
1

25 7 17

25mg 50mg 100mg

25mg 50mg 100mg

MSD

2

-

50mg 1 1

100mg 1 1

1

-4 Dipeptidyl

peptidase-4 DPP-4

DPP-4

Glucagon-like peptide-1 GLP-1

Glucose-dependent insulinotropic polypeptide

OSEIX
テキストボックス

資料２




2

2009 10 2

2011 5 - 2011 9

50mg P008

AUC0- 2

P028

3

21 7 8

12.5mg

2012 8 12.5mg

2013 6

20 12 25 20 8

2



3

1

2006 10

100mg 1 1 30

CCR <50 mL/min 1.7<

Cr 3.0 1.5< Cr 2.5 mg/dL 50mg 1 1

CCR <30 mL/min Cr >3.0 Cr >2.5

mg/dL 25mg 1 1

2007 3

100mg 1 1

2012 1

P063

P073

30 CCR <50 mL/min 50mg

1 1 CCR <30 mL/min 25mg

1 1

III

1
1 30 CCR <50 mL/min 1.5< Cr

2.5 1.3< Cr 2.0 mg/dL

2010 7 1 2013 2 5 100

1

128 1

1 2 2 126

1 25mg 1 25mg 75 25mg 50mg

21 50mg 25 50mg 100mg 2 100mg 2 100mg

1 50mg 4

126 9 9

1 2 1

1 2

1

2
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Cr 1.5mg/dL 2.2%

1/45 1.5mg/dL 2.0mg/dL 7.4% 4/54 2.0mg/dL

19.1% 4/21

Cr

1

1

1 a) 45 3.25mg/dL 25mg 372

2 a) 75 2.61mg/dL 50mg 139

3 a) 62 2.2mg/dL 25mg 168

4
/

a) 67 1.17mg/dL 25mg 330

5 80 1.6 mg/dL 25mg 71

6 76 2.2 mg/dL 25mg 344
344

7 a) 80 1.7 mg/dL 25mg 211

8 73 1.72 mg/dL 50mg 122

9 b) 61 1.5 mg/dL 25mg 36
a)

b)

2

1 P063 2007

10 2011 3

2 3

30

eGFR <50 mL/min/1.73 m2 50mg 1 1

eGFR <30 mL/min/1.73 m2 25mg 1 1 4

5 2.5mg 1 1

3 eGFR 50mL/min/1.73 m2 2 50mL/min/1.73 m2

30 2

12 HbA1c 7.0 %

9.0 % 2 HbA1c 7.0 % 9.0 %

12 HbA1c 9.0%

2 HbA1c 7.0 % 9.0 %

HbA1c 6.5 % 9.0 %

2 HbA1c 7.0 % 9.0 %
4 54 2 eGFR 30mL/min/1.73 m2

25mg 1 1
5



5

1 10mg 1 2 6

54 HbA1c

95% -0.76% -0.89, -0.62 -0.64% -0.78,

-0.51 HbA1c

95% -0.11% -0.29, 0.06
7

422 8 68.1% 143/210

72.2% 153/212 12.9% 27/210

18.4% 39/212 3.0%

2

2 P063 3.0% 54

210 212 210 212

7.1% 15 4.7% 10 1.4% 3 0.0% 0

7.1% 15 15.1% 32 2.4% 5 5.2% 11

6.2% 13 17.0% 36 2.4% 5 9.9% 21

6.2% 13 9.9% 21 0.0% 0 0.0% 0

5.2% 11 5.7% 12 1.0% 2 0.5% 1

5.2% 11 2.8% 6 0.0% 0 0.0% 0

4.8% 10 7.1% 15 0.0% 0 0.0% 0

4.3% 9 2.4% 5 0.5% 1 0.0% 0

3.8% 8 1.9% 4 0.0% 0 1.4% 3

3.8% 8 3.3% 7 0.0% 0 0.0% 0

3.8% 8 1.9% 4 0.5% 1 0.9% 2

3.3% 7 5.2% 11 0.0% 0 0.0% 0

2.9% 6 4.7% 10 0.0% 0 0.0% 0

2.9% 6 3.3% 7 0.5% 1 0.5% 1

2.9% 6 3.8% 8 0.0% 0 0.0% 0

3 7
9 16.2% 34/210 17.5%

37/212 1

1

6.2% 13/210 17.0% 36/212

3 6

9.4% 14/149

6

7 95% 0.4
8

9
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12.3% 19/154 6.6% 4/61

19.0% 11/58
10 6.2% 13/210 7.5% 16/212

11

6.0% 9/149 5.2% 8/154

6.6% 4/61 13.8% 8/58

54

eGFR 2 30 mL/min/1.73 m2 6 18.8%

28/149 11.0% 17/154 54

0.5% 1/210 0.5% 1/212

2 P073

2007 11 2011 3

2 12

25mg 1 1 54

2.5mg 1 1

1 10mg 1 2 5

54 HbA1c

95% -0.72% -0.95, -0.48 -0.87% -1.11,

-0.63

129 8 82.8% 53/64

80.0% 52/65 5.0%

3 15.6% 10/64

20.0% 13/65 5.0%

10

11

12 6 30 2

12 HbA1c 7.0 %

9.0 % 2 HbA1c 7.0 % 9.0 %

12 HbA1c 9.0%

2 HbA1c 7.0 % 9.0 %

HbA1c 6.5 % 9.0 %

2 HbA1c 7.0 % 9.0 %
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7.8% 5/64 15.4% 10/65

3 P073 5.0% 54

64
65

64
65

17.2% 11 27.7% 18 7.8% 5 15.4% 10

10.9% 7 3.1% 2 0.0% 0 0.0% 0

10.9% 7 9.2% 6 0.0% 0 0.0% 0

7.8% 5 9.2% 6 0.0% 0 0.0% 0

7.8% 5 3.1% 2 0.0% 0 0.0% 0

6.3% 4 10.8% 7 4.7% 3 4.6% 3

6.3% 4 7.7% 5 0.0% 0 0.0% 0

6.3% 4 4.6% 3 0.0% 0 0.0% 0

6.3% 4 3.1% 2 0.0% 0 0.0% 0

6.3% 4 0.0% 0 0.0% 0 0.0% 0

6.3% 4 0.0% 0 0.0% 0 0.0% 0

4.7% 3 10.8% 7 1.6% 1 0.0% 0

4.7% 3 7.7% 5 0.0% 0 0.0% 0

3.1% 2 7.7% 5 0.0% 0 0.0% 0

3.1% 2 6.2% 4 0.0% 0 0.0% 0

1.6% 1 7.7% 5 0.0% 0 0.0% 0

4 6
9 35.9% 23/64 32.3%

21/65

6.3% 4/64 10.8% 7/65

5
10 7.8% 5/64 12.3% 8/65

11

3

2009 12 11 2012 12 10

4
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4

Cr CCR

Cr 1.1mg/dL 0.9mg/dL
CCR 80mL/min

Cr 2.5mg/dL 2.0mg/dL
CCR 30mL/min

4112 236

5 100

8 8 6 6

6 5 5 5

3876 491 90 88

65 40 26 21

12 5

14 2

7 5

SU 13 5

GLP-1 DPP-4

SU SU SU 2

1 1

2

1

1 50mg 9 25mg

2 3

1

Cr

13 SU
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Cr

Reporting Odds

Ratio ROR 14 2967 3774

223 282 2744 3492

1

97 6

82% SU SU

SU

3025 67.0

215 70.1

8

7 6

1 50mg

1

14
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7/14

5 SU

SU

SU SU

SU

2

50mg

P008 5

21 7 8

5

n=82a n=6 n=6 n=6

ESRD

n=6
b)

90 %CI

b)

90 %CI

b)

90 %CI

b)

90 %CI

AUC0-

h c) 4.40 7.09
1.61

1.43, 1.81
9.96

2.26

2.02, 2.53
16.6

3.77

3.37, 4.22
19.8

4.50

4.03, 5.03

Cmax nM 391 527
1.35

1.15, 1.58
560

1.43
1.23, 1.67

684
1.75

1.51, 2.03
556

1.42
1.22, 1.65

C24h nM 43.7 83.3
1.91

1.60, 2.28
129

2.96
2.50, 3.50

228
5.22

4.42, 6.16
260

5.95
5.04, 7.02

tmax h 3.0 3.0 p=0.303 3.0 p=0.771 3.5 p=0.696 5.0 p=0.027

t1/2 h 13.1 16.1 p=0.011 19.1 p<0.001 22.5 p<0.001 28.4 p<0.001

fe,0- 0.76 0.84
0.09

0.01, 0.16
0.64

-0.12

-0.18, -0.05
0.52

-0.24

-0.30, -0.17
NA NA

ClR mL/min 339 242
0.71

0.63, 0.81
126

0.37

0.33, 0.42
60.2

0.18

0.16, 0.20
NA NA

AUC0- Cmax C24h ClR tmax t1/2 fe,0-

ESRD 48 t1/2 NA

a) P001 P002 P 003 P 006 P 008 P 013 P 017 P 027 P 029 P 033 P 037 AUC0- 151 fe,0-

ClR 58

b) / fe,0- CI=

c) 1.5 600 mg 50 mg
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/

1

1/4

5 / AUC0- 4

P063 1/2

1/4
15

3.

SU

SU

3 6

15 54 HbA1c 95%

-0.72% -0.87, -0.56 -0.63% -0.77, -0.48 HbA1c

95% -0.09% -0.30, 0.11

-0.81% -1.05, -0.57 -0.65% -0.89, -0.40

HbA1c 95% -0.17% -0.51, 0.17
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16

4.

1/4

P063 P073

P008 / AUC0- 4

P063 1/2

1/4

12.5mg

5.

4.

DPP-4

12.5mg/

12.5mg/

16

1 3 100
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12.5mg/

25mg/

SU SU

SU

SU

SU

3












