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2.5% 

 

 

3 2 25  

1 62.5 mg

 

1  

 

 

 C19H28NO3 C7H7O3S H2O 

 507.64 

  

  (3RS)-3-[(2SR)-(2- -2- -2- ) ]-1,1-

-1-  (4- )  

    (3RS)-3-[(2SR)-(2-Cyclopentyl-2-hydroxy-2-phenylacetyl)oxy]-1,1-dimethylpyrrolidin-1-

ium mono(4-methylbenzenesulfonate) monohydrate 
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2.5%

 

 

 

 

1 1 1 1  
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2 
2.5%

1.

2015; 125: 1379-1400

2.5%

Dermira, Inc. Qbrexza1 1

2021 9 Qbrexza 2018

50 g 2 28 3

56 4

5

2.

2.1

2.1.1

UV/VIS IR NMR 1H- 13C-NMR MS X

X 2 2R,3’S 2S,3’R

2.1.2

2.1.3
FTIR LC LC

LC
                                                       

1 3.75%
2

3

4 3
5 3



3 
2.5%

2.1.4
1

1

3 30±2 65±5%RH 24

3 40±2 75±5%RH 12

ICH Q1E

2.2
2.2.1

1 62.5 mg

1

2.2.2
QbD

CQA 2

2
CQA

2.2.3
LC pH LC

LC

2.2.4
3

3

3 25±2 60±5%RH 24

3 40±2 75±5%RH 6

ICH Q1E

36



4 
2.5%

2.R  

MF MF MF

 

 

3.  

in vitro in vivo
M6061M9

 

 

3.1  

3.1.1 in vitro  

3.1.1.1 CTD 4.2.1.1-1  

1 M1 2 M2 3 M3

4 M4 5 M5 2 2R,3’S
2S,3’R M6061M9

2S,3’R 2R,3’S

M6061M9

4  
 

4 IC50 nmol/L  
  2R,3’S  2S,3’R  M6061M9 

M1  1.63 0.708 14.1 >10,000 
M2  4.28 2.13 38.1 >10,000 
M3  3.93 1.71 36.8 >10,000 
M4  2.27 1.09 33.9 >10,000 
M5  3.42 1.84 7.22 >10,000 

 
3.1.2 in vivo  
3.1.2.1 CTD 4.2.1.1-2  

2.5% 3.75% 5%

5

0.25% 5

2.5% 3.75% 5% 15  

2.5 3.75 5%  

 

3.2  

3.2.1 CTD 4.2.1.2-1  

M6061M9 H1 IC50



5 
2.5%

2.56 mol/L IC50 1.63 4.28 nmol/L

IC50 10 mol/L 2S,3’R
H1 2 IC50 1.38

6.61 mol/L 2S,3’R IC50 10 mol/L

2R,3’S M6061M9 IC50 10 mol/L  

 

3.R  

3.R.1  

 

M3

M3

 

M3

 

 

 
 

3.R.2  

 

Ann N Y Acad Sci 1962; 99: 131-49  1973; 7: 557-74

4

Can Vet J 1999; 40: 327-31

5.2

12.5% 16%

DRM04-HH01 DRM04-HH02 DRM04-HH04 DRM04-HH05

DRM04-HH07

DRM04-HH02 2.5%

50 g

 

 

 

 

 

4.  



6 
2.5%

2R,3’S 2S,3’R
14C

LC/MS/MS

0.02 ng/mL

1 ng/mL 14C

6.1  
 

4.1  

4.1.1 CTD 4.2.2.2-1 3  
14C 5

 
 

5  

  
mg/kg    Cmax 

ng eq./mL  
tmax 

h  
AUC0-  

ng eq. h/mL  
t1/2 

h  
 1 3  413.42±33.17 0.194±0.096 1,680±210 19.0±1.7 

 1 3  515.56±150.48 0.278±0.210 4,660±1,400 85.9±1.8 
 912.73±227.77 0.278±0.210 8,370±3,250 125.0±28.6 

 
 

6

 
 

6  

  
mg/kg    Cmax 

ng/mL  
tmax 
h  

AUC0-  
ng h/mL  

t1/2 
h  

 1 4 2R,3’S  218±63 0.12±0.09 133±6 0.35±0.08 
2S,3’R  199±48 0.08±0.00 126±6 0.41±0.05 

 
2R,3’S  1 4 2R,3’S  382±103 0.12±0.09 346±95 0.60±0.13 

2S,3’R  NC NC NC NC 
 

2S,3’R  1 4 2R,3’S  NC NC NC NC 
2S,3’R  442±59 0.33±0.21 359±60 1.31±0.90 

NC Not calculated 
 

4.1.2 CTD 4.2.3.2-5 4.2.3.2-9  
6

1 1 90 39

7 Cmax AUC0-24h

Cmax AUC0-24h

AUC0-24h 1 39

1 mg/kg AUC0-24h

0.413 1.49 ng h/mL 1 mg/kg

AUC0- 259 ng h/mL 6 1/170

 
  

                                                        
6 a  



7 
2.5%

7  

 
 

 
  

 
%  mg/kg Cmax 

ng/mL  
AUC0-24h 
ng h/mL  

Cmax 
ng/mL  

AUC0-24h 
ng h/mL  

a) 

2 17 c) 1  1.86 25.3 5.95 36.1 
90  1.51 16.0 1.06 9.29 

6 51 c) 1  5.12 39.4 24.2 53.5 
90  3.30 28.2 4.61 40.9 

20 171 c) 1  26.7 70.6 255 e) 390 e) 
90  17.3 70.1 10.7 110 

b) 

2 1.5 d) 1  1.52 3.32 0.201 1.49 
39  1.99 24.2 3.23 22.0 

6 4.4 d) 1  0.392 2.38 0.856 3.31 
39  10.0 43.7 3.18 22.9 

20 14.7 d) 1  13.7 25.8 6.40 22.5 
39  4.56 44.6 3.46 21.6 

a 10 3  
b 4 6  
c 0.3 mL 350 g  
d 2.2 mL 30 kg  
e 1 0.5 597 ng/mL 8

3.58 ng/mL  
 

4.2  

4.2.1 CTD 4.2.2.2-1  
14C 1 mg/kg 15 2 24 72 168

7

2 15

15

12.9 9.4 3.4 1.9 1.2

168

0.2%  
14C 1 mg/kg 15 2 24 72 168

8

24

2 0.8  
 

4.2.2 CTD 4.2.2.3-1  
14C 10 1,000 ng/mL

30.1 32.1% 24.8 27.7% 47.3 51.1%

34.9 35.7% 44.9 47.8%

 
 

                                                        
7

 
8

 



8 
2.5%

4.2.3 CTD 4.2.2.3-3  
14C 10 1,000 ng/mL

1.4 3.9% 3.0 5.7% 3.7 5.2% 0.7 2.4%

0 4.3%  

 

4.2.4 CTD 4.2.2.3-2  
14C 1 mg/kg 13 18

9 4

13 18 72

0.01%

 
 

4.3  

4.3.1 In vitro CTD 4.2.2.4-4  
14C

M6061M9 U1

U2 14

M6061M9

10%

U8

1 4

77.8% 51.4%

20.1% 87.2% 36.1%  

 

 

4.3.2 CTD 4.2.2.4-1  
14C 1 mg/kg

15 1

4 71.1% 39.3% 8.2% M6061M9 14

M6061M9 15 1

4 1.7% 4.1% 12.8%  
14C 1 mg/kg

48

72 69.4% 29.1%

48 21.9% 48 72

24.2% 12.0%

                                                        
9  



9 
2.5%

48 RB11

1.9% 0.7%  
14C 1 mg/kg

15 83.1% 2 19.0% 6 5.3% 2

PP05

11.4% 72

78.8% 17.4% 72

10.6% PU08

8.0% 72

0.6% PF04

1.3%  

 

4.4  

4.4.1 CTD 4.2.2.2-1  
14C 1 mg/kg 168

70.3% 30.0% 0%  
14C 1 mg/kg

48 21.9% 55.4% 14.2%

8

48 2.6% 16.7%

70.7%

 

 

4.4.2 CTD 4.2.2.2-2  
14C 1 mg/kg 168

80.6% 19.1%  
 

4.4.3 CTD 4.2.2.5-1  

11 14 14C 1 mg/kg 15

1 2 4 8 24 48 72 8

156.59 ng eq./mL 6.14

 
 

4.R  

4.R.1  



10 
2.5%

1 39

4.1.2

 

1 39

 

2.5% 3.75%

1 1 52 10 pg/mL

6.2.3

 

 

 
 

4.R.2  

4.2.1

 

24

5.2 II/III

8

7.R.2.5

 
 

8 II/III  

 
II/III M606102-02  M606102-03  
 

165  
2.5%  

168  
3.75%  

161  
2.5%  

183  
3.75%  

194  
 

 4.8 8  2.4 4  3.7 6  29.5 54  26.3 51  
 6.7 11  9.5 16  14.3 23  15.3 28  18.0 35  

 
 0 0.6 1  1.2 2  3.8 7  5.7 11  

 4.8 8  8.9 15  12.4 20  10.9 20  14.9 29  
MedDRA/J ver.22.0 

%  
 

 

 

5.  



11 
2.5%

in vivo
 

 

5.1  

9 4

9  
 

9  

    mg/kg  CTD 

 
 

CD-1  

 mg/kg  
0 a) 24 80 240  > 240  

4.2.3.1-1  mg/kg  
0 0.8 2.4 8 0.8  > 8 

 
 

 
 

EPX % b) 
0 1.6 4.8 16 

0 5 15 50 mg/kg  
 > 50

16%  4.2.3.2-6 

a  
b  

 

5.2  

4 13 4

4 13 4 39

10

 

13 13

39 240 mg/kg

1.25% 3.75% 12.5%

2.5% AUC 10

AUC 2,756.3 38,525.0

AUC 50.0

127.8

AUC 139.4 67.5  
  

                                                        
10 II DRM04-HH02 AUC 0.320 ng h/mL  



12 
2.5%

10  

  
      

CTD 

 
 

CD-1  

 
4  
1 /  

 
mg/kg/  

0 24 80 240 
240 a) 1/42 3/42  80 mg/kg/  

4.2.3.2-1 

 
 

mg/kg/  
0 0.8 2.4 8 

 8 mg/kg/  

 
 

CD-1  
 13  

1 /  

 
mg/kg/  

0 24 80 240 
 240 mg/kg/  4.2.3.2-2 

 
 

SD  
 4  

1 /  

EPX % b) 
0 1.6 4.8 16 

0 16 48
160 mg/kg  

1.6  
4.8

 
16

 

1.6% c) 4.2.3.2-3 

 
 

SD  
 13  

1 /  

EPX % b) 
0 1.6 4.8 16 

0 20 61
200 mg/kg  
 

1.6

 
4.8

 
16

 

1.6% e) 
4.8% e) 4.2.3.2-4 

 
 

SD  
 

13  
1 /  

 
4  

ES % d) 
0 1.25 3.75 12.5 

0 11 32
110 mg/kg  
 

12.5 3/25 f) 
 

1.25
 

3.75
 

12.5

 
 

 

1.25% 
3.75% g) 4.2.3.2-5 

 
 

 

 4  
1 /  

EPX % b) 
0 1.6 4.8 16 

0 5 15
50 mg/kg  

 16% 4.2.3.2-6 

 
 

 

 

4  
1 /  

 
2  

ES % d) 
0 1.6 4.8 16 

0 2.9 8.8
29 mg/kg  

 16% 4.2.3.2-7 

 
 

 

 

4  
1 /  

 
2  

ES % d) 
0 1.25 3.75 12.5 

0 2.3 6.9
23 mg/kg  

 12.5% 4.2.3.2-8 

 
 

 

 

39  
1 /  

 
4  

ES % d) 
0 1.25 3.75 12.5 

0 0.92 2.8
9.2 mg/kg  

 12.5% 4.2.3.2-9 

a 13
240 mg/kg/  

b  
c 1.6%  
d  
e 1.6% 4.8%

 
f 48 72 86  
g 1.25% 3.75%



13 
2.5%

 
 

5.3  

in vitro in vivo
11  

 
11  

   
 

g/plate g/mL  
mg/kg/    

CTD 

in vitro 

 

 
TA98 TA100
TA1535 TA1537 

WP2uvrA 

S9  

 
0 a) 1.5 5 15 50 150 500
1,500 5,000 

 4.2.3.3.1-1 

 
0 b) 1.6 5 16 50 160 500
1,600 5,000 

 4.2.3.3.1-2 

 L5178Y/TK+/-  

S9  
4  

 
0 a) 1,000 2,000 2,500 3,000
3,500 4,000 

 4.2.3.3.1-3 S9  
4  

 
0 a) 2,000 2,500 3,000 3,500
4,000 

S9  
24  

 
0 a) 250 750 1,000 1,250
1,500 1,750 

in vivo  
ICR  

  
 

0 a) 10 20 40 80  
 

 4.2.3.3.2-1 

a  
b DMSO 

 

5.4  

12

2 mg/kg 0.63%

AUC 10

AUC 3.2 2.3

AUC 13.3 47.5  
  



14 
2.5%

12  

  
 

 
  

 
mg/kg/  

 
mg/kg/  

 
CTD 

 
0 2 5.6 16 

 65 65 65 65 

 
 

CD-1  
 104 a) 

1 /  

   

16 4.2.3.4.1-1  

2
 

5.6  
16

 

 
 

SD  
 

99  
/105 b) 
1 /  

  
%  

2.5 4.2.3.4.1-2 

 
0 0.63 1.25 2.5 

 60 60 60 60 
   

 0.63  
1.25  

a 20 16 mg/kg 16 mg/kg 5.6 mg/kg 88 96
100 16 mg/kg 15 96  

b 105 99  
 

5.5  

13

40 mg/kg 0.8 mg/kg AUC

AUC 10 64

207  

4.2.4

4.4.3

 
  



15 
2.5%

13

mg/kg/ mg/kg/ CTD

SD

28
1

/ 56

0 a) 8 40
80

40
80

80

80
4.2.3.5.1-1

15
7

1 /
40 8

80

SD

6 18
1 / 0 a) 40 160

320

40

160
320

160
320

< 40

40

4.2.3.5.2-1

NZW

6 19
1 / 0 b) 0.08 0.4

0.8

0.08
0.4 0.08

0.8

4.2.3.5.2-2

SD

7
20

1 / 0 a) 40 160
320

320 c) 1/22

40

160

F1
40

< 40

F1
320 d)

4.2.3.5.3-1

a
b PBS
c 16
d 40 mg/kg/ 78 50

5.6

12.5% ES 11

39 5.2

5.7

5.7.1

14

                                                       
11 II/III M606102-02 M606102-03

%



16 
2.5%

14

CTD

CBA

ES
16% 1 1 3 6 3H

3H
 a)

ES

1.23

4.2.3.7.1-1

ES
16% 1 1 3 6 3H

3H
 a)

ES

0.32

4.2.3.7.1-2

a 3.0

5.7.2

14 12 16 1216001

1 1 mg/

DNA

30 6 27 0627 1

5.R

5.R.1

4

M3

H1 IC50 M3

IC50 1,500 3.2.1 1

10 mol/L 63% M3 10,000

1

mg/kg Cmax AUC

Cmax AUC 0.3

1.6 0.2 1.8

※

※承認情報公開時に置き換え

※

※ ※

類縁物質5

類縁物質5

類縁物質1

類縁物質1



17 
2.5%

13

4

5.5

7.R.2.5

6.

6.1

a b a % b %

22 11 1 1101 1 b

2.5%

M6061M9 LC/MS/MS

6.1.1

6.1.1.1 CTD 4.2.2.3-1
14C 10 1,000 ng/mL

40 mg/mL 1- 1 mg/mL - 15 mg/mL

3 mg/mL 3 mg/mL

7.2 10.6% 37.9 46.5% 1.9 5.5% 2.1 4.0% 3.3 5.8%

6.1.1.2 CTD 4.2.2.3-3
14C 10 1,000 ng/mL

1.6 2.2%

6.1.1.3 In vitro CTD 4.2.2.4-4 4.2.2.4-5
14C

4.3.1

10% 4

81.0%



18 
2.5%

14C

M6061M9 4

92.9% 91.7%

 

CYP CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4

CYP3A5 14C 10 mol/L CYP2D6 CYP3A4
14C CYP2D6

CYP3A4/5  

 

6.1.1.4 CTD 4.2.2.6-1  

CYP CYP1A2 CYP2B6 CYP3A4

1 100 nmol/L CYP1A2 CYP2B6 CYP3A4 mRNA

1.33 1.30 1.15  

CYP mRNA

CYP  

 

6.1.1.5 CTD 4.2.2.6-2  

CYP 12 CYP1A2 CYP2B6

CYP2C8 CYP2C9 CYP2C19 CYP2D6 CYP3A4 0.25 20 mol/L

 

 

6.1.1.6 CTD 4.2.2.6-3 7  

P-gp BCRP LLC-PK1 14C 1 30 mol/L

P-gp BCRP  

OATP1B1 OATP1B3 OAT1 OAT3 OCT1 OCT2 MATE1 MATE2-K HEK293
14C 5 30 mol/L OAT3 OCT1 OCT2 MATE1 MATE2-

K  

MRP2 MRP4 14C 1 30 mol/L MRP2

MRP4  

P-gp BCRP OATP1B1 OATP1B3 OAT1 OAT3 OCT1 OCT2 MATE1 MATE2-K MRP2

MRP4 13 OCT1 OCT2

MATE1 IC50 7.46 mol/L 3.78 mol/L 79.5 mol/L  

2.5% 5 nmol/L

IC50

 

                                                        
12  

CYP1A2 CYP2B6 CYP2C8 CYP2C9 CYP2C19 S -
CYP2D6 CYP3A4  

13  
P-gp 3H BCRP 3H OATP1B1 OATP1B3 MRP2 MRP4 3H  17 -D-

OAT1 3H p- OAT3 3H -3- OCT1 OCT2 MATE1 MATE2-K 14C
 



19 
2.5%

6.2

6.2.1 I CTD 5.3.3.1-1 M606102-01 20 20

30

1

2.5% 3.75% 5% 20 L

24 b

30

72

3.75% 5% 3.3% 1/30

6.2.2 I CTD 5.3.3.2-1 DRM04-HH07 20 20

25

8 14

3.75% 1 1 1 5

a

31

15

15
Cmax

ng/mL
tmax

h
AUC0-6 h

ng h/mL
AUC0-24 h

ng h/mL

18 65 1 11 0.139±0.143 2.55±2.83 0.540±0.430 a) 2.57±1.00 b)

5 11 0.079±0.038 3.18±4.41 0.195±0.140 c) 0.883±0.572 d)

15 18 1 11 0.055±0.072 1.64±1.99 d) 0.143±0.132 c)

5 12 0.075±0.067 2.14±1.79 e) 0.178±0.141 f)

9 15 1 8 0.045±0.063 3.30±2.64 b) 0.125±0.175 b)

5 8 0.055±0.060 1.25±0.96 0.177±0.138 g)

a 8 b 5 c 10 d 7 e 11 f 9 g 2

16.1% 5/31 4 1

6.2.3 CTD 5.3.5.2-1 M606102-03 20 20

M6061M9

2.5% 3.75% 1 1 1 1

52 7.2

b
                                                       

14 8 6



20 
2.5%

52 /

16  
 

16 M6061M9
pg/mL  

 
 

 
   

2  
 

4  
 

12  
 

20  
 

28  
 

36  
 

44  
 

52  

 
 

2.5% 
 
 

29.7% 
54/182  

28.9% 
52/180  

29.6% 
53/179  

24.6% 
42/171  

29.3% 
49/167  

31.9% 
51/160  

32.1% 
52/162  

26.8% 
40/149  

± a) 29.6±30.0 29.4±27.5 85.8±234.1 24.3±17.3 33.4±35.5 84.5±201.3 50.9±58.8 41.6±90.6 

3.75% 
 
 

37.1% 
72/194  

40.9% 
76/186  

42.5% 
77/181  

34.3% 
58/169  

37.5% 
60/160  

40.6% 
63/155  

43.2% 
67/155  

32.9% 
49/149  

± a) 59.0±88.4 52.3±78.9 52.2±84.9 44.5±55.5 56.3±93.7 116.9±283.9 116.0±432.3 97.5±303.7 

M6061M9 

2.5% 
 
 

2.2% 
4/183  

1.1% 
2/181    2.9% 

5/173    6.7% 
11/165  

± a) 149.0±73.1 72.1±11.5   92.8±23.3   66.5±11.9 

3.75% 
 
 

5.2% 
10/194  

3.8% 
7/186    6.3% 

11/174    12.0% 
19/158  

± a) 59.0±11.1 90.5±40.4   94.5±57.0   79.5±42.8 
a M6061M9  

 
4  

M6061M9 M6061M9 U1 U2

 

 

6.R  

6.R.1  

 

2.5% 3.75% b 1 1 52

16 2.5% 3.75%

2.5% 3.75%

M6061M9

2.5% b 1 1

7.R.2.5  

 

 

 

6.R.2  

 

10 I DRM04-HH07

3.75% a 1 1 1 5 1
5 Cmax AUC0-6h 18 5 Cmax



21 
2.5%

AUC0-6h 18 18 6.2.1 5

18.2% 2/11 15.0% 3/20

 

2.5% 3.75% b 1 1 52

15 65

M6061M9

 
 

 

 

6.R.3  

OAT3 OCT2/MATE1/MATE2-K

 

in vitro OAT3 OCT2 MATE1 MATE2-K

6.1.1.6 OCT2 MATE1 MATE2-K
15

Int J Clin Pharmacol Ther 2013; 51: 771-779

 

OAT3

50% 2

2.5% 3.75% 2 6.2.3 16

 

OAT3 OCT2 MATE1 MATE2-K

 

 

5.2 II/III

7.1 7.2

 

 

7.  

2 17  
  

                                                        
15  



22 
2.5%

17

II/III M606102-02
9 4

165
2.5% 168
3.75% 161

III M606102-03 M606102-02 52 2.5% 183
3.75% 194

Hyperhidrosis disease severity scale HDSS 18

18 HDSS
4

1
2
3
4

 2015; 125: 1384  

7.1 II/III CTD 5.3.5.1-1 M606102-02 2019 7 2019 12

19 450 150 16

49

19

9
6

a) f) 6 2
a) 25
b)
c) 
d) 1 1
e) 
f) 

HDSS 3 4
5 50 mg

2.5% 3.75% 1 17 1

1 1 4

497 166 2.5% 168 3.75% 163

2 3.75% 1

1 3.75% 494 165 2.5% 168

3.75% 161 FAS FAS

11 2 2.5% 4 3.75% 5

/ 1

2.5% 3 1

3.75% 3

16 III DRM04-HH04 DRM04-HH05 HDSS 2
50% 3.75% 40% 20% 1 150

0.969 2 90%
17 1 130 90 mm 62.5 mg 2.5% 93.75 mg 3.75%



23 
2.5%

1

4 HDSS 2

50% 20

P<0.0001 5%

20 FAS

165
2.5%

168
3.75%

161
4 HDSS 2

50% 16.4% 27 41.1% 69 51.6% 83

95% - 24.7 14.0, 34.8 % 35.2 24.8, 45.1 %
p a) - <0.0001 <0.0001

mg
± 133.48±92.68 143.60±99.01 137.32±95.05

4 mg
± 46.73±56.68 24.72±43.45 16.81±35.07

4 mg
± -86.75±89.30 -118.87±96.40 -120.51±91.22

4 50% 70.3% 116 89.9% 151 94.4% 152
4 HDSS 2 20.6% 34 44.0% 74 52.8% 85

a 5%
3.75% vs 5% 2.5% vs

33.9% 56/165 2.5% 30.4% 51/168 3.75%

36.0% 58/161 13.3% 22/165 2.5% 15.5% 26/168

3.75% 24.2% 39/161 2%

21 22

21 2%

165
2.5%

168
3.75%

161
33.9 56 30.4 51 36.0 58
7.9 13 6.5 11 6.8 11
0.6 1 2.4 4 6.2 10
3.0 5 1.8 3 5.0 8
0.6 1 3.6 6 3.7 6
1.8 3 3.0 5 3.7 6
3.0 5 1.2 2 3.1 5

0 0 3.1 5
2.4 4 1.8 3 1.2 2

MedDRA/J ver.22.0 %

22 2%

165
2.5%

168
3.75%

161
13.3 22 15.5 26 24.2 39
0.6 1 2.4 4 6.2 10
3.0 5 1.8 3 5.0 8
0.6 1 3.6 6 3.7 6
1.8 3 3.0 5 3.7 6
3.0 5 1.2 2 3.1 5

MedDRA/J ver.22.0 %

1

0.6% 1/165 3.75% 1.9%

3/161 3 2 1

2.5% 3.75%



24 
2.5%

2.5% 1.2% 2/168 1

3.75% 1.9% 3/161 1

7.2 CTD 5.3.5.2-1 M606102-03 20 20

23 52 200 2.5% 3.75%

100
18 35

23

II/III M606102-02 4 80%

6
a) f) 6 2

a) 25
b)
c) 
d) 1 1
e) 
f) 

HDSS 2
5 30 mg

2.5% 3.75% 1 17 1 1 1

52

378 II/III 296 82

1 377 II/III 295

82 2.5% 183 3.75% 194 FAS

FAS 52

100 52 205

2.5% 103 3.75% 102 52 108 2.5% 58

3.75% 50 64 2.5% 22 3.75% 42

40 2.5% 12 3.75% 28

17 2.5% 6 3.75% 11

3 2.5% 2 3.75% 1 /

2.5% 1 3.75% 1

HDSS 3 HDSS 2

1 2.5% 3.75% 4

50% 2

2.5% 3.75% 2

18 II/III M606102-02
II/III M606102-02 2.5% 3.75%

3.75% 2.5%
3.75% 2.5%



25 
2.5%

 
1 HDSS 2 HDSS 3  

 
2 50% FAS  

 

71.4% 269/377 24.7% 93/377

2% 24 25  
  

0

20

40

60

80

100

%

3.75% 194 194 186 181 178 173 166 162 157 156        154        157        154        148       127
2.5% 179 179 178       175       174         172      167      165        164       157        158        156        160        147  126     

HDSS
3

3.75% N=194
2.5% N=183

0

20

40

60

80

100

%

3.75% 194 194 186 181 177 173 166 162 156 156        154        157        154        148       127
2.5% 183 183 182       179       178         176      170      168        167       160        161        159        163        150  129     

3.75% N=194
2.5% N=183



26 
2.5%

24 2%
2.5%

183
3.75%

194 377
73.8 135 69.1 134 71.4 269
25.7 47 19.6 38 22.5 85
11.5 21 8.2 16 9.8 37
5.5 10 7.7 15 6.6 25
4.4 8 5.7 11 5.0 19
5.5 10 4.6 9 5.0 19
3.8 7 5.2 10 4.5 17
4.4 8 3.6 7 4.0 15
3.8 7 3.6 7 3.7 14
2.7 5 4.1 8 3.4 13
4.4 8 1.5 3 2.9 11

CPK 2.2 4 3.1 6 2.7 10
2.2 4 3.1 6 2.7 10
2.7 5 2.6 5 2.7 10
2.2 4 2.6 5 2.4 9
2.7 5 2.1 4 2.4 9
2.7 5 2.1 4 2.4 9
3.8 7 1.0 2 2.4 9
2.7 5 1.5 3 2.1 8
2.7 5 1.5 3 2.1 8

MedDRA/J ver.22.0 %

25 2%
2.5%

183
3.75%

194 377
20.8 38 28.4 55 24.7 93
3.8 7 5.7 11 4.8 18
2.7 5 4.6 9 3.7 14
3.8 7 3.6 7 3.7 14
2.7 5 4.1 8 3.4 13
2.7 5 4.1 8 3.4 13
2.2 4 3.1 6 2.7 10

MedDRA/J ver.22.0 %

3.75% 1 19

1.9% 7/377 2.5% 6

1 3.75% 1 3.75% 1

4.2% 16/377 2.5% 5 2

1 3.75% 11

2

1

3.2% 12/377 2.5% 4 2 1

3.75% 8 2

1

6.6% 25/377 2.5% 10

3 2 1 3.75% 15 6

3 2 1

5.3% 20/377 2.5% 7 2

1 3.75% 13 6 3 2
                                                       

19 5 278 II CT



27 
2.5%

1  

 

7.R  

7.R.1  

7.R.1.1 7.R.1.3

 

 

7.R.1.1  

II/III

 

II/III

 2015; 125: 1379-1400 HDSS

HDSS 3 4 5 50 mg 19

9  

HDSS 2 50%

III DRM04-HH04 DRM04-HH05

4 III 3.75%

2.5%  

II/III 20

p 0.0001 5%

4 HDSS 2 50%

 
 

II/III

20

 

 

7.R.1.2  

 

II/III 26  
  



28 
2.5%

26 4 HDSS 2 50%  
II/III FAS  

  
165  

2.5%  
168  

3.75%  
161  

  11.3 8/71  39.4 28/71  44.3 27/61  
 20.2 19/94  42.3 41/97  56.0 56/100  

 18  0 0/2  0 0/2  100 1/1  
18  16.6 27/163  41.6 69/166  51.3 82/160  

 
HDSS 

3 7.9 10/126  33.6 43/128  42.6 52/122  
4 43.6 17/39  65.0 26/40  79.5 31/39  

 
 

50 mg 100 mg  17.3 13/75  38.8 31/80  45.2 33/73  
100 mg  15.6 14/90  43.2 38/88  56.8 50/88  

 7 9  17.1 18/105  38.3 41/107  45.2 47/104  
10 12  15.0 9/60  45.9 28/61  63.2 36/57  

% /  
 

18  

HDSS HDSS 3 4

50 mg 100 mg 100 mg

50 mg 100 mg

20% 7 9 10 12

7 9 20%

 

 

 

18

 

 

7.R.1.3  

 

HDSS 3 HDSS

2 1 50%

2 2.5% 3.75%

 

HDSS 3 2.5% 4

3.75% 4 HDSS 1 2 9  

 



29 
2.5%

 
3 HDSS 2.5% FAS  

 

 
4 HDSS 3.75% FAS  

 

 

 

7.R.2  

7.R.2.1 7.R.2.6

 

 

7.R.2.1 II/III  



30 
2.5%

II/III

 

II/III 27  

II/III

2.5% 3.75%

 

II/III

3.75% 1  
 

27 II/III  
 II/III   

 
165  

2.5%  
168  

3.75%  
161  

2.5%  
183  

3.75%  
194  

 33.9 56  30.4 51  36.0 58  73.8 135  69.1 134  
 13.3 22  15.5 26  24.2 39  20.8 38  28.4 55  

 0.6 1  0 0 3.3 6  1.0 2  
 0 0 0 0 0.5 1  

 0.6 1  1.2 2  3.7 6  8.7 16  12.4 24  
 0.6 1  0 1.9 3  2.7 5  5.7 11  

 0 1.2 2  3.7 6  5.5 10  9.8 19  
 0 0 0.9 3  2.2 4  4.1 8  

 a) 
 33.9 56  29.8 50  36.0 58  73.8 135  64.9 126  

 0 0.6 1  0 3.8 7  8.8 17  
 0.6 1  0 0 1.1 2  0.5 1  

 1.8 3  1.8 3  3.1 5  8.7 16  9.8 19  
 b  10.9 18  15.5 26  21.7 35  21.9 40  23.2 45  

%  
a  
b 7.R.2.5 20  

 

 

II/III

2.5% 3.75% 3.75%

II/III 1

 

7.R.2.5  

 

7.R.2.2  

 

II/III 28

2.5%

3.75%

2.5%

 

HDSS II/III 3.75% HDSS 3 HDSS 4

3.75%



31 
2.5%

HDSS

2  

2.5% II/III 20

20 20

3.75% II/III

2.5%

 

18 II/III 5 5 66 II/III

5 5  
 

28 II/III  
 II/III   

 
165  

2.5%  
168  

3.75%  
161  

2.5%  
183  

3.75%  
194  

  28.2 20/71  23.9 17/71  39.3 24/61  64.9 48/74  69.4 50/72  
 38.3 36/94  35.1 34/97  34.0 34/100  79.8 87/109  68.9 84/122  

HDSS 

2    50.0 2/4  0 0/0  
3 34.9 44/126  29.7 38/128  32.0 39/122  72.1 93/129  67.1 96/143  
4 30.8 12/39  32.5 13/40  48.7 19/39  80.0 40/50  74.5 38/51  

 20  40.0 32/80  23.7 18/76  36.4 28/77  78.8 63/80  68.3 56/82  
20  27.6 21/76  37.0 30/81  37.3 28/75  70.0 63/90  71.2 74/104  

% /  
 

 

II/III

 

 

 

7.R.2.3  

 

29

 
  



32 
2.5%

29  
 ~4  4 12  12 24  24 36  36 52   

 
 

2.5% 
183  

3.75% 
194  

2.5% 
182  

3.75% 
185  

2.5% 
177  

3.75% 
173  

2.5% 
170  

3.75% 
164  

2.5% 
163  

3.75% 
158  

2.5% 
183  

3.75% 
194  

 27.3 
50  

30.4 
59  

30.8 
56  

31.4 
58  

39.5 
70  

35.8 
62  

25.9 
44  

30.5 
50  

28.2 
46  

26.6 
42  

73.8 
135  

69.1 
134  

 8.2 
15  

15.5 
30  

6.0 
11  

8.1 
15  

7.9 
14  

10.4 
18  

3.5 
6  

4.3 
7  

4.9 
8  

8.9 
14  

20.8
38  

28.4 
55  

 0.5 
1  0 0 0 1.1 

2  0 0 0.6 
1  

1.8 
3  

0.6 
1  

3.3 
6  

1.0 
2  

 0 0 0 0 0 0 0 0.6 
1  0 0 0 0.5 

1  
 

 0 3.1 
6  

0.5 
1  

1.1 
2  

1.1 
2  

1.2 
2  

1.2 
2  0 0 0.6 

1  
2.7 
5  

5.7 
11  

 
 0 2.6 

5  
0.5 
1  

0.5 
1  

1.1 
2  

1.2 
2  

0.6 
1  0 0 0 2.2 

4  
4.1 
8  

 0 1.0 
2  

2.7 
5  

2.2 
4  

3.4 
6  

4.0 
7  

2.4 
4  

1.8 
3  

3.7 
6  

2.5 
4  

8.7
16  

9.8 
19  

 
 a  

9.8 
18  

12.9 
25  

4.9 
9  

8.1 
15  

7.3 
13  

5.8 
10  

2.4 
4  

4.9 
8  

4.3 
7  

2.5 
4  

21.9 
40  

23.2 
45  

%  
a 7.R.2.5 20  

 

 

 

7.R.2.4  

 

II/III 30  

II/III 2.5%

3.75%

 

3.75%

2 2.5% 1

 
 

30 II/III  

 
SOC/PT 

II/III   
 

165  
2.5%  

168  
3.75%  

161  
2.5%  

183  
3.75%  

194  
 1.8 3  1.8 3  3.1 5  8.7 16  9.8 19  

 0 0 0 2.7 5  4.6 9  
 0 0 0 3.8 7  1.0 2  

 0 0 0 0.5 1  1.0 2  
 1.2 2  0 0 1.1 2  0.5 1  

 0 0 0 0.5 1  0.5 1  
 0 0 0.6 1  0 0.5 1  

 0 0 0 0 0.5 1  
 0 0 0 0 0.5 1  

 0 0 0.6 1  0 0.5 1  
 0 0 0 0 0.5 1  

 0 0 0 0 0.5 1  
 0 0 0 0 0.5 1  

 0 1.2 2  0.6 1  0.5 1  0 
 0 0 0 0.5 1  0 

 0 0 0.6 1  0 0 
 0 0 0.6 1  0 0 

 0 0.6 1  0 0 0 
 0.6 1  0 0 0 0 

% MedDRA/J ver.22.0 
 



33 
2.5%

2

 
 

7.R.2.5  

 

MedDRA Introductory Guide for Standardised 

MedDRA Queries SMQ /Anticholinergic syndrome
20 / / 21

II/III 31

 

II/III 2.5% 3.75%

3.75%

5

2 1 2.5% 6

1 3.75% 5 3 1

2.5% 1 3.75% 1  

II/III

2.5% 2 1

3.75% 1  

II/III

7.1 7.2

 
  

                                                        
20

 
21 /  

/  



34 
2.5%

31 II/III

SOC/PT

II/III

165
2.5%

168
3.75%

161
2.5%

183
3.75%

194
10.9 18 15.5 26 21.7 35 21.9 40 23.2 45
8.5 14 14.3 24 20.5 33 16.4 30 20.6 40

/ 3.6 6 7.7 13 11.2 18 10.9 20 13.4 26
0.6 1 2.4 4 6.2 10 4.4 8 5.7 11
2.4 4 1.8 3 1.2 2 3.8 7 5.2 10
0.6 1 3.6 6 3.7 6 2.7 5 4.1 8

/ 5.5 9 4.8 8 8.7 14 5.5 10 6.7 13
1.8 3 3.0 5 3.7 6 2.2 4 3.1 6
3.0 5 1.2 2 3.1 5 2.7 5 2.1 4
0.6 1 0.6 1 1.2 2 0.5 1 1.0 2

0 0 0.6 1 0 0.5 1
0 0 0.6 1 0 0.5 1
0 0 0.6 1 0 0.5 1

3.0 5 1.8 3 5.0 8 3.8 7 3.6 7
0.6 1 1.2 2 1.9 3 2.2 4 1.5 3
0.6 1 0 0 1.1 2 1.0 2

0 0.6 1 0.6 1 0 1.0 2
0 0 0 0.5 1 0.5 1

0.6 1 0.6 1 1.2 2 0.5 1 0
0 0 0 0.5 1 0
0 0 0 0.5 1 0
0 0 0 0.5 1 0
0 0 1.9 3 0 0

0.6 1 0.6 1 0.6 1 0 0
0 0.6 1 0 0 0

% MedDRA/J ver.22.0

 
II/III

31

 
 
7.R.2.6

3.75% Qbrexza 2018 6 2018 10

2020 10 Qbrexza

Qbrexza

 
 
7.R.3

QOL

2015

2020 9

5%
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2.5%

5%

5%

 

 1 52

 

  

 5%

 

 1 1 7.R.5

 

 

7.R.1 7.R.2

 

 

7.R.4  

7.R.1

7.R.2

 
 

7.R.5  

3.75% Dermira, Inc. III DRM04-HH05

1 1 28

2.5% II DRM04-HH02 1 1 28

M3

2.5% 3.75% 1 1 II/III

 

II/III 4 HDSS 2

50% 2.5% 41.1% 69/168 3.75% 51.6%

83/161 16.4% 27/165 20

7.R.1.1 2.5% 3.75% 52

1 2 7.R.1.3  

II/III 33.9% 56/165 2.5%

30.4% 51/168 3.75% 36.0% 58/161

13.3% 22/165 2.5% 15.5% 26/168 3.75% 24.2% 39/161

27 2.5% 1 1

/

/ 31 2.5% 3.75%



36 
2.5%

2.5% 73.8% 135/183 3.75% 69.1% 134/194

2.5% 20.8% 38/183 3.75% 28.4% 55/194

27 / /

2.5% 3.75%  

3.75% 2.5%

 

1 1

II/III

32

2.5%

1 3.75%

1 2.5%

 
 

32  

 
  

2.5%  
183  

3.75%  
194  

2.5%  
183  

3.75%  
194  

 73.5 133/181  69.5 132/190  20.4 37/181  28.9 55/190  
 100 2/2  50.0 2/4  50.0 1/2  0 0/4  

% /  
 

2.5% 1 1 1

 
 

3.75% 2.5%

1 1

1 1 1

2.2.1  

 

 

1 1 1 1  

 

 

 

7.R.6  
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2.5%

II/III

 

II/III 26

II/III 5 23 2 II/III

17 6 3 2

2.5% 1

7.R.7  

33  
 

33  

  
  
  
 1,000  

 24  
 4  

 

 
 

 
 

HDSS  
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2.5%

 

 

8.  

8.1  

 

 

8.2 GCP  

CTD 5.3.5.1-1 CTD 5.3.5.2-1 GCP

 

 

9. 1  
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2.5%

2  

 

3 11 10  

 

 

 2.5% 

  

  

 3 2 25  

 

 

 

 

 

1.  

20 12 25 20 8  

 

1.1  

1 7.R.1

 

 II/III 20 4

50% 70.3%

 

 

 

 

 

1.2  

1 7.R.2

 

 

1.3  

1 7.R.4 
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2.5%

 

 

 

 

 

1.4  

1 7.R.5 

 

 

 

1 1 1 1  
 

1

7.R.5  

 

1.5  

1 7.R.7 

34 35

36

 
 

34  
 

   

 
 

 
 

 
 

 
35  
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2.5%

36  

  
  
  

 1,000  
15 65 30  

 24  
 4  

 

 
 

 
 

HDSS  
 

2.  

8

 

 

 

 
 

 

1 1 1 1  

 

 



i 
2.5%  

 

 

 
   

AUC Area under concentration-time 
curve  

BCRP Breast cancer resistance 
protein  

Cmax Maximum concentration  
CPK Creatine Phosphokinase  
CQA Critical quality attribute  
CT Computed tomography  
CYP Cytochrome P450 P450 

EPX 
Ethanol solution with a 
rate modulating polymeric 
vehicle added  

ES Ethanol solution  
FAS Full analysis set  
FTIR Fourier-transform infrared 

spectroscopy  

GCP Good clinical practice  

HDSS Hyperhidrosis disease severity 
scale  

IC50 
Half maximal inhibitory 
concentration 50%  

ICH International Council for 
Harmonisation of Technical 
Requirements of 
Pharmaceuticals for Human 
Use 

 

ICH Q1E   
15 6 3  

0603004  
LC Liquid chromatography  

LC/MS/MS Liquid Chromatography-
Tandem Mass Spectrometry  

M6061M9   

MATE Multidrug and toxic extrusion 
transporter  

MedDRA Medical Dictionary for 
RegulatoryActivities ICH  

MedDRA/J 
Medical Dictionary for 
RegulatoryActivities Japanese 
version 

ICH  

MF Master file  
MRP Multidrug resistance protein  
MS Mass spectrum  

Mx   x x=1, 2, 3, 4, 5  
NMR Nuclear magnetic resonance 

spectrum  

OAT Organic anion transporter  



ii 
2.5%  

 

OATP Organic anion transporting 
polypeptide  

OCT Organic cation transporter  

PF04  

 
P-gp P-glycoprotein P-  

PP05  

 

PU08   
QbD Quality by Design  
QOL Quality of life  

RB11  
 

SMQ Standardised 
MedDRA queries MedDRA  

t1/2 Elimination half life  
UV/VIS Ultraviolet-visible spectrum  

U1   
U2   

U8  1
 

   

II/III   II/III CTD 5.3.5.1-1  
M606102-02  

  

II/III

CTD 5.3.5.2-1
 M606102-03  

   
  2.5% 
   

 




