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2  
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2  

 

 

 

1 1 1 / 10 mg/5 mg 25 mg/5 mg
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2  
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1.

SGLT2 DPP-4

10 mg 25 mg 2014 12 2

5 mg 2011 7 2

2013 3 2 1)  

SGLT2

DPP-4

2018 5 51  

DPP-4 SGLT2

2017 7

L- 2018

3

2.

2.1

10 mg 25 mg 22600AMX01387000 22600AMX01386000 5mg 

22300AMX00605000  

2.2

2.2.1

1 10 mg 5 mg 10/5 mg

25 mg 5 mg 25/5 mg D-

10/5 mg

25/5 mg  

2.2.2

1) 22 7 9  0709 1
2
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QbD CQA CQA

CMA

1  

1  
CQA 

2.2.3

HPLC UV HPLC

HPLC HPLC  

2.2.4

2

2  

3  25  60%RH 
PTP a) 36 b) 

3  40  75%RH 6  

a) /

b) 24

15 6

3  0603004 PTP

/

/
2)

36

2.R

2.R.1

2) 2 PTP
/

/
40 /75% RH 6 10/5 mg 25/5 mg
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A3 iCF 3)

3.

10 mg 25 mg

4.

LC-MS/MS 111

2.5 nmol/L

4.1

4.1.1 CTD4.2.2.6-03

4 / 0/15 75/15 0/50 250/50 mg/kg

Cmax 630

252 757 348 3680 1250 3920 634 nmol/L AUC0-48 h 4600 1460 3250 1170 36200 17300

22500 4700 nmol h/L  

3)

12 2 14  
67 24 2 29  0229 10

iCF
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4.1.2 CTD4.2.3.2-024) 4.2.3.5.2-02

30/6 30/15 100/20 300/60 0/60

300/0 mg/kg 13

30/15 300/60 700/140 0/140 700/0 mg/kg 7 16

3

3  

 
Cmax AUC0-24 h 24 -  
a) /

4.R

13

Cmax AUC

4) 13 10 mg
25 mg

 
a) 

mg/kg/   
 

Cmax

mol/L  
AUC0-24 h

mol h/L  
Cmax

nmol/L  
AUC0-24 h

nmol h/L  

 

30/6 
1  

4 5.12 2.08 18.5 3.91 36.3 15.5 334 75.9 
 4 10.5 2.47 19.2 1.56 74.0 36.6 394 25.6 

80  
 4 5.20 1.41 14.6 1.23 39.5 10.9 365 15.0 
 4 7.67 3.26 26.2 2.51 49.7 11.9 458 89.1 

30/15 
1  

4 5.39 2.61 18.2 2.99 316 494 1690 2030 
 4 9.83 5.25 18.1 7.24 297 253 1730 1620 

80  
 3 4.87 3.85 18.1 4.40 119 88.2 1240 833 
 3 7.37 1.80 21.6 7.20 303 211 1740 904 

100/20 
1  

 4 16.6 3.48 72.7 13.5 366 197 1980 748 
 4 29.5 8.04 79.4 19.0 922 688 3090 1210 

80  
 4 11.5 1.84 58.6 9.48 257 155 1580 780 
 4 19.9 9.58 65.3 15.3 392 430 2680 3240 

300/60 
1  

 4 40.2 10.7 276 138 2200 988 12100 6380 
 4 63.4 14.9 240 47.1 4500 1380 17000 4520 

80  
 4 47.7 13.5 196 33.5 2320 1290 10200 6950 
 4 65.8 20.4 314 104 1790 884 8680 5220 

0/60 
1  

 4 3060 607 20500 3960 
 4 6710 1880 24800 9010 

80  
 4  6120 648 32000 5310 
 4 5950 1340 21100 7850 

300/0 
1  

4 21.8 6.05 153 16.3   
 4 26.4 5.45 187 72.4   

80  
 4 16.9 6.17 130 21.9   
 4 28.0 4.13 163 38.8   

 

30/15 
7  3 5.62 2.62 17.2 4.08 104 3.31 910 347 
16   3 5.16 3.08 22.3 7.76 168 79.1 1430 623 

300/60 
7  3 54.7 3.94 205 26.7 3020 612 9480 2260 
16   3 49.0 16.5 469 166 3670 681 35800 25600 

700/140 
7  3 58.1 11.8 494 71.2 9900 2600 60800 18000 
16   3 105 13.3 1200 460 10000 1500 55800 6360 

0/140 
7  3 16700 1640 149000 19700 
16   3  8130 2640 76400 16500 

700/0 
7  3 28.5 3.87 288 161 
16   3 39.4 14.4 445 188   
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13

/ Cmax 0.3 1.2

AUC 0.32 0.73 Cmax 1.8 2.8 AUC 1.3 2.7

13 80 AUC 1
5)

13 1 AUC
5)

Cmax

CYP3A4 Ki 115 mol/L

P-gp P-gp

P-gp

5 mg

Cmax,ss 11.1 nmol/L

CYP3A4

P-gp

IC50 17.6 138 mol/L

5 mg Cmax,ss

6.2.1

10 mg 25 mg

50 mg 5 mg

5) AUC / 0.66 13
1 0.59 0.69 80 0.32 0.41
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1245.30 6) Cmax,ss AUC ,ss

% / 90% 88.3 78.8, 98.9 101.7 96.5, 107.2

Cmax,ss AUC ,ss / 90%

101.5 86.9, 118.5 103.3 96.1, 111.1

1245.30

III 1275.13 1275.19 7.R.2

5.

GLP

0.5%

2

13 10 mg 25 mg

5.1

5.1.1 CTD4.2.3.5.2-02

700/140 mg/kg/

700/140 mg/kg/

16 AUC0-24 h,ss

700/0 mg/kg/ 2.7 4.1.2

300/60 mg/kg/ 16 /

AUC0-24 h,ss 469000/35800 nmol h/L
7) 73/185

6) 1245.30 16 8 50 mg 5 mg
2

7) 2 4 1245.15 25 mg 1 1 28
AUC0-24 h, ss 6460 nmol h/L 1218.11

5 mg 1 1 12 AUC0-24 h, ss 193 nmol h/L
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4  

  
a) 

(mg/kg/ )
a) 

(mg/kg/ ) CTD 

(Crl:WI 
(Han)) 

 

 
7 16  

1 /  

22  

0/0 
30/15 
300/60 

700/140 
0/140 
700/0 

 
300/60

 
700/140

 
0/140

 

 
700/140

 

300/60 

300/60 

4.2.3.5.2-02

a) /

5.R

6.

6.1

1275.21 1275.17

10 mg 25 mg

1275.3

LC-MS/MS

1.11 0.100 nmol/L  

6.1.1 CTD5.3.1.2-03 1275.21 2016 5 8

56 28 10 mg

10 mg 5 mg 5 mg

10/5 mg 2 2

1 2 10/5 mg 1 10 mg 1

5 mg 1 10

35

56 1

55 2 1

1 54  

Cmax AUClast % 8)

/ 90% 102.3 98.0, 106.9 101.7 99.8, 103.6 BE

Cmax AUC0-72 h

% 8) / 90% 107.5 98.6, 117.3

99.4 95.3, 103.7 BE

8)
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tmax 1.50 0.67, 4.00

1.02 0.67, 4.00 t1/2 % 9.80 27.0 10.1 24.4

tmax 2.02 0.33, 6.03 2.00

0.33, 6.02 t1/2 53.5 18.5 53.9 19.7  

23.2% 13/56 1.8%

1/56 27.8% 15/54 1.9% 1/54

6.1.2 CTD5.3.1.2-02 1275.17 2016 7 10

22 11 25/5 mg

2 2  

1 2 25/5 mg 1 10

30 35  

22  

Cmax AUClast

% 8) / 90% 74.9 66.3, 84.6 86.0 83.4, 88.7

Cmax AUClast % 8) / 90%

55.7 48.2, 64.3 82.2 78.4, 86.2

tmax 1.50 1.00, 3.00 2.50 1.00, 6.00 t1/2

10.7 23.8 11.2 28.4 tmax 1.25 0.67,

8.00 1.75 0.67, 4.00 t1/2 60.4 21.8 63.6 30.7

6.1.3 CTD5.3.1.2-01 1275.3 2010 8

11

42 25/5 mg iCF 3)

25 mg 25 mg

5 mg 5 mg

A3 iCF

3  

1 2 3 iCF A3

25 mg 1 5 mg 1 10 iCF

30 35

A3
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42 9)  

Cmax AUClast

% 10) iCF / 90% 107.7 101.7, 

114.0 104.9 102.1, 107.8 Cmax AUC0-72 h

% 10) iCF / 90% 109.7 99.6, 120.8

104.9 100.0, 110.1  

iCF Cmax AUClast

% 10) / 90% 61.4 54.1, 69.7 85.3

80.8, 90.1 Cmax AUC0-72 h % 10) /

90% 68.5 58.6, 80.0 91.0 84.2, 98.2  

14.6% 6/41 7.3%

3/41 iCF 28.6% 12/42 16.7% 7/42

iCF 33.3% 6/18 5.6% 1/18 A3 25.0% 6/24

12.5% 3/24 iCF A3

1

6.2

10 mg 25 mg 1245.30

6.2.1 CTD4.2.2.6-01 2 5.3.2.2-01

UGT 0.137 100 mol/L UGT

UGT1A3 UGT1A8 UGT1A9 UGT2B7

IC50 UGT 100 mol/L

14C 10 mol/L

1 50 mol/L IC50 17.6 138 mol/L
14C 10 50 mol/L

1 10 mol/L 14C

9) 1 41
iCF 42 iCF 18 A3 24

Cmax 5% 1
40 iCF 42 iCF 18 A3

24  
10)
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6.R

6.R.1

1275.21

 

 

6.R.2

1275.17 1275.3

Cmax AUC

 

1275.17 1275.3

Cmax 25 39%

AUClast 14 15% Cmax 44 32% AUC0-72 h 18 9%

Cmax

10 mg 25 mg 1245.7911) 1245.3 12)

Cmax 37 29% AUC0-

16 10% 1275.17 1275.3

1245.3

24 71.7 75.9 g

5 mg 1218.34 13)

Cmax 15% AUC0-72 h

1275.17 1275.3

Cmax

1218.11 14) DPP-

4 80% DPP-4

4 6 nmol/L 1275.17 1275.3

24 4.89 4.29 nmol/L 24

4.47 4.12 nmol/L

                                                        
11) 1245.79 18 25 mg

3  
12) 1245.3 14 50 mg

2 2  
13) 1218.34 32 5 mg

2  
14) 1218.11 56 1 2.5 5 10 mg

2.5 5 10 mg 1 1 12
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DPP-4 80%

 

1275.17 1275.3

28.6% 12/42

33.3% 6/18

III 1275.13 1275.19

 

 

 

 

7.

5 2 1275.13 1275.19

2 III 1275.1 1275.9

1275.10  
 

5  
 
 

 
    a)   

 
 1275.13 III 

2  447
10 mg 25 mg

10/5 mg 25/5 mg
1 1  

 
 

 1275.19 III 
2  275 5 mg 10/5 mg

25/5 mg 1 1
 
 

a)  
 

HbA1c NGSP  

7.1 III

7.1.1 2 III

CTD5.3.5.1- 01 1275.13 2015 5 2017 6

2 440 Part A 106 Part B 114

2 Part A

10 mg Part B 25 mg

2  

HbA1c 8.0% 10.5% 1
15) HbA1c 7.5% 10.5% BMI 40.0 kg/m2

HbA1c 7.5% 10.0%

2 270 mg/dL 2

eGFR 45 mL/min/1.73m2  
                                                        
15) 1 1 12

18
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1 3 16 2

24 28 Part B  

10 mg Part A 25 mg Part B

1 1 16 10 mg 25 mg

10/5 mg 25/5 mg 1 1 2

Part A E10 10 mg 10/5 mg

E10/L5 10/5 mg 10 mg Part B E25

25 mg 25/5 mg E25/L5 25/5 mg

25 mg 1 1 24

Part B 28

 

880 Part A 439 Part B 441

Part A Part B

447 Part A 215 E10 108 E10/L5 107 Part B 232 E25 116

E25/L5 116 FAS FAS

24 Part A 10 E10 8 E10/L5 2 Part B 14 E25

8 E25/L5 6 17 Part A 8 E10 6

E10/L5 2 Part B 9 E25 5 E25/L5 4 2 Part B

E25 E25/L5 1 4 Part A 2 E10 2 Part B 2 E25

2 1 Part B E25/L5 1  

24 HbA1c 6 Part A E10/L5 E10

Part B E25/L5 E25  
 

6 24 HbA1c 1275.13 24 FAS  

    
a) 

 

95% a) p b)

Part A 
E10  8.40 0.68 108  8.20 0.79 96 0.12 0.06 0.82 

0.97, 0.67  
<0.0001

E10/L5  8.34 0.54 107  7.38 0.59 103 0.94 0.05 

Part B 
E25  8.26 0.68 116  7.87 0.75 108 0.33 0.05 0.59 

0.73, 0.45  
<0.0001

E25/L5  8.27 0.59 116  7.32 0.59 111 0.91 0.05 
%  

a) HbA1c eGFR
MMRM  

b) 5% 
 

24 7

 
 

7 24 1275.13 24 FAS  

    
a) 

 

95% a) 

Part A 
E10  159.04 24.04 108 154.86 22.30 95 2.09 1.87 12.29 

17.44, 7.15  E10/L5  159.25 26.14 107 144.17 21.92 104 14.38 1.81 

Part B 
E25  149.11 21.01 116 144.89 23.66 108 4.05 1.71 5.41 

10.16, 0.65  E25/L5  151.78 22.47 116 140.20 21.21 111 9.45 1.69 
mg/dL  

a) HbA1c eGFR
MMRM  
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Part B 52 HbA1c

8 HbA1c 1  
 

8 52 HbA1c 1275.13 52 FAS  

     
a)

 

95% a) 
HbA1c 

%  
E25  8.26 0.68 116  7.48 0.50 63  0.27 0.06 0.59 

0.75, 0.42  E25/L5  8.27 0.59 116  7.16 0.59 88  0.86 0.06 
 

mg/dL  
E25  149.11 21.01 116 140.56 17.42 61 0.60 2.12 6.53 

12.09, 0.97  E25/L5  151.78 22.47 116 140.24 21.88 86 7.13 1.84 
 

a) HbA1c HbA1c
HbA1c eGFR

MMRM  
 

 
 

1 52 HbA1c 1275.13 52 FAS  
MMRM  

 

24 Part A E10

59.3% 64/108 14.8% 16/108 E10/L5 49.5% 53/107 12.1% 13/107 

Part B E25 56.9% 66/116 17.2% 20/116 E25/L5 62.9% 73/116 21.6%

25/116 2%

9  
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9 2%  
1275.13 24  

 

Part A Part B 
E10  

108  
E10/L5  

107  
E25  

116  
E25/L5  

116  
        

 59.3 64 14.8 16  49.5 53 12.1 13 56.9 66 17.2 20  62.9 73  21.6 25
 22.2 24 0 0  15.0 16 0 0  18.1 21 0 0  17.2 20  0 0  

 10.2 11 8.3 9  1.9 2  1.9 2  4.3 5  4.3 5  9.5 11  9.5 11  
 0.9 1  0.9 1 0.9 1  0.9 1  3.4 4  2.6 3  3.4 4  2.6 3  

 0 0  0 0  0.9 1  0 0  0 0  0 0  3.4 4  0 0  
 2.8 3  0 0  2.8 3  0 0  0.9 1  0 0  3.4 4  0 0  
 3.7 4  0 0  3.7 4  0 0  0 0  0 0  2.6 3  0 0  

 1.9 2  0 0  0 0  0 0  0 0  0 0  2.6 3  0 0  
 0 0  0 0  0 0  0 0  0 0  0 0  2.6 3  0 0  

 0 0  0 0  0.9 1  0 0  0 0  0 0  2.6 3  0 0  
 0.9 1  0 0  0 0  0 0  2.6 3  0 0  1.7 2  0 0  

 2.8 3  0 0  1.9 2  0 0  0.9 1  0 0  1.7 2  0 0  
 0.9 1  0.9 1  0 0  0 0  5.2 6  4.3 5  1.7 2  1.7 2  

 0.9 1  0 0  3.7 4  2.8 3  0.9 1  0 0  1.7 2  0 0  
 0.9 1  0 0  2.8 3  0 0  0 0  0 0  1.7 2  0 0  

% MedDRA/J ver.19.1  
 

Part B 52

E25 74.1% 86/116 19.8% 23/116 E25/L5 81.0% 94/116

28.4% 33/116 2%

10  
 

10 2%  
1275.13 52 Part B  

 
E25 116  E25/L5 116  

    
 74.1 86  19.8 23  81.0 94  28.4 33  

 29.3 34  0 0  26.7 31  0 0  
 7.8 9  7.8 9  13.8 16  13.8 16  

 1.7 2  0 0  6.0 7  0 0  
 3.4 4  2.6 3  4.3 5  3.4 4  

 0.9 1  0 0  4.3 5  0 0  
 3.4 4  0 0  4.3 5  0.9 1  
 4.3 5  0 0  4.3 5  0 0  

 5.2 6  1.7 2  4.3 5  0.9 1  
 0 0  0 0  3.4 4  3.4 4  

 5.2 6  0 0  3.4 4  0 0  
 4.3 5  0 0  3.4 4  0 0  

 0 0  0 0  3.4 4  0 0  
 0 0  0 0  3.4 4  0 0  
 0 0  0 0  3.4 4  0.9 1  
 0 0  0 0  3.4 4  0 0  
 5.2 6  0 0  2.6 3  0 0  

 1.7 2  0 0  2.6 3  0 0  
 2.6 3  0 0  2.6 3  0 0  

 0.9 1  0 0  2.6 3  0 0  
 0 0  0 0  2.6 3  0 0  

 0 0  0 0  2.6 3  2.6 3  
 6.0 7  4.3 5  1.7 2  1.7 2  

 2.6 3  0 0  1.7 2  0 0  
 2.6 3  0 0  1.7 2  0 0  

 2.6 3  0 0  0.9 1  0 0  
 2.6 3  0 0  0.9 1  0 0  

 2.6 3  0 0  0.9 1  0 0  
 2.6 3  0 0  0.9 1  0 0  
% MedDRA/J ver.20.0  



16 
 

 

Part A E10 4

/ / E10/L5 1

Part B E25 4 / /

E25/L5 2 E25/L5 1

Part B E25

4 / E25/L5 4

E

E10 5 2 2

E10/L5 2 Part B E25 2

/ / E25/L5 2 / / /

E10 1 E10/L5 1 E25/L5

1 Part B

E25 1 E25/L5 2

 
16) Part B E25 2 1

Part A E10 E10/L5 Part B E25/L5

Part B E25

1  

 

 

7.1.2 2 III CTD

5.3.5.1-02 1275.19 2015 5 2017 3

2

273 L5 91 E10/L5 182

 

HbA1c 8.0% 10.5% 1
15) HbA1c 7.5% 10.5% 5 mg

17) HbA1c 7.5% 10.0% BMI 40.0 kg/m2

HbA1c 7.5% 10.0%

2 270 mg/dL 2

eGFR 45 mL/min/1.73m2  

1 3 16 2

24 18) 4 24  

                                                        
16) 54 mg/dL

70 mg/dL  
17) 5 mg 16  
18) 28  
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19) 5 mg 1 1 16

5 mg 10/5 mg 1

1 2 L5 5 mg

10/5 mg E10/L5 10/5 mg 5 mg

1 1 24

4 24

L5 E10/L5 HbA1c 7.0% 5 mg

25/5 mg 25/5 mg 5 mg

1 1 24 24 HbA1c 7.0%

24

L5

10/5 mg

25/5 mg L5 E10/L5

10/5 mg E10/L5

25/5 mg E25/L5  

381

275 L5 93 E10/L5 182 FAS

FAS 12 L5

7 E10/L5 5 6 L5 4 E10/L5 2

3 L5 3 2 E10/L5 2 1 E10/L5 1

263 L5 86 E10/L5 177

E10/L5 51 E25/L5 126 7 L5 2

E10/L5 2 E25/L5 3 5 L5 2 E10/L5

2 E25/L5 1 1 E25/L5 1 1 E25/L5

1  

24 HbA1c 11 E10/L5 L5

 
 

11 24 HbA1c 1275.19 24 FAS  

    
a) 

 

95% a) p b)

L5  8.36 0.74 93  8.01 0.87 60 0.21 0.09 1.14 
1.36, 0.91  

<0.0001
E10/L5  8.27 0.65 182  7.29 0.60 176 0.93 0.06 

%  
a) HbA1c eGFR

MMRM  
b) 5% 

 

24 12

 
 

  

                                                        
19) 5 mg 16  
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12 24 1275.19 24 FAS  

    
a) 

 

95% a)

L5  178.39 33.10 93  164.31 32.32 59 4.34 2.81 40.18 
46.74, 33.62  E10/L5  177.25 34.32 179  139.18 21.03 176 35.84 1.79 b) 

mg/dL  
a) HbA1c eGFR  

 
MMRM  

b) E10/L5 175  
 

52 HbA1c 13

HbA1c 2  
 

13 52 HbA1c 1275.19 52 FAS  

     
b) 

 

95% b)

HbA1c 
%  

L5  8.36 0.74 93  7.64 0.77 36  0.06 0.10 1.22 
1.45, 0.99  E10/L5 a) 8.27 0.65 182  6.99 0.50 162  1.16 0.06 

 
mg/dL  

L5  178.39 33.10 93 155.53 27.88 36 1.63 3.05 40.11 
46.98, 33.25  E10/L5 a) 177.25 34.32 179 135.40 19.35 162 38.48 1.67 c) 

 
a) 25/5 mg  
b) HbA1c HbA1c

HbA1c eGFR
MMRM  

c) E10/L5 161  
 

 
 

2 52 HbA1c 1275.19 52 FAS  
E10/L5 25/5 mg MMRM  

 

52

HbA1c 14  
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14 52 HbA1c  
1275.19 52 FAS  

    
24

 

HbA1c 
%  

L5  8.36 0.74 93  0.13 0.89 59  0.48 0.78 36  
E10/L5  7.97 0.56 56  1.31 0.69 51  1.38 0.73 49  

E25/L5 a) 8.41 0.65 126  0.82 0.62 125  1.15 0.63 113  

 
mg/dL  

L5  178.39 33.10 93  1.81 28.69 59  9.11 24.06 36  
E10/L5  163.66 24.20 56  32.82 22.57 51 34.71 22.55 49

E25/L5 a) 183.75 36.39 125 38.81 31.14 124 40.13 29.72 112
 

a) 28 10/5 mg  
 

24 18) L5

64.5% 60/93 3.2% 3/93 E10/L5 55.5% 101/182 15.4% 28/182

2% 15

 
 

15 2%  
1275.19 24 a)  

 
L5 93  E10/L5 182  

    
 64.5 60  3.2 3  55.5 101 15.4 28  

 24.7 23  0 0  11.5 21  0 0  
 4.3 4  0 0  4.4 8  1.6 3  

 1.1 1  0 0  2.2 4  0 0  
 2.2 2  0 0  1.6 3  0 0  

 2.2 2  0 0  0 0  0 0  
 6.5 6  0 0  4.9 9  0 0  

 0 0  0 0  2.2 4  1.6 3  
 2.2 2  0 0  1.6 3  0 0  

 2.2 2  0 0  0 0  0 0  
 1.1 1  0 0  2.7 5  0.5 1  

 2.2 2  0 0  1.1 2  0 0  
 2.2 2  0 0  0 0  0 0  

 2.2 2  0 0  0 0  0 0  
 0 0  0 0  2.2 4  1.6 3  

 0 0  0 0  4.9 9  3.8 7  
 0 0  0 0  2.2 4  0 0  

 2.2 2  0 0  2.2 4  0.5 1  
 1.1 1  0 0  2.7 5  0 0  

% MedDRA/J ver.19.1  
a)  

 

52 L5 75.3% 70/93

7.5% 7/93 E10/L5 70.3% 128/182 20.3% 37/182 L5

E10/L5 2% E10/L5

16
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16 L5 E10/L5 2%  
E10/L5  

1275.19 52  

 
L5  

93  
E10/L5 a) 

182  

E10/L5 182  
E10/L5  

56  
E25/L5 b) 

126  
        

 75.3 70  7.5 7  70.3 128 20.3 37 71.4 40 17.9 10  69.8 88  21.4 27
 36.6 34  0 0  19.2 35 0 0  19.6 11 0 0  19.0 24  0 0  

 6.5 6  3.2 3  7.1 13 3.3 6  7.1 4  1.8 1  7.1 9  4.0 5  
 1.1 1  0 0  3.8 7  0.5 1  3.6 2  0 0  4.0 5  0.8 1  
 2.2 2  1.1 1  2.7 5  2.2 4  1.8 1  0 0  3.2 4  3.2 4  
 2.2 2  0 0  0.5 1  0 0  0 0  0 0  0.8 1  0 0  

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
 0 0  0 0  2.2 4  0 0  0 0  0 0  3.2 4  0 0  
 2.2 2  0 0  1.6 3  0 0  1.8 1  0 0  1.6 2  0 0  

 2.2 2  0 0  1.1 2  0 0  0 0  0 0  1.6 2  0 0  
 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
 10.8 10  0 0  7.7 14 0 0  7.1 4  0 0  7.9 10  0 0  

 4.3 4  0 0  1.1 2  0 0  1.8 1  0 0  0.8 1  0 0  
 2.2 2  0 0  2.7 5  1.6 3  7.1 4  5.4 3  0.8 1  0 0  
 2.2 2  0 0  3.3 6  0 0  3.6 2  0 0  3.2 4  0 0  

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 1.1 1  0 0  4.4 8  0.5 1  1.8 1  1.8 1  5.6 7  0 0  
 4.3 4  0 0  4.4 8  0 0  3.6 2  0 0  4.8 6  0 0  
 2.2 2  0 0  1.6 3  0 0  0 0  0 0  2.4 3  0 0  
 2.2 2  0 0  0.5 1  0 0  0 0  0 0  0.8 1  0 0  
 2.2 2  0 0  0.5 1  0 0  0 0  0 0  0.8 1  0 0  

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  2.7 5  2.2 4  3.6 2  3.6 2  2.4 3  1.6 2  
 1.1 1  1.1 1  6.6 12 4.4 8  3.6 2  1.8 1  7.9 10  5.6 7  

 1.1 1  0 0  3.3 6  0 0  3.6 2  0 0  3.2 4  0 0  
 3.2 3  0 0  2.7 5  0.5 1  3.6 2  1.8 1  2.4 3  0 0  

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  
/ 

 2.2 2  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 2.2 2  0 0  4.4 8  0 0  5.4 3  0 0  4.0 5  0 0  
 0 0  0 0  2.7 5  0 0  3.6 2  0 0  2.4 3  0 0  

 0 0  0 0  2.2 4  0 0  0 0  0 0  3.2 4  0 0  
% MedDRA/J ver.19.1  

a) E10/L5 E25/L5  
b) 28 10/5 mg  

 

52 E10/L5 1
18) E10/L5 3

L5 1

E10/L5 3 E25/L5 3

E10/L5 1

E25/L5 2
18) L5 1 E10/L5 2

L5 1 E10/L5 1

E25/L5 1  
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16) 18) L5 1 E10/L5 5 L5

1 E10/L5 2 E10/L5

1  
18)

- L5 E10/L5

- L5

E10/L5 E25/L5  

 

7.R

7.R.1

10 mg 25 mg

10/5 mg 25/5 mg 1275.13 Part A Part B

24 HbA1c 95%

E10/L5 E10 E25/L5 E25 0.82 0.97, 0.67 %

0.59 0.73, 0.45 % E10 E10/L5 E25

E25/L5 6  

5 mg 10/5 mg

1275.19 24 HbA1c

95% E10/L5 L5 1.14 1.36, 0.91 % L5

E10/L5 11 1275.19 10/5 mg

24 HbA1c 7.0% 28

25 mg 5 mg 25/5 mg

E25/L5 28 52

HbA1c 0.21 0.03% HbA1c

65.9% 83/126 HbA1c 0.3% 47.6% 60/126

52 HbA1c 7.0% 27.8% 35/126  

1275.13 Part B E25/L5

52 HbA1c 0.86

0.06% 52 HbA1c 8

1 1275.19 E10/L5 25 mg

52 HbA1c 1.16 0.06% 52

HbA1c 13 2 1275.19

25 mg E10/L5 52

HbA1c 1.38 0.73% 14  

 

7.R.2

7.R.2.1



22 
 

III 1275.13 1275.19

24 52 17 18 1275.13

Part A 24 E10/L5 E10

1275.13 Part B 24 52 E25/L5

E25 1275.19 24

52 E10/L5 L5

 
 

17 III 24  

 

1275.13  1275.19 a) 
Part A Part B 

E10  
108  

E10/L5  
107  

E25  
116  

E25/L5  
116  

L5  
93  

E10/L5  
182  

 59.3 64  49.5 53  56.9 66  62.9 73  64.5 60  55.5 101
 14.8 16  12.1 13  17.2 20  21.6 25  3.2 3  15.4 28  
 3.7 4  0.9 1  3.4 4  1.2 2  0 0  1.6 3  

 4.6 5  1.9 2  1.7 2  1.7 2  1.1 1  1.1 2  

 
 53.7 58  46.7 50  54.3 63  58.6 68  63.4 59  49.5 90  

 2.8 3  1.9 2  2.6 3  4.3 5  1.1 1  6.0 11  
 2.8 3  0.9 1  0 0  0 0  0 0  0 0  

%  
a) 24 4

 
18 III 52  

 
1275.13 Part B  1275.19  

E25  
116  

E25/L5  
116  

L5  
93  

E10/L5 a) 
182  

 74.1 86  81.0 94  75.3 70  70.3 128  
 19.8 23  28.4 33  7.5 7  20.3 37  
 6.9 8  5.2 6  1.1 1  4.4 8  

 2.6 3  3.4 4  2.2 2  2.2 4  

 
 64.7 75  74.1 86  73.1 68  59.9 109  

 8.6 10  5.2 6  2.2 2  9.9 18  
 0.9 1  1.7 2  0 0  0.5 1  

%  
a) 25/5 mg

 

III 1275.13 1275.19

19 20
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19 III a) 24  

 

1275.13  1275.19 b) 
Part A Part B 

E10
108

E10/L5  
107

E25
116

E25/L5  
116

L5  
93  

E10/L5  
182

c) 0 0  0 0  1.7 2  0 0  1.1 1  2.7 5  
 0 0  0.9 1  0 0  1.7 2  0 0  0.5 1  

 1.9 2  0.9 1  3.4 4  3.4 4  3.2 3  5.5 10  
 11.1 12 1.9 2  4.3 5  12.1 14 0 0  4.9 9  

 0 0  0.9 1  0.9 1  0.9 1  0 0  0 0  
 0.9 1  1.9 2  1.7 2  1.7 2  0 0  1.1 2  
 0.9 1  0.9 1  3.4 4  3.4 4  5.4 5  4.9 9  

 1.9 2  0.9 1  0 0  1.7 2  1.1 1  2.2 4  
 0 0  0 0  0 0  0.9 1  1.1 1  0.5 1  
 0.9 1  0 0  0 0  0 0  0 0  2.7 5  

 0 0  0.9 1  3.4 4  1.7 2  2.2 2  0.5 1  
 0.9 1  1.9 2  0 0  0 0  2.2 2  2.2 4  

 34.3 37 26.2 28 28.4 33 30.2 35 37.6 35  30.2 55
 0.9 1  0 0  5.2 6  1.7 2  0 0  0 0  

d) 0.9 1  0 0  0 0  0 0  0 0  0 0  
% MedDRA/J ver.19.1

a) MedDRA SMQ HLGT SOC PT

PT

PT SOC  
b) 24 4  
c) 54 mg/dL

70 mg/dL  
d) 

 

20 III a) 52  

 
1275.13 Part B  1275.19  

E25  
116  

E25/L5  
116  

L5  
93  

E10/L5 b) 
182  

c) 1.7 2  0 0  1.1 1  2.7 5  
 0 0  2.6 3  2.2 2  1.1 2  

 5.2 6  4.3 5  4.3 4  8.2 15  
 7.8 9  16.4 19  1.1 1  6.6 12  

 0.9 1  1.7 2  0 0  1.6 3  
 1.7 2  2.6 3  0 0  1.1 2  
 3.4 4  4.3 5  7.5 7  7.7 14  

 0 0  2.6 3  2.2 2  2.7 5  
 0 0  0.9 1  1.1 1  0.5 1  
 0 0  0 0  0 0  3.3 6  

 6.0 7  2.6 3  6.5 6  2.2 4  
 0.9 1  0.9 1  2.2 2  2.2 4  

 44.0 51  47.4 55  50.5 47  41.8 76  
 6.0 7  1.7 2  0 0  0 0  

d) 0 0  0.9 1  0 0  0 0  
% MedDRA/J 1275.13 ver.20.0 1275.19 ver.19.1

a) 19 a)  
b) 25/5 mg  
c) 19 c)  
d) 19 d)

 

1275.13 Part B

52 E25

9 E25/L5 14 /

 2
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1275.19

24 52

52 L5

 1 E10/L5 6 2 / /

 1 L5

E10/L5 E10/L5 2

1 1 1

52

L5 1 E10/L5 12 E10/L5

4

52

L5 E10/L5 4 /  1 /

1 1

 

III 1275.13 1275.19

21 90

90 3 1275.13 Part A 24

Part B 52

1275.19 52

 
 

21  
 0  90  90< 180 180< 270 270< 360  > 360  

1275.13  
Part A 24  

E10  35.2% 38/108  17.5% 18/103    
E10/L5  24.3% 26/107  15.9% 17/107    

1275.13  
Part B 52  

E25  31.9% 37/116  23.9% 27/113 20.9% 23/110 20.4% 22/108  8.3% 9/108
E25/L5  33.6% 39/116  27.8% 32/115 24.1% 27/112 25.0% 28/112  5.4% 6/111

1275.19  
52  

L5  26.9% 25/93  34.4% 31/90 25.6% 22/86 25.0% 21/84  3.6% 3/84  
E10/L5 a) 31.9% 58/182  21.2% 38/179 23.6% 42/178 19.9% 35/176  5.8% 10/172

% /  
a) 25/5 mg  

 

1275.19 28 52 22

E25/L5 E10/L5 L5
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22 2%  
1275.19 28 52  

 L5  
86  

E10/L5 a) 

177  

E10/L5  
E10/L5

51  
E25/L5  

126  
 54.7 47  48.6 86  47.1 24  49.2 62  

 4.7 4  8.5 15  3.9 2  10.3 13  
 1.2 1  3.4 6  5.9 3  2.4 3  

 1.2 1  1.1 2  2.0 1  0.8 1  

 
 53.5 46  42.9 76  39.2 20  44.4 56  

 1.2 1  5.1 9  5.9 3  4.8 6  
 0 0  0.6 1  2.0 1  0 0  

 19.8 17  14.7 26  15.7 8  14.3 18  
 5.8 5 * 4.0 7  2.0 1  4.8 6  
 1.2 1  1.7 3  3.9 2  0.8 1  

 1.2 1  1.7 3  0 0  2.4 3  
 4.7 4  2.8 5  2.0 1  3.2 4  

 3.5 3  0.6 1  2.0 1  0 0  
 2.3 2  0.6 1  2.0 1  0 0  
 0 0  2.8 5  0 0  4.0 5  

 2.3 2  3.4 6  2.0 1  4.0 5  
 2.3 2  1.7 3  0 0  2.4 3  

 2.3 2  0 0  0 0  0 0  
 1.2 1  1.7 3  0 0  2.4 3  

 1.2 1  1.7 3  3.9 2  0.8 1  
 2.3 2  0.6 1  2.0 1  0 0  

 2.3 2  0 0  0 0  0 0  
% MedDRA/J ver.19.1  

a) E10/L5 E25/L5  
 

III

1275.13 1275.19

 

 

7.R.2.2

 
20)

21) 22)

23) 23

                                                        
20) 2015 6 3

3000 2017 10 17 6968  
21) 2015 2 2016 8 1

3 65
419  

22) 2012 7 2017 10 3
3000 2343  

23) 2013 7
3 3000 2017 5 2 3881  

*  
5 5.8  
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24) 591 E10/L5 536 E25/L5 55

23 E10/L5 13 E25/L5 4

E10/L5 8

24) 14 E10/L5 11 E25/L5 3

E10/L5 45.5% 5/14 1

 
 

23 a)  

 7387  
 

6224  E10/L5  
536  

E25/L5  
55  

 9.83 726  23.55 1466  11.19 60  18.18 10  
 7.43 549  10.01 623  8.58 46  12.73 7  
 1.34 99  7.10 442  2.43 13  7.27 4  

 0.58 43  1.88 117  1.49 8  0 0  
 0.46 34  0.71 44  0.56 3  0 0  

 0.14 10  0.61 38  0 0  3.64 2  
 0.28 21  0.63 39  0 0  0 0  

 0.60 44  0.93 58  0.56 3  1.82 1  
 0.3 22  0.03 2  0.37 2  0 0  

 0.23 17  1.06 66  0.75 4  0 0  
 0.43 32  0.05 3  0.37 2  1.82 1  
 1.37 101  0.51 32  0.75 4  1.82 1  

 0.12 9  0.42 26  0 0  0 0  
 0.31 23  0.34 21  0.75 4  0 0  
 1.11 82  0.16 10  1.12 6  1.82 1  

 0 0  0.05 3  0 0  0 0  
 0 0  0.06 4  0 0  0 0  

 0.03 2  0.84 52  0 0  0 0  
 0.05 4  0.24 15  0.19 1  0 0  

 0.12 9  0.31 19  0 0  0 0  
 0 0  0.14 9  0 0  0 0  
 1.81 134  2.49 155  1.12 6  3.64 2  

 0.12 9  0.08 5  0.19 1  0 0  
 0.03 2  0.03 2  0.19 1  0 0  

 0.01 1  0.14 9  0 0  0 0  
 0.01 1  0.02 1  0.19 1  0 0  

% MedDRA/J ver.20.1
a) 

MedDRA SMQ HLGT SOC
PT PT

SOC  
 

PBRER25)

 

1

10 mg 25 mg 1 5 mg  

                                                        
24) 10 mg

E10/L5 25 mg E25/L5  
25) PBRER 68169 /  
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III 1275.13 1275.19

 

 

7.R.3

26 11

21  1121 12

 

SGLT2

DPP-4

2014 12 2

DPP-4  

1275.13 E10

E10/L5 E25 E25/L5 1275.19

L5 E10/L5 1275.13 1275.19

 

1 1

Acta Diabetol Lat 1990; 27: 11-22* 2016-

2017 2016

 

DPP-4 SGLT2 2017 4 2018 3
26)

2 DPP-4 % SGLT2

% DPP-4 SGLT2

2 SGLT2

3 DPP-4

% % % DPP-4
                                                        
26) 1 1 1

1  
*  

Acta Diabetol Lat 2008; 27: 11-22  



28 

DPP-4 %

% SGLT2 %

DPP-4 SGLT2 %

SGLT2 %

DPP-4 % %

1275.13 1275.19

7.R.1

7.R.2

6.R.1

SGLT2 DPP-4

7.R.2.2

2

7.R.5

7.R.4

2

2

1 5 mg 1 10 mg 25 mg

1 5 mg 1 10 mg 25 mg
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7.R.5

10 mg/ 5 mg

25 mg/ 5 mg

 

1 10 mg

25 mg 1

5 mg 2017 2017 4 2018 3
26) 2

10 mg % 25 mg

%

1 10 mg 1 5 mg %

1 25 mg 1 5 mg %
27) 10 mg

91.0% 25 mg 7.5%

599 1 10 mg

1 5 mg 89.7% 1 25 mg

1 5 mg 9.2% 28)

15 1 10 mg

1 5 mg 73.3% 1 25 mg 1 5 mg

20.0% 1 25 mg 1 10 mg

1 10 mg

2016 2016 4 2017 3 2017 2017 4 2018 3

2017 2016 1 10 mg 1 25 mg

1 25 mg

1 10 mg 25 mg

1 5 mg III 1275.13

1275.19 1275.19 10 mg/

5 mg 24

HbA1c 7.0% 25 mg/ 5 mg

7.R.1 7.R.2

 

1275.17 1275.3

Cmax

                                                        
27) 20)

21)  
28) 

22) 23)  
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DPP-4

6.R.2 III 1275.13 1275.19

1 1

1245.30 6)

 

1 10 mg 25 mg 1 5 mg

III 1275.13 1275.19 1

/ 10 mg/5 mg 25 mg/5 mg 1 1

 

 

1 10 mg 25 mg

1 5 mg III 1275.13 1275.19

/

10 mg/5 mg 25 mg/5 mg

1 1

 

 

7.R.6

7.R.6.1

III 1275.13 1275.19

eGFR mL/min/1.73 m2 90

60 90 24 25  

1275.13 Part A E10

E10/L5

E10

E10/L5

52 Part B

E25 E25/L5

E25 E25/L5

 

1275.19 L5 E10/L5

L5 E10/L5
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24 a) 1275.13  
 Part A 24  Part B 52  

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

 E10  
70  

E10/L5
70  

E10
37  

E10/L5  
34  

E25
65

E25/L5  
68  

E25
48  

E25/L5  
48  

 65.7 46  50.0 35 47.1 16 48.6 18 75.4 49 75.0 51  70.8 34 89.6 43  
 15.7 11  12.9 9  11.8 4  10.8 4  15.4 10 30.9 21  25.0 12 25.0 12  
 2.9 2  0 0  5.9 2  2.7 1  6.2 4 5.9 4  6.3 3  4.2 2  

 2.9 2  2.9 2  8.8 3  0 0  3.1 2 2.9 2  0 0  4.2 2  
b) 0 0  0 0  0 0  0 0  0 0  0 0  4.2 2  0 0  

 0 0  1.4 1  0 0  0 0  0 0  2.9 2  0 0  2.1 1  
 2.9 2  1.4 1  0 0  0 0  6.2 4 4.4 3  4.2 2  4.2 2  

 12.9 9  1.4 1  5.9 2  2.7 1  7.7 5 20.6 14  8.3 4  12.5 6  
 0 0  0 0  0 0  2.7 1  1.5 1 1.5 1  0 0  2.1 1  
 1.4 1  1.4 1  0 0  2.7 1  3.1 2 2.9 2  0 0  2.1 1  
 1.4 1  0 0  0 0  2.7 1  3.1 2 2.9 2  4.2 2  6.3 3  

 1.4 1  1.4 1  2.9 1  0 0  0 0  2.9 2  0 0  2.1 1  
 0 0  0 0  0 0  0 0  0 0  0 0  0 0  2.1 1  
 0 0  0 0  2.9 1  0 0  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  2.7 1  9.2 6 4.4 3  2.1 1  0 0  
 1.4 1  2.9 2  0 0  0 0  1.5 1 0 0  0 0  2.1 1  

 38.6 27  27.1 19 29.4 10 24.3 9  41.5 27 42.6 29  50.0 24 54.2 26  
 1.4 1  0 0  0 0  0 0  3.1 2 1.5 1  8.3 4  2.1 1  

c) 1.4 1  0 0  0 0  0 0  0 0  0 0  0 0  2.1 1  
% MedDRA/J Part A ver.19.1 Part B ver.20.0

a) 19 a)  
b) 19 c)  
c) 19 d)  
 

25 a) 1275.19 52  
eGFR mL/min/1.73 m2 90  60 90  

 L5
37

E10/L5 b)

82
L5

52
E10/L5 b)

97  
 83.8 31 75.6 62 67.3 35 66.0 64  

 10.8 4 22.0 18 1.9 1  17.5 17  
 2.7 1  4.9 4  0 0  3.1 3  

 5.4 2  4.9 4  0 0  0 0  
c) 2.7 1  2.4 2  0 0  3.1 3  

 2.7 1  1.2 1  1.9 1  1.0 1  
 0 0  9.8 8  7.7 4  7.2 7  

 2.7 1  6.1 5  0 0  7.2 7  
 0 0  2.4 2  0 0  0 0  
 0 0  1.2 1  0 0  1.0 1  
 8.1 3  8.5 7  3.8 2  6.2 6  

 2.7 1  2.4 2  0 0  3.1 3  
 0 0  1.2 1  1.9 1  0 0  
 0 0  4.9 4  0 0  2.1 2  

 8.1 3  1.2 1  5.8 3  3.1 3  
 0 0  1.2 1  3.8 2  3.1 3  

 62.2 23 45.1 37 42.3 22 38.1 37  
 0 0  0 0  0 0  0 0  

d) 0 0  0 0  0 0  0 0  
% MedDRA/J ver.19.1  

a) 19 a)  
b) 25/5 mg  
c) 19 c)  
d) 19 d)  

 
eGFR 45 60 1275.13 PartA

E10 4 E10/L5 0 PartB 52 E25 3 E25/L5 0 1275.19 52
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L5 4 E10/L5 29) 3 1275.13 PartA

E10 2 / / PartB 52 E25 3

/ 1275.19 52 L5 4

/ / / E10/L5 2

/ / /

1275.13 E10 1 E25

1 1275.19 L5 2 E10/L5 2

/  

eGFR

 

 
27)

eGFR 90 60 90

45 60 30 45 26

25 mg 5 mg

10 mg 5 mg

eGFR 60 90 5

eGFR 45 60 3

 
 

26 a)  
 E10/L5 b) E25/L5 c) 

eGFR 
mL/min/1.73 m2  

90  
155  

60 90  
250  

45 60
76  

30 45
19  

90  
10  

60 90  
26  

45 60
6  

30 45
6  

 5.8 9  12.4 31  13.2 10  31.6 6  10.0 1  15.4 4  0 0  66.7 4  
 1.9 3  11.2 28  9.2 7  26.3 5  10.0 1  7.7 2  0 0  50.0 3  
 1.9 3  2.4 6  5.3 4  0 0  10.0 1  7.7 2  0 0  16.7 1  

 0 0  2.0 5  4.0 3  0 0  0 0  0 0  0 0  0 0  
 0 0  0.4 1  0 0  10.5 2  0 0  0 0  0 0  0 0  

 0 0  0 0  0 0  0 0  0 0  0 0  0 0  33.3 2  
 0.7 1  0 0  1.3 1  5.3 1  10.0 1  0 0  0 0  0 0  

 
 0 0  0.4 1  0 0  0 0  0 0  0 0  0 0  0 0  

 1.3 2  0.4 1  1.3 1  0 0  0 0  0 0  0 0  0 0  
 0 0  0.4 1  0 0  0 0  0 0  0 0  0 0  0 0  
 0.7 1  0.8 2  0 0  0 0  0 0  0 0  0 0  16.7 1  

 0 0  0.8 2  0 0  10.5 2  0 0  0 0  0 0  0 0  
 0.7 1  2.0 5  0 0  0 0  0 0  0 0  0 0  16.7 1  

 0.7 1  1.6 4  0 0  0 0  0 0  0 0  0 0  16.7 1  
 0 0  0 0  0 0  5.3 1  0 0  0 0  0 0  0 0  

* 0 0  0.4 1  0 0  0 0  0 0  0 0  0 0  0 0  

% MedDRA/J ver.20.1
a) 23 a)

*  
b) 5 mg 10 mg  
c) 5 mg 25 mg  

 
                                                        
29) 25/5 mg  
*  
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28) 10 mg 5 mg

eGFR mL/min/1.73 m2 90 3 60 90 7 eGFR 90

2 1 eGFR 60 90

2 1 1

25 mg 5 mg 3

 

 

 

III 1275.13 1275.19

 

7.R.6.2

III 1275.13 1275.19

ALT AST

ALT AST 27 28

 

1275.13 Part A E10

E10/L5

E10 E10/L5

52 Part B

E25 E25/L5

E25 E25/L5

E25/L5

 

1275.19 L5 E10/L5

L5 E10/L5
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27 a) 1275.13  

 Part A 24  Part B 52  
     

 E10  
94  

E10/L5
95

E10
14

E10/L5
12

E25
105

E25/L5  
105  

E25
11  

E25/L5
11

 60.6 57  50.5 48 50.0 7 41.7 5 75.2 79 81.0 85  63.6 7  81.8 9
 14.9 14  13.7 13 14.3 2 0 0  21.9 23 28.6 30  0 0  27.3 3
 2.1 2  1.1 1  14.3 2 0 0  6.7 7  4.8 5  9.1 1  9.1 1  

 4.3 4  2.1 2  7.1 1  0 0  1.9 2  2.9 3  9.1 1  9.1 1  
b) 0 0  0 0  0 0  0 0  1.9 2  0 0  0 0  0 0  

 0 0  0 0  0 0  8.3 1  0 0  1.9 2  0 0  9.1 1  
 2.1 2  1.1 1  0 0  0 0  5.7 6  4.8 5  0 0  0 0  

 10.6 10  2.1 2  14.3 2 0 0  8.6 9  17.1 18  0 0  18.2 2
 0 0  1.1 1  0 0  0 0  1.0 1  1.9 2  0 0  0 0  
 1.1 1  2.1 2  0 0  0 0  1.9 2  2.9 3  0 0  0 0  
 1.1 1  1.1 1  0 0  0 0  3.8 4  4.8 5  0 0  0 0  

 1.1 1  1.1 1  7.1 1  0 0  0 0  1.9 2  0 0  9.1 1  
 0 0  0 0  0 0  0 0  0 0  1.0 1  0 0  0 0  
 1.1 1  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  1.1 1  0 0  0 0  6.7 7  2.9 3  0 0  0 0  
 1.1 1  2.1 2  0 0  0 0  1.0 1  1.0 1  0 0  0 0  

 34.0 32  26.3 25 35.7 5 25.0 3 46.7 49 46.7 49  18.2 2  54.5 6
 1.1 1  0 0  0 0  0 0  6.7 7  1.9 2  0 0  0 0  

c) 1.1 1  0 0  0 0  0 0  0 0  1.0 1  0 0  0 0  
% MedDRA/J Part A ver.19.1 Part B ver.20.0

a) 19 a)  
b) 19 c)  
c) 19 d)  

 
28 a) 1275.19 52  

   

 L5
69

E10/L5 b)

139
L5  

24  
E10/L5 b)

43  
 78.3 54 69.1 96 66.7 16  74.4 32  

 8.7 6  18.0 25 4.2 1  27.9 12  
 0 0  5.0 7  4.2 1  2.3 1  

 1.4 1  2.9 4  4.2 1  0 0  
c) 1.4 1  2.9 4  0 0  2.3 1  

 2.9 2  1.4 2  0 0  0 0  
 1.4 1  7.9 11 12.5 3  9.3 4  

 1.4 1  6.5 9  0 0  7.0 3  
 0 0  1.4 2  0 0  2.3 1  
 0 0  0.7 1  0 0  2.3 1  
 8.7 6  7.9 11 4.2 1  7.0 3  

 2.9 2  2.9 4  0 0  2.3 1  
 0 0  0 0  4.2 1  2.3 1  
 0 0  2.2 3  0 0  7.0 3  

 5.8 4  2.2 3  8.3 2  2.3 1  
 1.4 1  1.4 2  4.2 1  4.7 2  

 56.5 39 43.2 60 33.3 8  37.2 16  
 0 0  0 0  0 0  0 0  

d) 0 0  0 0  0 0  0 0  
% MedDRA/J ver.19.1  

a) 19 a)  
b) 25/5 mg  
c) 19 c)  
d) 19 d)  

27)

ALT AST

ALT AST 29
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10 mg 5 mg

4

4
30) 10 mg 5 mg

3 25 mg 5 mg

1  
 

29 a)  
 E10/L5 b) E25/L5 c) 

 395  118  39  14  
 11.1 44  12.7 15  23.1 9  7.1 1  

 8.9 35  8.5 10  18.0 7  0 0  
 1.8 7  5.1 6  7.7 3  7.1 1  

 1.0 4  3.4 4  0 0  0 0  
 0.5 2  0.8 1 * 0 0  0 0  

 0 0  0 0  5.1 2  0 0  
 0.5 2  0.8 1 * 2.6 1  0 0  

 0.3 1  0.8 1 * 0 0  0 0  
 0.3 1  2.5 3  0 0  0 0  
 0 0  0.8 1 * 2.6 1  0 0  
 0.8 3  0 0  2.6 1  0 0  

 1.0 4  0 0  0 0  0 0  
 1.3 5  0.8 1 * 2.6 1  0 0  

 0.3 1  0 0  0 0  0 0  
 0.5 2  2.5 3  5.1 2  0 0  

 0.3 1  0 0  0 0  0 0  
 0.3 1  0 0  0 0  0 0  

** 0 0  0.8 1  0 0  0 0  
% MedDRA/J ver.20.1

a) 23 a)
**  

b) 5 mg 10 mg
 

c) 5 mg 25 mg
 

 
28)

10 mg 5 mg 9

2 2

2 1

1

25 mg 5 mg

3  

                                                        
30) ALT AST 3 5 2

ALT AST 5 ALT AST 3
2  

*  
0.9 1  

**  
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III 1275.13 1275.19

 

7.R.6.3

III 1275.13 1275.19

65 65 30 31  

1275.13 Part A 65 E10 E10/L5

65

E10 E10/L5 65 E10/L5

52 Part B 65

E25 E25/L5

65 E25

E25/L5 65

 

1275.19 65 L5 E10/L5

65

65 L5 E10/L5

65

L5 E10/L5 65
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30 a) 1275.13  
 Part A 24  Part B 52  

 65  65  65  65  

 E10  
80  

E10/L5
79

E10
28

E10/L5
28

E25
88

E25/L5  
87  

E25
28  

E25/L5
29

 68.8 55  50.6 40 32.1 9 46.4 13 70.5 62 79.3 69  85.7 24 86.2 25
 17.5 14  13.9 11 7.1 2  7.1 2  18.2 16 31.0 27  25.0 7  20.7 6
 3.8 3  0 0  3.6 1  3.6 1  5.7 5  5.7 5  10.7 3  3.4 1  

 3.8 3  2.5 2  7.1 2  0 0  2.3 2  4.6 4  3.6 1  0 0  
b) 0 0  0 0  0 0  0 0  0 0  0 0  7.1 2  0 0  

 0 0  1.3 1  0 0  0 0  0 0  3.4 3  0 0  0 0  
 2.5 2  1.3 1  0 0  0 0  3.4 3  4.6 4  10.7 3  3.4 1  

 13.8 11  1.3 1  3.6 1  3.6 1  10.2 9 20.7 18  0 0  6.9 2  
 0 0  0 0  0 0  3.6 1  1.1 1  2.3 2  0 0  0 0  
 1.3 1  2.5 2  0 0  0 0  1.1 1  2.3 2  3.6 1  3.4 1  
 1.3 1  1.3 1  0 0  0 0  1.1 1  4.6 4  10.7 3  3.4 1  

 2.5 2  1.3 1  0 0  0 0  0 0  2.3 2  0 0  3.4 1  
 0 0  0 0  0 0  0 0  0 0  1.1 1  0 0  0 0  
 1.3 1  0 0  0 0  0 0  0 0  0 0  0 0  0 0  

 0 0  1.3 1  0 0  0 0  6.8 6  2.3 2  3.6 1  3.4 1  
 1.3 1  2.5 2  0 0  0 0  1.1 1  0 0  0 0  3.4 1  

 42.5 34  29.1 23 10.7 3 17.9 5 40.9 36 47.1 41  53.6 15 48.3 14
 1.3 1  0 0  0 0  0 0  5.7 5  1.1 1  7.1 2  3.4 1  

c) 1.3 1  0 0  0 0  0 0  0 0  1.1 1  0 0  0 0  
% MedDRA/J Part A ver.19.1 Part B ver.20.0

a) 19 a)  
b) 19 c)  
c) 19 d)  

 
31 a) 1275.19 52

 65  65  

 L5
60

E10/L5 b)

112
L5

33
E10/L5 b)

70  
 76.7 46 67.9 76 72.7 24 74.3 52  

 8.3 5  17.0 19 6.1 2  25.7 18  
 0 0  4.5 5  3.0 1  4.3 3  

 1.7 1  3.6 4  3.0 1  0 0  
c) 1.7 1  1.8 2  0 0  4.3 3  

 1.7 1  1.8 2  3.0 1  0 0  
 1.7 1  6.3 7  9.1 3  11.4 8  

 1.7 1  8.0 9  0 0  4.3 3  
 0 0  1.8 2  0 0  1.4 1  
 0 0  0 0  0 0  2.9 2  
 6.7 4  6.3 7  9.1 3  10.0 7  

 3.3 2  2.7 3  0 0  2.9 2  
 1.7 1  0 0  0 0  1.4 1  
 0 0  2.7 3  0 0  4.3 3  

 3.3 2  2.7 3  12.1 4 1.4 1  
 1.7 1  1.8 2  3.0 1  2.9 2  

 53.3 32 41.1 46 45.5 15 42.9 30  
 0 0  0 0  0 0  0 0  

d) 0 0  0 0  0 0  0 0  
% MedDRA/J ver.19.1  

a) 19 a)  
b) 25/5 mg  
c) 19 c)  
d) 19 d)  

 
27)

65 65 32

10 mg 5 mg

65 4
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65 4

25 mg 5 mg 65

65 65 5

65 2

65 4 /

 
 

32 a)  
 E10/L5 b) E25/L5 c) 

 65 300 65 236 65 29  65 26
 9.3 28  13.6 32  10.3 3  26.9 7  

 7.3 22  10.2 24  6.9 2  19.2 5  
 2.0 6  3.0 7  0 0  15.4 4  

 1.3 4  1.7 4  0 0  0 0  
 0.3 1  0.8 2  0 0  0 0  

 0 0  0 0  3.4 1  3.8 1  
 0.7 2  0.4 1  0 0  3.8 1  

 0.3 1  0.4 1  0 0  0 0  
 0.3 1  1.3 3  0 0  0 0  
 0.7 2  0 0  3.4 1  0 0  
 1.0 3  0.4 1  0 0  3.8 1  

 0.7 2  0.8 2  0 0  0 0  
 1.3 4  0.8 2  0 0  3.8 1  

 0 0  0.4 1  0 0  0 0  
 1.7 5  0.4 1  3.4 1  3.8 1  

 0 0  0.4 1  0 0  0 0  
 0 0  0.4 1  0 0  0 0  

* 0.3 1  0 0  0 0  0 0  
% MedDRA/J ver.20.1

a) 23 a)
*  

b) 5 mg 10 mg  
c) 5 mg 25 mg  
 

28) 10 mg 5 mg

65 9 65 2 65

3 2 1 1

65

25 mg 5 mg

3  

65

 

 

III 1275.13 1275.19

65

*  
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7.R.7

2

23 75

eGFR

45 mL/min/1.73m2

1000 1

 

 

 

8.

8.1

 

 

8.2 GCP

CTD5.3.5.1-01 5.3.5.1-02 GCP

 

 

9. 1

2
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2  
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2

 

30 7 6  

 

 AP BP 

 /  

  

 29 9 29  

 

 

 

 

1.

20 12 25 20 8  

 

1.1

III 1275.13

1275.19

 

SGLT2 DPP-4

2

 

 

1.2

2
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1.3

1 10 mg 25 mg

1 5 mg III 1275.13 1275.19

/

10 mg/5 mg 25 mg/5 mg

1 1

 

 

 

1.4

III 1275.13 1275.19

65

 

 

 

1.5

1 7.R.7

33 34 35

 
 

33  
 

   
 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
34  
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35  

  
  
 2  
 52  

 1000  

  

2. 1

1 1

 
 
    

24 19 
  

24 21 
2 3 

1275.13  Part A 24  
E10 35.2% 38/108 17.5% 18/103  
E10/L5 24.3% 26/107 15.9% 17/107  

1275.13  Part A 24  
E10 42.6% 46/108 30.1% 31/103  
E10/L5 34.6% 37/107 27.1% 29/107  

24 21 
4 5 

1275.13  Part B 52  
E25 31.9% 37/116 23.9% 27/113 20.9%

23/110 20.4% 22/108 8.3% 9/108  
E25/L5 33.6% 39/116 27.8% 32/115 24.1%

27/112 25.0% 28/112 5.4% 6/111  

1275.13  Part B 52  
E25 40.5% 47/116 31.0% 35/113 32.7%

36/110 31.5% 34/108 13.0% 14/108  
E25/L5 45.7% 53/116 40.9% 47/115 34.8%

39/112 35.7% 40/112 8.1% 9/111  
24 21 

6 7 
1275.19 52  
L5 26.9% 25/93 34.4% 31/90 25.6%

22/86 25.0% 21/84 3.6% 3/84  
E10/L5 a) 31.9% 58/182 21.2% 38/179 23.6%

42/178 19.9% 35/176 5.8% 10/172  

1275.19 52  
L5 37.6% 35/93 47.8% 43/90 37.2%

32/86 31.0% 26/84 6.0% 5/84  
E10/L5 a) 39.6% 72/182 27.9% 50/179 32.0%

57/178 31.8% 56/176 7.0% 12/172  
 

3.

4

34 12 25

 

 

 

2  

 

 

 

1 1 1 / 10 mg/5 mg 25 mg/5 mg

 

 

 

 

 

 

 



i 
 

 

 
   

ALT Alanine aminotransferase  
AST Aspartate aminotransferase  
BE

 
 

9 12 22  487
24 2 29  0229 10

 
BMI Body mass index  
CMA Critical Material Attribute  
DPP-4 Dipeptidyl peptidase-4 -4 
eGFR Estimated glomerular filtration rate  
FAS Full Analysis Set  
GLP-1 Glucagon-like peptide-1 -1 
HPLC High performance liquid 

chromatography 
 

HbA1c glycosylated haemoglobin A1c 
LC-MS/MS high performance liquid 

chromatography/tandem mass 
spectrometry 

/  

MedDRA/J Medical Dictionary for Regulatory 
Activities Japanese version 

ICH  

MMRM Mixed effect Model Repeated 
Measures 

 

SGLT2 Sodium glucose co-transporter 2 2 
UV Ultraviolet-visible absorption spectrum  

    
10/5 mg   AP 

1 10 mg
5 mg  

25/5 mg   BP 
1 25 mg

5 mg  
   

   
 


