg 80 mg
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4 80 160  

8 20 mg 2

40 mg 2 80 mg 4 1 1

8 T80/A5 mg 80 mg 1 1  

Visit 1b DBP

95 mmHg 28 90 mmHg

114 mmHg 2 Visit 2 4 Visit 3

Visit 4 DBP 90 mmHg 114 mmHg Visit 1b 2 3

4 SBP 200 mmHg 20

 

197

174 T80/A5 mg 87 80 mg 87

1 0 1 1

173 87 86

3 1 2 T80/A5 mg 1

80 mg 1  

8 Last Observation Carry-forward

LOCF DBP

8 LOCF 8

LOCF SBP 1  

 

1 8 LOCF mmHg  

 

DBP SBP 

T80/A5 mg  
N=87  80 mg  

N=86  

T80/A5 mg  
N=87  80 mg  

N=86  
a 98.03±6.03 98.46±6.74 143.70±13.80 144.31±14.52 

8 a 85.62±8.48 95.16±8.85 125.28±13.24 140.63±15.35 
b 12.28 

10.83 13.72  
3.14 

1.69 4.59  
18.37 

16.20 20.54  
3.49 

1.31 5.66  
b  9.14 7.09 11.18  14.88 11.82 17.94  

a ±  
b 95%

 
 

T80/A5 mg 13.8% 12/87

80 mg 16.1% 14/87 2%

2  
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2 2%

T80/A5 mg
N=87

80 mg
N=87

13.8 12 16.1 14
5.7 5 2.3 2
0.0 0 2.3 2
0.0 0 2.3 2
0.0 0 2.3 2

%

80 mg 1

5%

clinically significant abnormalities CSA T80/A5 mg

8.1% 7/86 80 mg 8.1% 7/86 3.5%

3/86 5.8% 5/86 1.2% 1/86 5.8% 5/86

2 T80/A5 mg T40/A5 mg 1235.37 5.3.5.1-2

20
T80/A5 mg T40/A5 mg

8

100 200 T40/A5 mg

DBP 90 mmHg 90 mmHg

12 20 mg 2

40 mg 4 T40/A5 mg 6 1 1 8

T80/A5 mg T40/A5 mg 1 1

Visit 1b DBP 95 mmHg 28

90 mmHg 114 mmHg 2

Visit 2 6 Visit 3 DBP 95 mmHg 114 mmHg

Visit 4 DBP 80 mmHg 114 mmHg

Visit 1b 2 3 4 SBP 200 mmHg 20

292

225 T80/A5 mg 112 T40/A5 mg 113

20 30 1 0 1

1 224 112 112

3 1 2 T80/A5 

mg 1 T40/A5 mg 1
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8 LOCF DBP

8 LOCF SBP

3

3 8 LOCF mmHg

DBP SBP
T80/A5 mg

N=112
T40/A5 mg

N=112
T80/A5 mg

N=112
T40/A5 mg

N=112
a 90.11±6.71 90.65±7.96 133.73±10.59 134.49±13.61

8 a 85.27±8.49 87.12±8.08 128.33±12.92 130.93±12.18
b 4.93

3.73 6.13
3.47

2.27 4.67
5.55

3.77 7.33
3.41

1.62 5.19
b 1.46 -0.22 3.14 2.14 -0.36 4.64

a ±
b 95%

 

T80/A5 mg 17.0% 19/112

T40/A5 mg 23.0% 26/113 1%

4

4 1%

T80/A5 mg
N=112

T40/A5 mg
N=113

17.0 19 23.0 26
5.4 6 5.3 6
1.8 2 1.8 2
0.9 1 1.8 2
0.9 1 1.8 2
0.0 0 1.8 2

%

T80/A5 mg 1 T40/A5 mg 1

T80/A5 mg 1

T40/A5 mg 1

5% CSA

T80/A5 mg 8.0% 9/112 T40/A5 mg 5.5% 6/110

5.4% 6/112 1.8% 2/110

3 1235.16 5.3.5.2-1 20 20

T80/A5 mg

7 240

200 T40/A5 mg 140 T80/A5 mg 60
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1235.13 1235.14 1

T20 mg+A5 mg  

T20 mg+A5 mg 2 T40/A5 mg 6 1 1

DBP 90 mmHg T40/A5 mg

T40/A5mg DBP 90 mmHg T80/A5 mg T80/A5 mg

8 1 1 T40/A5 mg T80/A5 

mg 1 1 40

T40/A5 mg T80/A5 mg T80/A5 mg T40/A5 mg

T80/A5 mg ARB

CCB  

1 259 T40/A5 mg

211 T80/A5 mg 48

3 3 0 DBP

1 1 0

DBP 255 207 48

1 259

9 6 3 250 205 45

8 5 3  

DBP 1 T40/A5 mg T80/A5 mg DBP

DBP 90 mmHg 16 8 91.8% 190/207

52.1% 25/48 56 92.8% 192/207 66.7%

32/48

T40/A5 mg 17/211 8.1% T80/A5 mg 1/48 2.1%

T40/A5 mg 4/211 1.9% T80/A5 mg 15/48 31.3%  
 

                                                        
1 40mg 1235.14 AML 5mg 1235.13

T40/A5 mg T40/A5 mg  
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1

DBP LOCF  

 

T40/A5 mg 77.3% 163/211 T80/A5 mg

77.1% 37/48 3% 5

 

 

5 3%  

 T40/A5mg  
N=211  

T80/A5mg  
N=48  

 77.3 163  77.1 37  
 43.1 91  41.7 20  

 8.5 18  4.2 2  
 5.7 12  6.3 3  
 4.7 10  0.0 0  

 3.8 8  2.1 1  
 3.3 7  4.2 2  

 3.3 7  2.1 1  
 3.3 7  0.0 0  

 1.9 4  4.2 2  
 0.9 2  4.2 2  

 0.5 1  4.2 2  
 0.5 1  4.2 2  

 0.0 0  4.2 2  
 0.0 0  4.2 2  

 0.0 0  4.2 2  

%  

 
 

 
 

0  

 
 

16  

 
 

8  

28  56  
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T40/A5 mg 9

T80/A5 mg

3

T20 mg+A5 mg 4

T40/A5 mg 3

T40/A5 mg 2 T80/A5 mg 3

5% CSA

T40/A5 mg 16.3% 34/208 T80/A5 mg 12.5% 6/48

7.7% 16/208 10.4% 5/48 3.4% 7/208 14.6% 7/48

3.8% 8/208 8.3% 4/48

1 T80/A5 mg

T40/A5 mg T80/A5 mg T80/A5 mg

2009 JSH2009

ACE ARB

T80/A5 mg 80 mg

T40/A5 mg 40 mg AML 5 mg

T40/A5 mg

40 mg AML 5 mg AML

AML 10 mg 20

40 mg

80 mg AML AML 5 mg

40 mg % 80 mg % 40 mg

80 mg AML 5 mg

T40/A5 mg T80/A5 mg

T40/A5 mg

T80/A5 mg

1235.36 80 mg 4 DBP 90 mmHg

T80/A5 mg 80 mg 1 1 8

T80/A5 mg 80 mg DBP 9.14 

mmHg SBP 14.88 mmHg

T80/A5 mg 80 mg

T80/A5 mg 80 mg
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1235.37 T40/A5 mg 6 DBP 80 mmHg

T80/A5 mg T40/A5 mg 1 1 8 T80/A5 mg

T40/A5 mg DBP 1.46 mmHg

SBP 2.14 mmHg T80/A5 mg

T40/A5 mg  

1235.16 1235.13 1235.14 T20 mg+A5 mg 2

T40/A5 mg 6 1 1 DBP 90 mmHg

T80/A5 mg 1 1 1235.16 8 56

 
 

T80/A5 mg 80 mg

T80/A5 mg T40/A5 mg T80/A5 mg

T80/A5 mg

 

 

1 1 1 / 40 mg/5 mg 80 mg/5 mg

 

 

 

 

 

 

40 mg 1 1 1 20 mg

1

80 mg  

 

 

2.5 5 mg 1 1

1 1 10 mg  

 

AP / 40 mg/5 mg

40 mg 5 mg

 

BP / 80 mg/5 mg

80 mg 5 mg

 

80 mg 

40 mg 5 mg  
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AP 

/ 40 mg/5 mg

 

 

 

80 mg AML 5 mg 1235.36

T80/A5 mg 80 mg

1235.37 T80/A5 mg

T40/A5 mg 1235.36 1235.37

1235.16 T80/A5 mg 80 mg

T40/A5 mg T40/A5 mg T80/A5 

mg 20 mg

T40/A5 mg T80/A5 

mg T80/A5 mg

AP

 

 

2  
1  

T80/A5 mg

MedDRA PT

T40/A5 mg T80/A5 mg

5 1235.36 1235.37 1235.13 1235.14 1235.16

T80/A5 mg

0.8% 2/264 1 T40/A5 mg 2.7% 18/667

9 5 2 1

40 mg 80 mg AML 5 mg

0.8% 4/507 3 AML 5 mg 3 1 AML 

5 mg 1 T80/A5 mg 1235.37

T80/A5 mg

T40/A5 mg 40 mg

80 mg AML 5 mg

T80/A5 mg  

 

T80/A5 mg T40/A5 mg

40 mg 80 mg AML 5 mg
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T80/A5 mg T40/A5 mg

T80/A5 mg T40/A5 mg 40 mg

80 mg AML 5 mg

1 T80/A5 mg

T80/A5 mg

T80/A5 mg T40/A5 mg

T80/A5 mg

AP  

 

2  

5 1235.36 1235.37 1235.13 1235.14 1235.16

ARB

CCB MedDRA PT

T80/A5 mg

0.4% 1/264

T80/A5 mg

T40/A5 mg AML

T80/A5 mg 1.5% 4/264

T40/A5 mg 0.7% 5/667 AML 5 mg 0.4% 1/262

40 mg 80 mg

T80/A5 mg

T40/A5 mg AML 5 mg

T80/A5 mg  

2011 5 AP

3 2011 10 15

825 19

1

 

T80/A5 mg 80 mg

T40/A5 mg T80/A5 mg

 

1235.36 1235.37

T80/A5 mg 2 80mg

T40/A5 mg
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AML

1235.1 1235.5 1235.29 1235.31 T80/A5 mg 2%

T40/A5 mg 80 mg

T80/A5 mg 2.6% T40/A5 mg 2.9% 80 mg 0.7%

2.3% 3.8% 0.7%

T80/A5 mg 80 mg T40/A5 mg

T80/A5 mg

 

T80/A5 mg

1 T80/A5 mg

1

1 1235.5

AML 5 mg 35 T40/A5 mg 53

1235.5 1235.7 T40/A5 mg 26

T80/A5 mg 65 3

T80/A5 mg

T80/A5 

mg T80/A5 

mg CCDS

T80/A5 mg  

 

 

T80/A5 mg

T40/A5 mg 40 mg AML 5 mg

T80/A5 mg

T80/A5 mg T80/A5 mg

AP

 

 

3  

T80/A5 mg
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1

1 40 mg

AML

AUC

T80/A5 mg

AP /

40 mg/5 mg  
 

1

40 mg AP

/

40 mg/5 mg

AP  
 

4  

T80/A5 mg

AML

AP T80/A5 mg

3.0 mg/dL

 

1235.36 1235.37

 

1235.36 1235.37

eGFR eGFR 90 mL/min/1.73 

m2 eGFR 60 mL/min/1.73 m2 90 mL/min/1.73 m2 eGFR 30 

mL/min/1.73 m2 60 mL/min/1.73 m2 eGFR 30 mL/min/1.73 m2

T40/A5 mg

80 mg T80/A5 mg

 
 

T80/A5 mg
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T40/A5 mg 80 mg

AP  

 

5  

T80/A5 mg

5 1235.36 1235.37 1235.13 1235.14 1235.16

T80/A5 mg 65 28.5% 67/235 65

27.6% 8/29 T40/A5 mg 65 41.1% 218/530 65 42.3%

58/137 40 mg 80 mg AML 5mg

65 25.1% 104/415 65 25.0% 23/92

T80/A5 mg 65 0.9%

2/235 65 0% 0/29 T40/A5 mg 65 2.6% 14/530 65

2.9% 4/137 40 mg 80 mg AML 5 mg

65 0.7% 3/415 65 1.1% 1/92

T80/A5 mg 65 65

65 T80/A5 mg

AP  

 

65

65 80 mg AML 5 mg

 

 

3  

T80/A5 mg AP

T80/A5 mg AP

AP T80/A5 mg

AP T80/A5 mg

T80/A5 mg AP

T80/A5 mg

T80/A5 mg  

AP 2014 10

T80/A5 mg

T80/A5 mg

AP

AP
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T80/A5 mg

1 1,000  
 

AP

T80/A5 mg

AP

AP T80/A5 mg

AP

T80/A5 mg

T80/A5 mg

 
 

 

1.  

 

 

2. GCP  

5.3.5.1-1 5.3.5.1-2 GCP

GCP

 
  

 

T80/A5 mg 80 mg

T80/A5 mg T40/A5 mg

AML T40/A5 mg

80 mg AML 5 mg T80/A5 mg

 

T80/A5 mg

 

 



 

20 
 

2  

 
24 11 13  

 

 

BP 
/  

 
24 2 29  

 

 

20 12 25 20

8  

 

1 T80/A5 mg  

T80/A5 mg 1235.36 T80/A5 mg

80 mg 1235.37 T80/A5 

mg T40/A5 mg

T80/A5 mg 1235.36 1235.37 1235.16

80 mg T40/A5 mg T40/A5 mg

T80/A5 mg

1235.37 T80/A5 mg T40/A5 mg

T40/A5 mg

T80/A5 mg T40/A5 

mg

 

20 mg T40/A5 mg

T80/A5 mg

 

 

2  

T80/A5 mg

AP

T80/A5 mg

1235.36 1235.37

65 T80/A5 mg
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1235.36 1235.37

T80/A5 mg

AP

T80/A5 mg

 

 

3  

T80/A5 mg

80 mg AML5 mg

AP

T80/A5 mg AP

AP

AP

T80/A5 mg AP

T80/A5 mg

AP T80/A5 mg

80 mg AML5 mg

AML

AP

T80/A5 mg

T80/A5 mg

 

T80/A5 mg

 

T80/A5 mg

 

 

 

1  

1 1
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4 9  
 

10 9 
 

14 11   
14 13   

 
 

AP 22 7

23 4  
 

 

1 1 1 / 40 mg/5 mg 80 

mg/5mg  

 

 


