
 
 



 

 

 

30 8 14  

 

 

 

 

 

 

 

LD HD 

/  

 

29 11 6  

1 100 mg 250 mg  

1 100 mg 500 mg  

2  

 

 

 

 

2

 

 

 

 

2  

 

 

 

1 1 / 100 mg/250 mg 100 mg/500 mg

1 2  

 

 

 

  



 

 

1

 

30 7 4  

 

 

 

LD HD 

/  

 

29 11 6  

1 100 mg 250 mg  

1 100 mg 500 mg  

 

2  

 

1 1 /

100 mg/250 mg 100 mg/500 mg 1 2

1 2 /

200 mg/500 mg 200 mg/1000 mg  
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2 
 

1.

DPP-4

100 mg 2012 9 2

-

2015 12 2 1)

1961 1970

1977

1 750 mg 11

2 1  4 104

2009 5 2010 1

250 mg 1 2250 mg

 

DPP-4 GLP-

1

 

 

2018 6 2)

100 2015 3  

2 DPP-4

LD HD

2015 9

2016 9  

 

2.

2.1

MF MF 223MF10169

 

                                                        
1) 22 7 9  0709 1

2  
2) 1 100 mg 500 mg 100 mg 850 mg 100 mg

1000 mg  
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MF MF

226MF10011  

 

2.2
2.2.1

1 100 mg 250 mg 100 mg

500 mg

-

6000

 

 
2.2.2

 

QbD CQA CQA

CPP

1  
 

1  
CQA  

 
  
  

 
2.2.3

HPLC HPLC HPLC HPLC

HPLC  

 
2.2.4

2

 
 

2  
     

  
3  25 60%RH PTP/  

 

24  

  
3  40 75%RH 6  

 

ICH Q1E PTP /

36

36  

 



 

4 
 

2.R

 

 

3.  

100 mg  

 

4.

100 mg

 

5.

 

 

5.R

 

6.2 2013 6 1 2016 9 27

1935

III 7.1 III

 

 

 

 

6.

6.1

AM0002

00879 AM0003

LC-MS/MS

0.500 5.00 ng/mL  



 

5 
 

6.1.1

6.1.1.1 CTD5.3.1.2.1 AM0002 20

30 15 100 mg

500 mg 100 mg

500 mg 100/500 mg

2 2  

1 2 100/500 mg 1 100 mg 1

500 mg 1 7  

30  

Cmax AUC0-24 h /

90% 1.09 0.99, 1.21 1.05 1.01, 1.10 BE

Cmax AUC0-24 h

/ 90% 1.09 1.02, 1.16 1.06 1.00, 1.12 BE

tmax , 2.5 1.5, 4.0 2.3 1.0, 6.0 t1/2

2.83 0.79 2.76 0.91

tmax 2.5 1.0, 4.0 2.5 1.5, 6.0 t1/2 3.96 0.58 3.83 0.52

 

6.1.1.2 CTD5.3.1.3.1 00879 20

100/500 mg 1 100 mg 250 mg

100/250 mg 1

12 2 14  

64 24 2 29  0229 10

 

 

6.1.2

6.1.2.1 CTD5.3.1.1.1 AM0003 20

12 6 100/500 mg

2 2  

1 2 100/500 mg 1 30

7  

12  

100/500 mg Cmax AUC0-24 h

/ 90% 0.86 0.69, 1.07 0.90 0.84, 0.95

Cmax AUC0-24 h / 90% 0.94 0.87, 1.02

1.02 0.96, 1.09 tmax

, 3.0 0.5, 4.0 2.3 1.5, 3.0 t1/2



 

6 
 

2.85 0.40 3.76 1.13 tmax 3.5 1.0, 

6.0 4.0 2.5, 4.0 t1/2 3.83 0.43 3.69 0.34  

 

 

6.2

100 mg

DP1005

 

6.R

6.R.1  

AM0002

 

 

6.R.2

AM0003

 

AM0003

Cmax AUC0-24 h 14% 11%

DP0004 3)

Cmax AUC0-24 h 16% 12%

AM0003  

2 III SK-

0403-01 4) 100 mg 1 2

0 12 HbA1c

0.62 0.66% 0.55 0.55%

HbA1c 52

0 52 HbA1c

0.66 0.85% 0.58 0.81% 52

84.0% 68/81 23.5% 19/81

91.4% 64/70 15.7% 11/70

AM0003  

                                                        
3) DP0004 12 100 mg 2

2  
4) SK-0403-01 2 140

1 100 mg 1 2
12 2 100 mg 1 2

40 16 12 36 4 HbA1c
HbA1c 6.5% 1 200 mg 1 2  
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7.

3 III 2  
 

3  
 
 

 
      

 

 AM1001 III 
2  

211

250 mg 500 mg
100 mg

250 mg 500 mg 1 2
 

 
 

 AM1002 III 
2  

159

100 mg 100
mg 250 mg 500
mg 1 2

 

 
 

 

HbA1c NGSP  

7.1 III

7.1.1 CTD5.3.5.1-1 AM1001 20

20

1 250 mg 500 mg 1 2 500 mg/

1000 mg/ 2 200

500 mg/ 80 40

1000 mg/ 120 40 80

1 2  

8 1 250 mg 500 mg

1 2 HbA1c 7.0% 10.5% 20 75 2

1

8

1.3 mg/dL

1.2 mg/dL  

2 6 1 24 2 28  

1 250 mg

500 mg 1 2 500 mg/ 1000 mg/

1 1 100 mg 1 2 24

1 500 mg/

200 mg/ ANA200 MET500 500 mg/

MET500 1000 mg/ 200 mg/

ANA200 MET1000 1000 mg/ MET1000 4
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1 1 500 mg 1 2 MET1000

ANA200 MET1000 2 1

100 mg 1 2 28 1 MET1000

/ANA 1 ANA200 MET1000

ANA  

209 1 208

FAS FAS FAS 1

15 MET500 8 4 3

32.6 mg/dL 2 2 1

MET1000 1 ANA200 MET1000 6 2

32.6 mg/dL 2 4 1 2  5)

12 /ANA 2 1

2 ANA 10 5 1

32.6 mg/dL 2 5 1

2 110 /ANA 38 ANA 72  

0 1

24 HbA1c 4 MET500 ANA200 MET500

MET1000 ANA200 MET1000  
 

4 1 HbA1c AM1001 24 FAS  

   
 

MET  
95%  p a) 

MET500 44  7.56 0.82 7.76 1.17 0.20 0.74 
0.63 0.93, 0.33  <0.001 

ANA200 MET500 41  7.74 0.71 7.31 0.75 0.43 0.63 
MET1000 41  7.73 0.81 8.03 1.03 0.30 0.54 

0.83 1.07, 0.59  <0.001 
ANA200 MET1000 82  7.79 0.81 7.26 0.81 0.53 0.67 

% LOCF 
a) 2 t 5% 
 

0 1 24

5  
 

5 1 AM1001 24 FAS  
   

MET500 44  156.8 33.5 156.4 33.8  0.4 29.9 
ANA200 MET500 41  160.0 29.7 155.2 32.1  4.8 24.6 

MET1000 41  158.3 34.1 170.8 37.8   12.4 23.7 
ANA200 MET1000 82  162.6 39.1 148.0 34.9 14.6 29.6 

mg/dL LOCF 
 

52 HbA1c 6

HbA1c 1  
 

  

                                                        
5) /ANA 2 ANA 1 2  
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6 HbA1c AM1001 52 FAS  
   a)

HbA1c 
%  

/ANA 40   7.97 0.97  7.25 1.00 0.72 0.70 
ANA 82   7.79 0.81  7.31 0.95 0.47 0.81 

 
mg/dL  

/ANA 40  168.5 35.4 147.8 37.0 20.8 26.1 
ANA 82  162.6 39.1 147.0 37.4 15.6 34.0 

LOCF 
a /ANA 24 ANA 0  

 

 
1 HbA1c AM1001 52 FAS  

 

1 MET500 56.8% 25/44

ANA200 MET500 58.5% 24/41 MET1000 61.0% 25/41 ANA200 MET1000

57.8% 48/83 MET500 2.3% 1/44 ANA200 MET500

7.3% 3/41 MET1000 2.4% 1/41 ANA200 MET1000 3.6% 3/83

1 2 5) /ANA 45.0% 18/40 ANA

73.5% 61/83 /ANA 0% 0/40 ANA

3.6% 3/83  

1 1 2 3%

7 8
 

7 3%
AM1001 1 24  

MET500  
44  

ANA200 
MET500  

41  

MET1000  
41  

ANA200 
MET1000  

83  
       

 56.8 25 2.3 1  58.5 24 7.3 3  61.0 25 2.4 1  57.8 48  3.6 3  
 9.1 4  0 0  24.4 10 0 0  26.8 11 0 0  16.9 14  0 0  

 4.5 2  0 0  2.4 1  0 0  2.4 1  0 0  7.2 6  0 0  
 2.3 1  0 0  4.9 2  0 0  2.4 1  0 0  2.4 2  0 0  

 4.5 2 0 0  0 0  0 0  0.0 0  0 0  2.4 2  1.2 1  
 0 0 0 0  0 0  0 0  4.9 2  0 0  1.2 1  0 0  
 0 0  0 0  0 0  0 0  7.3 3  0 0  1.2 1  0 0  

 4.5 2 0 0  2.4 1  0 0  4.9 2  2.4 1  0 0  0 0  
 4.5 2  0 0  2.4 1  0 0  0 0  0 0  0 0  0 0  

 4.5 2 0 0  0 0  0 0  2.4 1  0 0  0 0  0 0  
% MedDRA/J ver.18.0 

  



 

10 
 

8 3%
AM1001 1 2

/ANA 40  ANA 83  
   

 45.0 18 0 0  73.5 61  3.6 3  
 15.0 6  0 0  27.7 23  0 0  

 0 0  0 0  10.8 9  0 0  
 2.5 1  0 0  6.0 5  0 0  
 2.5 1  0 0  4.8 4  0 0  
 2.5 1  0 0  3.6 3  0 0  
 0 0 0 0  3.6 3  0 0  

 0 0 0 0  3.6 3  0 0  
 0 0  0 0  3.6 3  0 0  

 0 0  0 0  3.6 3  0 0  
 5.0 2 0 0  2.4 2  1.2 1  

% MedDRA/J ver.18.0 
 

1 MET500

4.5% 2/44 1 ANA200 MET500 0% 0/41 MET1000

2.4% 1/41 ANA200 MET1000 3.6% 3/83

1 1 + 2 /ANA

0% 0/40 ANA 7.2% 6/83 7

1  

1 MET500 4

2 1 ANA200 MET1000 3

2 1 1 2 ANA 6 2

7 1 1

ANA200 MET1000 1  

1 ANA200 MET500 1

1 + 2 /ANA 1

 

12

 

 

7.1.2 CTD5.3.5.1-2 AM1002 20

20

1 100 mg 1 2 200 mg/

2 150 1

500 mg 1 1000 mg 50

 

8 1 100 mg 1 2

HbA1c 7.0% 10.5% 20 75 2

1

8

1.3 mg/dL 1.2 mg/dL



 

11 
 

 

2 6 4 20  

1 100 mg 1 2

250 mg 1 1 1

2 4

250 mg 1 2 1 2 20

200 mg/ 500 mg/ MET500 ANA200

200 mg/ 1000 mg/ MET1000 ANA200

200 mg/ ANA200 3  

158 FAS FAS

6 ANA200 3

1 3 MET500 ANA200 2

1 MET1000 ANA200 1  

0 24

HbA1c 9 ANA200 MET500 ANA200

MET1000 ANA200  
 

9 HbA1c AM1002 24 FAS  

   
 

ANA200  

95%  p a) 

ANA200 55  7.82 0.78 7.97 1.06 0.14 0.81   
MET500 ANA200 53  7.93 0.69 7.42 0.82 0.52 0.64 0.66 0.97, 0.34  <0.001 
MET1000 ANA200 50  8.02 0.98 7.14 1.07 0.88 0.75 1.02 1.34, 0.70  <0.001 

% LOCF 
a) MET1000 ANA200

5% 
 

0 24

10  
 

10 AM1002 24 FAS  
   

ANA200 55  158.8 32.3 170.7 36.2 12.6 28.9 
MET500 ANA200 53  165.8 32.0 157.5 35.0  8.3 30.0 
MET1000 ANA200 50  165.4 42.3 150.1 42.4 15.3 24.2 

mg/dL LOCF 
 

ANA200 38.2% 21/55 MET500 ANA200

50.9% 27/53 MET1000 ANA200 48.0% 24/50 ANA200

9.1% 5/55 MET500 ANA200 1.9% 1/53 MET1000 ANA200 10.0% 5/50

 

3% 11  



 

12 
 

11 3%
AM1002 24  

ANA200  
55  

MET500 ANA200
53  

MET1000 ANA200
50  

38.2 21 9.1 5  50.9 27 1.9 1  48.0 24  10.0 5  
12.7 7  0 0  15.1 8 0 0  8.0 4  0 0  

0 0  0 0  1.9 1  0 0  8.0 4  0 0  
0 0  0 0  3.8 2  1.9 1  4.0 2  2.0 1  

3.6 2  0 0  1.9 1  0 0  4.0 2  0 0  
0 0  0 0  0 0  0 0  4.0 2  4.0 2  
0 0  0 0  0 0  0 0  4.0 2  0 0  
0 0 0 0  0 0  0 0  4.0 2  0 0  

3.6 2 1.8 1  0 0  0 0  0 0  0 0  
% MedDRA/J ver.19.0 

 

MET500 ANA200 1

 

12

 

 

7.R

7.R.1

500 mg/ 1000 mg/

200 mg/ AM1001

24 HbA1c 95%

ANA200 MET500 0.63 0.93, 

0.33 % ANA200 MET1000 0.83 1.07, 0.59 %

200 mg/

4 200 mg/

500 mg/ 1000 mg/ AM1002

24 HbA1c 95%

MET500 ANA200 0.66 0.97, 0.34 % MET1000

ANA200 1.02 1.34, 0.70 %

9

AM1001 1 2 52

ANA 0 HbA1c 0.47 0.81%

1000 mg 200 mg 52 HbA1c

6 1

6.R.1
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7.R.2

7.R.2.1

III AM1001 AM1002

12

AM1001

AM1002

 
 

12 III  
 

AM1001 24  AM1001  
1 2 a) AM1002 24  

 
MET500

44

ANA200
MET500  

41  

MET1000
41

ANA200
MET1000

83

/
ANA  

40

ANA 
 

83

ANA200  
55  

MET500
ANA200

53

MET1000
ANA200

50
 56.8 25 58.5 24  61.0 25 57.8 48 45.0 18 73.5 61 38.2 21  50.9 27 48.0 24

 2.3 1  7.3 3  2.4 1 3.6 3 0 0  3.6 3  9.1 5  1.9 1 10.0 5
 4.5 2  0 0  2.4 1 3.6 3 0 0  7.2 6  0 0  1.9 1 0 0  

 9.1 4  0 0  0 0  3.6 3 0 0  7.2 6  0 0  1.9 1 0 0  

 
 52.3 23 58.5 24  61.0 25 54.2 45 45.0 18 69.9 58 38.2 21  49.1 26 48.0 24

 4.5 2  4.9 2  2.4 1 7.2 6 0 0  9.6 8  0 0  3.8 2 0 0  
 0 0  0 0  0 0  0 0  0 0  1.2 1  0 0  0 0  0 0  

%  
a) /ANA 2 ANA 1 2  

 

2

QT

13  
 

13 III a)  

 AM1001 24  AM1001  
1 2 b) AM1002 24  

 MET500
44

ANA200
MET500  

41  

MET1000
41

ANA200
MET1000

83

/
ANA  

40

ANA 
 

83

ANA200  
55  

MET500
ANA200

53

MET1000
ANA200

50
 0 0  2.4 1  0 0  0 0  2.5 1  0 0  0 0  0 0  0 0  

 4.5 2 0 0  0 0  2.4 2 0 0  2.4 2  0 0  1.9 1 0 0  
  6.8 3 7.3 3  4.9 2 13.3 11 15.0 6 16.9 14 14.5 8  7.5 4 12.0 6

 2.3 1 0 0  0 0  1.2 1 0 0  1.2 1  0 0  1.9 1 2.0 1
 0 0  2.4 1  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

  0 0  2.4 1  9.8 4 3.6 3 2.5 1  7.2 6  0 0  1.9 1 0 0  

  0 0  4.9 2  0 0  2.4 2 5.0 2  3.6 3  1.8 1  5.7 3 0 0  
  0 0  2.4 1  0 0  2.4 2 5.0 2  4.8 4  3.6 2  3.8 2 0 0  
  4.5 2 0 0  2.4 1 4.8 4 2.5 1  9.6 8  3.6 2  1.9 1 4.0 2
  18.2 8 34.1 14  34.1 14 26.5 22 17.5 7 42.2 35 20.0 11  22.6 12 20.0 10

 0 0  2.4 1  0 0  2.4 2 0 0  6.0 5  0 0  1.9 1 0 0  
  2.3 1 0 0  0 0  0 0  0 0  0 0  0 0  1.9 1 0 0  

  0 0  0 0  0 0  1.2 1 0 0  1.2 1  0 0  0 0  0 0  
% MedDRA/J ver.20.0 

a) MedDRA SMQ HLGT HLT SOC QT
 

b) /ANA 2 ANA 1 2  
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III

 

AM1001 1 ANA200 MET500

1 1 2 /ANA 1 1 ANA200

MET500 1

AM1002  

3 AM1001

1 ANA200 MET1000 2 AM1002 MET500 ANA200 1 AM1001

2

 

AM1001 1 ANA200 MET1000 1

 

ANA200

MET500 ANA200 MET1000 1

 

 

 

AM1001 AM1002

14  
 

14 AM1001 AM1002  
   0 12  >12 24 >24 36 >36 48  >48  

 
 267 267 260 229 74 72 
 57.7 154 32.6 87 31.9 83 13.5 31 32.4 24  12.5 9  

ANA200 MET500  
 94 94 93 75   
 54.3 51 34.0 32 30.1 28 2.7 2    

ANA200 MET1000  
 173 173 167 154 74 72 
 59.5 103 31.8 55 32.9 55 18.8 29 32.4 24  12.5 9  

%  
 

SK-0403-02 52 6)

III CWP-DIANA-302 52 7)

                                                        
6) 2

100 mg 1 2 52 28 24
36 HbA1c 6.5% 200 mg 1 2  

7) 2 100 mg 1 2
100 mg 1 1

24 100 mg 1 2 52  



 

15 
 

15 16

AM1001

AM1002 ANA200 MET500

ANA200 MET1000

1

 
 

15  
SK-0403-02 52  

   

1  
500 mg 
32  

750 mg 
72  

500 mg 
32  

750 mg 
72  

 87.5 28  94.4 68  12.5 4  29.2 21  
 3.1 1  8.3 6  0 0  0 0  

 3.1 1  6.9 5  3.1 1  5.6 4  
a) 6.3 2  0 0  3.1 1  0 0  

a) 0 0  0 0  0 0  0 0  
b) 37.5 12  37.5 27  3.1 1  11.1 8  

% MedDRA/J ver.17.0
a) PT PT
b) SOC  

16  
CWO-DIANA 52  

   

1  
1000 mg 
51  

1000 mg  
43  

1000 mg 
51  

1000 mg  
43  

 60.8 31  58.1 25  7.8 4  23.3 10  
 9.8 5  4.7 2  0 0  0 0  

 3.9 2  2.3 1  0 0  0 0  
a) 2.0 1  4.7 2  0 0  4.7 2  

a) 0 0  0 0  0 0  0 0  
b) 19.6 10  7.0 3  3.9 2  0 0  

% WHO-ART092 
a) PT PT  
b) SOC  

 

 

7.R.2.2

8)

17

 
 
  

                                                        
8) 2013 6 1 2017 9 27 6181  



 

16 
 

17 a)  
  

 
ANA200

MET500 
594  

ANA200
MET1000 
421  

 
6181  

 15.5 92  14.3 60  15.4 953  
 3.4 20  3.3 14  4.1 256  

 4.4 26  3.3 14  5.0 312  
 1.5 9  2.1 9  1.0 60  

 4.4 26  2.1 9  2.4 146  
 0 0  0 0  0.1 7  

 0 0  0 0  0.03 2  
 0 0  0 0  0.02 1  

 0.7 4  1.7 7  1.1 65  
 0.2 1  0.2 1  0.8 48  

 0 0  0.2 1  0.8 48  
 0 0  0 0  0.1 9  
 1.5 9  1.9 8  1.7 106  

 1.0 6  1.0 4  1.0 63  
 1.3 8  0 0  0.9 58  

 0 0  0 0  0.05 3  
 1.0 6  2.1 9  1.3 82  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC
QT  

2017 5 7 2 6

 

 

 

III AM1001 AM1002

 

 

7.R.3

26 11

21 1121 12

 

DPP-4 2017 1 12

2 DPP-4

% % DPP-4

%



 

17 
 

DPP-4 %

 

DPP-4

GLP-1 GIP DPP-4

2

AM1001

AM1002

 

Clin Ther 2001; 23: 1311-20

Am J Manag Care 2008; 14: 71-5

Clin Ther 2008; 30: 1893-907 Clin 

Ther 2011; 33: 1281-8 2016-2017 ; 

2016

 

 

 

AM1001 AM1002

7.R.1

7.R.2

6.R.1

 

DPP-4

7.R.2.2

2
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7.R.5

7.R.4

2

2

100/250 mg 100 mg 1 2 250 mg 1

2 100 mg 1 2

250 mg 1 2 100/500 mg 100 mg 1

2 500 mg 1 2

500 mg 1 2 100 mg 1 2 250 mg 1 2

 

 

 

 

7.R.5

100 mg 250 mg 500 mg

 

100 mg 1 2

1 500 mg 1

2250 mg 2

1 mg/

 mg/ % mg/  mg/

% 2017 1 12 2013 2017

5  mg/

1  mg  mg 1

% % 1  mg

1  mg

 mg/  mg/

 mg/ 2014 %

 mg  mg 2013 % %

2017 % % 2013  

250 mg 500 mg 1 2
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/ 100/250 mg 100/500 mg 2  

1 2

1 2 3 1 2

6. 

1 2

 

1 1 /

100 mg/250 mg 100 mg/500 mg 1 2

1 2

/ 200 mg/500 mg 200 mg/1000 mg

 

 

100/250 mg 100/500 mg 2

100/250 mg 1 2 100/500 mg 1 2

1 2

 

 

7.R.6

7.R.6.1

III AM1001 AM1002

eGFR mL/min/1.73 m2 90 60 90 60

18 19 eGFR mL/min/1.73 m2 60

200 mg/ 500 mg/ 1000 mg/
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18 a) AM1001 1 AM1002  
 ANA200 MET500 ANA200 MET1000 

eGFR mL/min/1.73 m2  
<60 

9  
60 <90 55

 
90  

30  
<60 

16  
60 <90 73

 
90  

44  
 77.8 7  45.5 25  63.3 19  25.0 4  58.9 43  56.8 25  

 11.1 1  0 0  0 0  0 0  2.7 2  2.3 1  
 11.1 1  0 0  0 0  0 0  4.1 3  0 0  

 11.1 1  0 0  0 0  0 0  0 0  0 0  
 0 0  1.8 1  0 0  0 0  2.7 2  0 0  

 0 0  7.3 4  10.0 3  0 0  12.3 9  18.2 8  
 0 0  0 0  3.3 1  0 0  2.7 2  0 0  

 0 0  0 0  3.3 1  0 0  0 0  0 0  
 0 0  1.8 1  3.3 1  0 0  4.1 3  0 0  

 0 0  5.5 3  6.7 2  0 0  1.4 1  2.3 1  
 0 0  3.6 2  3.3 1  0 0  0 0  4.5 2  
 11.1 1  0 0  0 0  0 0  2.7 2  9.1 4  
 44.4 4  21.8 12  33.3 10  25.0 4  24.7 18  22.7 10  

 0 0  3.6 2  0 0  0 0  1.4 1  2.3 1  
 11.1 1  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  1.4 1  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC QT

19 a) AM1001 1 AM1002  
 ANA200  MET500  MET1000  

eGFR mL/min/1.73 m2  
<60 

3  
60 <90
36

90  
16

<60 
5  

60 <90
20

90  
19  

60 <90 
28  

90  
13

 100 3  38.9 14 25.0 4 40.0 2 60.0 12 57.9 11  53.6 15  76.9 10
 0 0  0 0  0 0  0 0  10.0 2 0 0  0 0  7.7 1

 0 0  0 0  0 0  20.0 1 10.0 2 5.3 1  0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  20.0 1 5.0 1 0 0  0 0  0 0  
 33.3 1  13.9 5 12.5 2 20.0 1 10.0 2 0 0  0 0  15.4 2

 0 0  0 0  0 0  0 0  0 0  5.3 1  0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  0 0  0 0  10.7 3  7.7 1
 0 0  2.8 1 0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  5.6 2 0 0  0 0  0 0  0 0  0 0  0 0  
 0 0  5.6 2 0 0  0 0  5.0 1 5.3 1  3.6 1  0 0  
 100 3  19.4 7 6.3 1 40.0 2 10.0 2 21.1 4  25.0 7  53.8 7

 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
 0 0  0 0  0 0  0 0  5.0 1 0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC QT
 

 

200 mg/

500 mg/ 1000 mg/ eGFR mL/min/1.73 m2

90 60 90 60 20

200 mg/ 500 mg/ 1000 mg/

 
 
  



 

21 
 

20 a)  
 ANA200 MET500 ANA200 MET1000  

eGFR mL/min/1.73 m2  
<60 

93  
60 <90
246  

90  
127

<60 
41

60 <90
197

90  
105

<60 
1049  

60 <90
2711

90  
1168

 18.3 17  15.4 38  17.3 22 29.3 12 13.7 27 10.5 11 20.7 217  15.4 418 13.2 154
 4.3 4  3.3 8  3.1 4 9.8 4 2.0 4 2.9 3 7.4 78  3.7 99 25 29

 4.3 4  4.5 11  4.7 6 9.8 4 2.0 4 3.8 4 8.0 84  4.8 130 2.9 34
 0 0  1.6 4  2.4 3 4.9 2 1.5 3 0 0  1.2 13  0.8 23 0.9 10

 4.3 4  4.5 11  6.3 8 0.0 0 1.5 3 3.8 4 2.8 29  2.5 69 2.4 28
 0 0  0 0  0 0  0 0  0 0  0 0  0.2 2  0.1 2 0.1 1

 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0.04 1 0 0  
 0 0  0.8 2  0.8 1 2.4 1 1.5 3 1.9 2 1.0 10  1.0 28 1.5 18

 0 0  0 0  0.8 1 0 0  0.5 1 0 0  1.1 12  0.8 23 0.8 9
 0 0  0 0  0 0  0 0  0.5 1 0 0  0.9 9  0.8 22 0.9 10
 0 0  0 0  0 0  0 0  0 0  0 0  0.1 1  0.2 5 0 0  
 1.1 1  0.8 2  3.9 5 4.9 2 1.0 2 1.0 1 1.9 20  1.2 33 2.4 28

 1.1 1  1.6 4  0 0  2.4 1 0.5 1 1.0 1 1.8 19  0.8 22 0.6 7
 2.2 2  1.2 3  1.6 2 0 0  0 0  0 0  1.1 12  1.1 31 0.6 7

 0 0  0 0  0 0  0 0  0 0  0 0  0.2 2  0 0  0 0  
 2.2 2  1.2 3  0.8 1 4.9 2 2.0 4 1.9 2 2.9 30  1.3 36 0.5 6

% MedDRA/J ver.20.0 eGFR mL/min/1.73 m2

a) MedDRA SMQ HLGT HLT SOC
QT

 

 

 

III

 

7.R.6.2

III AM1001 AM1002

SOC 21 22

200 mg/ 500 mg/ 1000 mg/

 

  



 

22 
 

21 a)  
AM1001 1 AM1002  

 ANA200 MET500 ANA200 MET1000 

  
59  

 
35  

 
84  

 
49  

 49.2 29 62.9 22 53.6 45 55.1 27  
 1.7 1  0 0  3.6 3  0 0  

 1.7 1  0 0  3.6 3  0 0  
 1.7 1  0 0  0 0  0 0  

 1.7 1  0 0  2.4 2  0 0  
 8.5 5  5.7 2  15.5 13 8.2 4  

 0 0  2.9 1  2.4 2  0 0  
 1.7 1  0 0  0 0  0 0  

 3.4 2  0 0  1.2 1  4.1 2  
 8.5 5  0 0  1.2 1  2.0 1  

 5.1 3  0 0  0 0  4.1 2  
 0 0  2.9 1  4.8 4  4.1 2  
 23.7 14 34.3 12 22.6 19 26.5 13  

 0 0  5.7 2  1.2 1  2.0 1  
 1.7 1  0 0  0 0  0 0  

 0 0  0 0  1.2 1  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC
QT

22 a)  
AM1001 1 AM1002  

 ANA200  MET500  MET1000  

  
39

 
16

 
29

 
15

 
28  

 
13  

 35.9 14 43.8 7 51.7 15 66.7 10 60.7 17  61.5 8  
 0 0  0 0  3.4 1 6.7 1 0 0  7.7 1  

 0 0  0 0  6.9 2 13.3 2 0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  3.4 1 6.7 1 0 0  0 0  
 15.4 6 12.5 2 10.3 3 0 0  7.1 2  0 0  

 0 0  0 0  0 0  6.7 1 0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  10.7 3  7.7 1  
 0 0  6.3 1 0 0  0 0  0 0  0 0  

 2.6 1 6.3 1 0 0  0 0  0 0  0 0  
 5.1 2 0 0  6.9 2 0 0  3.6 1  0 0  
 20.5 8 18.8 3 17.2 5 20.0 3 35.7 10  30.8 4  

 0 0  0 0  0 0  0 0  0 0  0 0  
 0 0  0 0  3.4 1 0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  0 0  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC
QT  

 

200 mg/

500 mg/ 1000 mg/ SOC

23 200 mg/ 500 mg/

1000 mg/

 
 

  



 

23 
 

23 a)  
 ANA200 MET500 ANA200 MET1000  

  
472

 
122

 
313

 
108

 
4986  

 
1195

 15.7 74 14.8 18 13.4 42 16.7 18 14.5 725  19.1 228
 3.6 17 2.5 3  3.8 12 1.9 2  4.2 211  3.8 45

 4.0 19 5.7 7  4.2 13 0.9 1  5.1 255  4.8 57
 1.5 7  1.6 2  1.3 4  4.6 5  0.8 42  1.5 18

 4.4 21  4.1 5  1.6 5  3.7 4  2.3 117  2.4 29
 0 0  0 0  0 0  0 0  0.1 6  0.1 1  

 0 0  0 0  0 0  0 0  0.04 2  0 0  
 0 0  0 0  0 0  0 0  0.02 1  0 0  

 0.2 1  2.5 3  1.3 4  2.8 3  0.7 35  2.5 30
 0.2 1  0 0  0.3 1  0 0  0.9 43  0.4 5  

 0 0  0 0  0.3 1  0 0  0.8 42  0.5 6  
 0 0  0 0  0 0  0 0  0.1 7  0.2 2  
 1.5 7  1.6 2  1.9 6  1.9 2  1.6 80  2.2 26

 1.1 5  0.8 1  1.0 3  0.9 1  1.0 49  1.2 14
 1.5 7  0.8 1  0 0  0 0  0.9 46  1.0 12

 0 0  0 0  0 0  0 0  0.1 3  0 0  
 1.1 5  0.8 1  2.2 7  1.9 2  1.3 63  1.6 19

% MedDRA/J ver.20.0
a) MedDRA SMQ HLGT HLT SOC

QT  
 

 

 

III

 

7.R.6.3

III AM1001 AM1002

75 65 65

24 25 200 mg/ 500 mg/

1000 mg/ 65

 
 
  



 

24 
 

24 a)  
AM1001 1 AM1002  

 ANA200 MET500 ANA200 MET1000 

 65
64  

65
30  

65
95  

65  
38  

 51.6 33 60.0 18 55.8 53 50.0 19  
 0 0  3.3 1  1.1 1  5.3 2  

 0 0  3.3 1  2.1 2  2.6 1  
 0 0  3.3 1  0 0  0 0  

 1.6 1  0 0  2.1 2  0 0  
 7.8 5  6.7 2  9.5 9  21.1 8  

 1.6 1  0 0  1.1 1  2.6 1  
 1.6 1  0 0  0 0  0 0  

 3.1 2  0 0  3.2 3  0 0  
 4.7 3  6.7 2  2.1 2  0 0  

 1.6 1  6.7 2  2.1 2  0 0  
 0 0  3.3 1  5.3 5  2.6 1  
 25.0 16 33.3 10 27.4 26 15.8 6  

 3.1 2  0 0  2.1 2  0 0  
 0 0  3.3 1  0 0  0 0  

 0 0  0 0  1.1 1  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC
QT

 
25 a) AM1001 1 AM1002  

 ANA200  MET500  MET1000  

 65
40

65
15

65
36

65
8  

65
28  

65  
13  

 42.5 17 26.7 4 55.6 20 62.5 5 60.7 17  61.5 8  
 0 0  0 0  2.8 1 12.5 1 0 0  7.7 1  

 0 0  0 0  8.3 3 12.5 1 0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  5.6 2 0 0  0 0  0 0  
 12.5 5 20.0 3 8.3 3 0 0  3.6 1  7.7 1  

 0 0  0 0  2.8 1 0 0  0 0  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  7.1 2  15.4 2  
 0 0  6.7 1 0 0  0 0  0 0  0 0  

 2.5 1  6.7 1 0 0  0 0  0 0  0 0  
 5.0 2  0 0  5.6 2 0 0  0 0  7.7 1  
 22.5 9 13.3 2 16.7 6 25.0 2 42.9 12  15.4 2  

 0 0  0 0  0 0  0 0  0 0  0 0  
 0 0  0 0  0 0  12.5 1 0 0  0 0  

 0 0  0 0  0 0  0 0  0 0  0 0  
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC
QT

 

200 mg/

500 mg/ 1000 mg/ 65 65 75

26 200 mg/ 500 mg/ 1000 mg/

65 75

65 75

 
 

  



 

25 
 

26 a)  
 ANA200 MET500 ANA200 MET1000  

 65  
294  

65  
300  

75
101

65
243

65
178

75
41

65  
2845  

65  
3336  

75
1406

 15.3 45  15.7 47  19.8 20 13.6 33 15.2 27 19.5 8 13.0 370  17.5 583 19.4 273
 2.0 6  4.7 14  5.9 6 2.9 7 3.9 7 9.8 4 2.2 63  5.8 193  7.5 105

 3.7 11  5.0 15  7.9 8 2.9 7 3.9 7 7.3 3 3.0 86  6.8 226  9.2 129

 1.7 5  1.3 4  2.0 2 2.5 6 1.7 3 0 0  1.1 32  0.8 28  0.7 10
 6.5 19  2.3 7  2.0 2 2.1 5 2.2 4 4.9 2 2.1 60  2.6 86  2.8 39

 0 0  0 0  0 0  0 0  0 0  0 0  0.04 1  0.2 6  0.2 3
 0 0  0 0  0 0  0 0  0 0  0 0  0.04 1  0.03 1  0.1 1

 0 0  0 0  0 0  0 0  0 0  0 0  0.04 1  0 0  0 0  
 0.3 1  1.0 3  0 0  0.8 2 2.8 5 2.4 1 1.1 31  1.0 34  0.6 9

 0.3 1  0 0  0 0  0.4 1 0 0  0 0  0.6 16  1.0 32  1.2 17

 0 0  0 0  0 0  0.4 1 0 0  0 0  0.6 17  0.9 31  1.0 14
 0 0  0 0  0 0  0 0  0 0  0 0  0.1 3  0.2 6  0.1 2
 1.0 3  2.0 6  3.0 3 1.2 3 2.8 5 4.9 2 1.2 35  2.1 71  2.2 31

 0.3 1  1.7 5  1.0 1 0.8 2 1.1 2 2.4 1 0.5 14  1.5 49  1.4 19
 0.7 2  2.0 6  3.0 3 0 0  0 0  0 0  0.5 14  1.3 44  1.7 24

 0 0  0 0  0 0  0 0  0 0  0 0  0 0  0.1 3  0.1 1
 1.0 3  1.0 3  2.0 2 2.1 5 2.2 4 7.3 3 1.1 30  1.6 52  2.3 32
% MedDRA/J ver.20.0

a) MedDRA SMQ HLGT HLT SOC QT
 

 

 

 

III

 

7.R.7

400 24  

 



 

26 
 

 

 

8.

8.1

 

 

8.2 GCP

CTD 5.3.5.1-1 CTD 5.3.5.1-2 GCP

GCP

 

 

 

 

 

 

9. 1

2

2  

 

 

 

  



 

27 
 

2

 

30 8 10  

 

 LD HD 

 /  

  

 29 11 6  

 

 

 

 

1.

20 12 25 20 8  

 

1.1

AM1001 AM1002

 

DPP-4

2

 

DPP-4 2

 

1.2

2

 



 

28 
 

 

1.3

100/250 mg 100/500 mg 2

100/250 mg 100/500 mg 1 2

1 2

1 1

/ 100 mg/250 mg 100 mg/500 mg 1 2

 

1.4

III AM1001 AM1002

65

 

 

 

1.5

1 7.R.7

27 28 29

 
 

27  
 

   
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
28  

  
 

  
LD HD

 
 



 

29 
 

29  
  
  
 2  
 24  

 400  

  

2.

4

 

 

 

2  

 

 

 

1 1 / 100 mg/250 mg 100 mg/500 mg

1 2  

 

 

 

 

 
 



 

i 
 

 

 

 
   

BE
 

 
9 12 22  487

24 2 29  0229 10
 

ANA200
MET500  

 AM1001
500 mg/ 200 mg/

 
ANA200
MET1000  

 AM1001
1000 mg/ 200 mg/

 
ANA   AM1001 1 ANA200

MET1000 2
 

ANA200
 

 AM1002 200 mg/
 

AUC Area under the drug plasma 
concentration-time curve 

 

Cmax Maximum plasma concentration  
CPP Critical process parameter  
CQA Critical quality attribute  
DPP-4 Dipeptidyl peptidase-4 4 
eGFR Estimated glomerular filtration rate  
FAS Full Analysis Set  
GIP Glucose-dependent insulinotropic 

polypeptide  
GLP-1 Glucagon-like peptide-1 -1 
HbA1c Hemoglobin A1c A1c 
HPLC High performance liquid 

chromatography 
 

ICH Q1E
 

 
15 6 3  

0603004  
LC-MS/MS Liquid chromatography-tandem mass 

spectrometry 
/  

MedDRA/J Medical Dictionary for Regulatory 
Activities Japanese version 

ICH  

MET500
 

 AM1001
500 mg/  

MET1000
 

 AM1001
1000 mg/  

MET500
ANA200  

 AM1002 200 mg/
500 mg/  

MET1000
ANA200  

 AM1002 200 mg/
1000 mg/

MF Master file  
t1/2 Elimination half life  



 

 
 

ii 

tmax Time to reach the maximum drug 
plasma concentration following drug 
administration 

 

QbD Quality by design  
100/250 mg

 
 100 mg

250 mg  
100/500 mg

 
 100 mg

500 mg  
   

/ANA  
 AM1001 1 MET1000

2
 

   
 


