


20 7 16

10 mg 25 mg 50 mg

18 1 31

: 1 50mL 5.0g

10 mg 25 mg 50 mg :

1 10 mg 25 mg 50 mg

4 6



2

20 7 16

10 mg 25 mg 50 mg

18 1 31

1.

2.

3.

4. 30

5.

6. 

7. 

8.

1.

1 1 9 12 mg/kg
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1 2 1 2 mg/kg

1 4 6 mg/kg

2.

1 14 16 mg/kg

1 2 1

5 10 mg/kg

3.

1 1 10 15 mg/kg

1 2 1

2 6 mg/kg

4.

1 1 6 12 mg/kg

1 2 3 6

5.

1 5 mg/kg 1 2

1 1 1 2 mg/kg

1 3 5 mg/kg

6.

1 5 mg/kg 2

1 1 1 mg/kg 1 3

mg/kg

7.

1 6 mg/kg 1 2

6

8.

(1)

1 1.5 mg/kg 1

2.5 mg/kg

(2)

1 3mg/kg 1

5 mg/kg
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9.

5 mg/kg 1 2

3 mg/kg

10. 

1 3 mg/kg 1 2

1 5

mg/kg
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1

20 6 9

10 mg 25 mg 50 mg

18 1 31

: 1 50mL 5.0g

10 mg 25 mg 50 mg

: 1 10 mg 25 mg 50 mg

 1. 

2.

3.

4. 30

5.

6. 

7.

 1. 

1 1 9 12 mg/kg

1 2 1 2 mg/kg

1 4 6 mg/kg

2.

1 14 16 mg/kg

1 2 1

5 10 mg/kg

3.

1 1 10 15 mg/kg

1 2 1

2 6 mg/kg
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4.

1 1 6 12 mg/kg

1 2 3 6

5.

1 5 mg/kg 1 2

1 1 1 2 mg/kg

1 3 5 mg/kg

6.

1 5 mg/kg 2

1 1 1 mg/kg 1 3

mg/kg

7.

1 6 mg/kg 1 2

6

8.

(1)

1 1.5 mg/kg 1

2.5 mg/kg

(2)

1 3mg/kg 1

5 mg/kg

9.

1 3 mg/kg 1 2

1 5

mg/kg

.
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4.2.1.1-1

NC/Nga

5 10 20 mg/kg 0.5 mg/kg 1 1 42

0 4 42

0.5% MC 3.4 5 10 20 mg/kg

3.0 2.5 2.4 0.5 mg/kg

3.1 31 0.5 %MC

14 0.5 %MC

0.5 %MC

3146 3244 beats/30 min

42 0.5 %MC 1907 beats/30 min

5 10 20 mg/kg 1897 1725 1599 beats/30 min

0.5 mg/kg 615 beats/30 min

IgE 0.5 %MC 25.3 g/mL 5 10 20 mg/kg

30.3 27.6 38.6 g/mL 0.5 mg/kg

13.9 g/mL /

/ 0.5 %MC

0.5 %MC

20 mg/kg 0.5 mg/kg

0.5 %MC

IgE

Th1 Th2

Nagai H et al.,  Pharmacol Exp Ther 283: 321-327, 1997

Vathsala A et al., Transplantation 49: 463-472, 1990 Kahan BD, J Am Soc Nephrol 2:

S222-S227, 1992 Ferron GM et al., J pharmacol exp ther 286: 191-200, 1998

T
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93 ng/mL 99.0 ng/mL

1 mg/kg/ 3 mg/kg/ 5 mg/kg/

200 ng/mL 1 mg/kg/ 0/28 3 mg/kg/

1/30 5 mg/kg/ 6/24

5.3.5.1-1 COLO400D1303 1303 2004 3 2005

3

3 mg/kg/ 1 2 2 8 2 5 mg/kg/

200 ng/mL 4

2 2

mg/kg/  CminSS ng/mL
1 41 2.95 ± 0.09 (2.97) [2.77 3.11] 88.0 ± 46.2 (78.0) [0 250] 
2 41 2.96 ± 0.10 (2.98) [2.77 3.11] 99.5 ± 47.8 (87.0) [33.0 270] 
4 39 3.05 ± 0.30 (2.99) [2.78 4.01] 129 ± 166 (110) [27.0 1100] 
6 38 3.10 ± 0.65 (3.00) [1.92 5.00] 103 ± 63 (94.0) [23.0 350] 
8 40 3.05 ± 0.64 (3.00) [1.92 5.00] 119 ± 127(94.5) [27.0 830] 

5.3.5.2-2 COLO400D1304 1304 2004 5 2005 11

3 mg/kg/ 2 2 5 mg/kg/ 12 2

52

1 18 51 2 16 46 3 12 34 4 9

25 5 7 10 6 1

3 mg/kg/ 1 5

86.3 105.6 ng/mL 62.0 96.0 ng/mL 1303

200 ng/mL

9 7 2
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1mg/kg/ 3mg/kg/ 5mg/kg/ 1 2

4
2

105 1 mg/kg 34 3 mg/kg 37 5 mg/kg 34 6

2 2 1 1

99 1 mg/kg 31 3 mg/kg 34 5 mg/kg 34

12 93 1 mg/kg 28 3 mg/kg

33 5 mg/kg 32 33 1 mg/kg 17

3 mg/kg 13 5 mg/kg 3

1 2

3 3 4 4

2

%

1 mg/kg/
n=28

3 mg/kg/
n=33

5 mg/kg/
n=32

 -21.4 6.4 -40.2 5.3 -66.7 3.0 p<0.001
 -10.4 3.8 -26.1 4.6 -39.4 4.9 p<0.001

 28.6 13.2, 48.7 60.6 42.1, 77.1 96.9 83.8, 99.9 CA p<0.001
 10.7 2.3, 28.2  48.5 30.8, 66.5 90.6 75.0, 98.0 CA p<0.001

95 %
CA Cochran-Armitage

1 mg/kg 70.6 % 24/34 3 mg/kg 67.6 %

25/37 5 mg/kg 91.2 % 31/34

5 mg/kg 1

1 mg/kg 5.9 % 2 3 3 mg/kg 10.8 % 4

9 5 mg/kg 5.9% 2 4 1 mg/kg

1 1 3 mg/kg 4 9 / /

/ / / 5 mg/kg 0

1 mg/kg 41.2 % 14/34 3 mg/kg

51.4 % 19/37 5 mg/kg 70.6 % 24/34

                                                 
2

3 1 2 3 4 5 5
4 0 1 2 3 4 5 6
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5 %
1mg/kg 3mg/kg 5mg/kg

N = 34 N = 37 N = 34 N = 105 
0 0.0 2 5.4 3 8.8 5 4.8
0 0.0 3 8.1 1 2.9 4 3.8
0 0.0 2 5.4 2 5.9 4 3.8

 0 0.0  1 2.7  2 5.9  3 2.9
 1 2.9  2 5.4  0 0.0  3 2.9

 0 0.0  2 5.4  0 0.0  2 1.9
    

ALT  3 8.8  2 5.4  1 2.9  6 5.7
 0 0.0  2 5.4  2 5.9  4 3.8

AST  2 5.9  1 2.7  0 0.0  3 2.9
 1 2.9  2 5.4  4 11.8  7 6.7

3 8.8 1 2.7 8 23.5 12 11.4
1 2.9 1 2.7 7 20.6 9 8.6
0 0.0 1 2.7 2 5.9 3 2.9
0 0.0 1 2.7 2 5.9 3 2.9
0 0.0 0 0.0 4 11.8 4 3.8
2 5.9 0 0.0 0 0.0 2 1.9

 0 0.0  0 0.0  3 8.8  3 2.9
 0 0.0  0 0.0  2 5.9  2 1.9

3 8.8 0 0.0 1 2.9 4 3.8
 0 0.0  0 0.0  2 5.9  2 1.9

%

1 mg/kg/

1 mg/kg/ 3 mg/kg/ 5 mg/kg/

3 mg/kg/

5.3.5.1-1 COLO400D1303 1303 2004 3 2005

3

1994

2002 5

30 50 20 65

80 < 40 >

3 mg/kg/ 1 2 8

2 6

2 5 mg/kg/

14

                                                 
5 30 %

6

2 1 mg/kg/ 5 mg/kg/
1 0.5 2 mg/kg/

2 mg/kg/
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89 44 45

FAS Full Analysis Set 1

1 87 PPS Per Protocol Set 3

1 < > 2 < >

FAS

-63.0 3.4 % -32.6 4.2 %

-41.4 4.1 % -19.5 3.7 %

p<0.001 t

95 % -30.3 % -41.1, -19.6 -21.8 % -32.8, -10.9

75.0 % 33/44 73.3 % 33/45

1 / < 13

>

52.3 % 23/44 37.8 % 17/45

4 %

N = 44 N = 45 
7 15.9 3 6.7
2 4.5 1 2.2
2 4.5 0 0.0

 0 0.0  4 8.9
 0 0.0  2 4.4

 0 0.0  2 4.4

5 11.4 5 2.2
4 9.1 0 0.0
3 6.8 1 2.2
3 6.8 0 0.0

 3 6.8  0 0.0
2 4.5 0 0.0
2 4.5 0 0.0

 1 2.3  4 8.9
 1 2.3  2 4.4

%

5.3.5.2-2 COLO400D1304 1304 2004 5 2005 11

1994

2002

30 50 20 65

45 52
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i

3 mg/kg/ 1 2

2 7 2 5 mg/kg/

1 8

2 8

12 2

2 9 2

3 mg/kg/ 3

mg/kg/ 52

12 52

52

56 1

1 49 87.5 % 2

37 66.1 % 3 27 48.2 % 4 10 17.9 %

5 1 1.8 % 6 5 8.9 %

1 3

1 2 2

1 2 3 1

8

8

% %
8

1 56 -70.4 15.8 -48.3 24.3 25 44.6 %
2 49 -58.8 21.4 -43.1 22.9 22 44.9 %
3 37 -53.5 23.1 -40.6 22.2 15 40.5 %
4 27 -58.1 17.3 -43.4 25.9 14 51.9 %
5 10 -61.5 20.6 -46.0 24.8 7 70.0 %
6 1 -50.0 -50.7 1 100.0 %

                                                 
7

2 1 mg/kg/ 5 mg/kg/
1 0.5 2 mg/kg/

2 mg/kg/
8 80 % 80 %
9 1 2 30 % 3 50 %

4
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100% 56/56

5 5 2 <

1 > 3 < 1 >

57.1 %

32/56 44.6 % 25/56 42.9 % 24/56

35.7 % 20/56 33.9% 19/56

30.4 % 17/56 28.6 % 16/56 ALT

26.8 % 15/56 25.0 % 14/56

23.2 % 13/56 21.4 % 12/56 19.6 % 11/56

76.8 % 43/56

3 19.6 % 11/56 17.9 % 10/56

16.1 % 9/56 10.7 % 6/56

7.1% 4/56 ALT

5.4 % 3/56

226 226

30 40 % 10

                                                 
10 1 10g
40 %
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2004

2005 1 2

1 2

14

2 7

7

26.7 % 28/105 41.0 % 43/105

1 2

1 %
1 mg/kg 7 3 mg/kg 7 5 mg/kg 10 a)

 -23.1 14.3 -47.5 6.9 -61.5 5.1 p=0.005 
 -11.3 8.7 -19.2 6.2 -25.8 7.3 p=0.185 

a) -1, 0, 1

1
1 mg/kg 8 3 mg/kg 7 5 mg/kg 11

 7 87.5  7 100.0  10 90.9
 4 50.0  4 57.1  7 63.6

%

2 %
1 mg/kg 12 3 mg/kg 15 5 mg/kg 16 a)

 -14.0 9.9 -35.3 8.5 -63.9 4.3 p<0.001 
 -3.8 5.9 -18.8 6.5 -37.6 6.4 p<0.001 

a) -1, 0, 1

2
1 mg/kg 14 3 mg/kg 15 5 mg/kg 18

 11 78.6  11 73.3  17 94.4
 5 35.7  6 40.0  12 66.7

%
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1

A D

226 C D

1990

B A 1

226

A 2 0
(0.0 %) 

28
(26.7 %) 

B 2 43
(41.0 %) 

0
(0.0 %) 

C 21
(20.0 %) 

0
(0.0 %) 

D 12
(11.4 %) 

0
(0.0 %) 

E 0
(0.0 %) 

0
(0.0 %) 

1
(1.0 %) 

0
(0.0 %) 

A B

226

1303 1304 1303 1304

2002

30%

30 50
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226

1 2

1303 64.0 % 57/89 29

28 84.2 % 75/89 38 37 1304

64.3% 36/56 94.6 % 53/56

1 2

1303 1 2 %
 t

 -65.1 4.0 -36.0 5.4 p<0.001 
1

 -45.4 5.2 -25.2 4.3 p=0.004 
 -64.9 3.2 -36.3 4.4 p<0.001 

2
 -44.1 4.3 -22.4 3.9 p<0.001 

 -63.0 3.4 -32.6 4.2 p<0.001 FAS 
 -41.4 4.1 -19.5 3.7 p<0.001 

1304 1 2
1 %

 -68.8 2.7 1
 -45.0 3.8 

 -70.0 2.2 2
 -48.2 3.2 

 -70.4 2.1 FAS 
 -48.3 3.3 

1303 1 2

% %
29 23 79.3  19 65.51
28 19 67.9  9 32.1
38 30 78.9  20 52.6
37 27 73.0  13 35.1
44 33 75.0  23 52.3
45 33 73.3  17 37.8

%
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1304 1 2

% %
1 36 36 100.0  28 77.8
2 53 53 100.0  41 77.4

56 56 100.0  43 76.8
%

1

1303

2 1304 1

226

A D 1303 1304

A B

1303 1304
1303  1304

A 0 (0.0) 58 (64.4) 0 (0.0) 36 (64.3)
B 26 (28.9) 0 (0.0) 12 (21.4) 0 (0.0)
C 2 (2.2) 0 (0.0) 0 (3.6) 0 (0.0)
D 2 (2.2) 0 (0.0) 7 (12.5) 0 (0.0)
E 2 (2.2) 0 (0.0) 1 (1.8) 0 (0.0)

%

A B

1303 1304

226

1303 1304
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4

30 %

1

International Consensus Conference on 

Atopic Dermatitis ICCAD- Ellis C et al, Br J Dermatol 148 Supple 63:3-10, 2003
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Severity Score of Atopic 

Dermatitis SCORAD index European task force on atopic dermatitis, Dermatology, 186; 23-31, 1993

/

4 rule of nines

Rajka G et al, Acta Derm Venereol Suppl, 144; 13-4, 1989

8

0 1 2 3 4

96

0 1/3 2/3 3/3 4 %

100

 1303



23

4

(%)

8

(%)
44 16.0 0.61 44 -45.7 2.92 -52.3 4.15 ( )
45 14.8 0.62 45 -20.5 4.29 -27.4 4.20 
44 14.3 0.76 43 -53.9 4.51 -66.4 4.27 
45 14.3 0.74 45 -14.8 10.06 -26.9 8.71 
44 8.3 0.89 39 -68.8 6.48 -77.8 5.74 
45 7.7 0.98 38 -23.4 8.76 -30.3 14.34 
44 15.5 0.70 44 -50.1 3.69 -64.0 4.11 
45 11.5 3.99 45 -22.0 4.21 -30.9 5.87 
44 54.0 2.46 44 -51.9 3.14 -63.0 3.43 
45 51.1 2.40 45 -22.9 3.68 -32.6 4.18 

%

1303 1304

3 mg/kg/ 5 mg/kg/ 1303 2

1304 0 5 mg/kg/

5 mg/kg/

QOL

3 mg/kg/

226 5 mg/kg/

3 mg/kg/

3 mg/kg/

1 12

5mg/kg/

226 1 mg/kg/

3mg/kg/



24

226 1 mg/kg/ 1 2 4

-14.3 4.2 % -17.7 5.6 % -21.4 6.4 %

-2.8 2.3 % -6.5 2.9 % -10.4 3.8 %

2 5 mg/kg/

1303 1304 3 mg/kg/

5/44 11/56 1303 1

5 mg/kg/

5 mg/kg/

226 1303 226

1mg/kg/

1304 8 12

1 12

1303

8 8 12

OL10085 8

1303 8 1304

8 8

12

4 8

6

5g/

2.5g 10 %

1 6 25 70 %

1
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11 2 66.1% 37/56 4 48.2%

27/56 6 28.6% 16/56 8 36.4% 20/55 10 37.5% 18/48

12 36.0% 9/25

8

4

 1  2  3  4  5  6 
56 49 37 27 10 1 

% a) 25 44.6 22 44.9 15 40.5 14 51.9 7 70.0  1 100.0
 21 84.0 14 63.6 9 60.0 8 57.1 5 71.4  1 100.0
 3 12.0 4 18.2 1 6.7  3 21.4 0 0.0  0 0.0b)

%  1 4.0  4 18.2 5 33.3 3 21.4 2 28.6  0 0.0
 19 76.0 16 72.7 6 40.0 6 42.9 3 42.9  1 100.0
 4 16.0 3 13.6 5 33.3 7 50.0 3 42.9  0 0.0b)

%  2 8.0  3 13.6 4 26.7 1 7.1  1 14.3  0 0.0
a) %     
b) 8 1
1 %

10 12
 1  2  3  4  5  6 

25 22 15 14 7 1 
10 25 22 15 14 7 1 

 16 64.0 9 40.9 7 46.7 4 28.6 2 28.6  0 0.0
12 20 16 13 12 7 1 

 14 70.0 8 50.0 3 23.1 3 25.0 3 42.9  0 0.0
%

8

1304

52 < 64 >

1 7 2 12 3 10 4 17 5 9 6 1

                                                 
11
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QOL

1304

1 83.9 % 47/56 55.4 % 31/56 2 93.9 % 46/49

57.1 % 28/49 3 89.2 % 33/37 56.8 % 21/37 4 92.6 %

25/27 44.4 % 12/27 5 100 % 10/10 50.0 % 5/10 6

100 % 1/1 5

8

8

1 % 2 % 1 % 2 %

1 1 7 -61.2 4.0 -61.2 4.0 -30.4 8.2 -30.4 8.2 
2 1 12 -73.8 5.0 -73.8 5.0 -55.0 5.9 -55.0 5.9 
 2 11 -60.0 6.1 -68.0 4.8 -42.9 5.7 -47.1 6.8 

3 1 9 -63.8 6.0 -63.8 6.0 -35.3 6.7 -35.3 6.7 
 2 10 -58.1 6.2 -66.0 4.3 -42.4 9.0 -46.2 6.3 
 3 10 -64.3 6.2 -75.3 3.9 -45.3 5.9 -51.3 4.6 

4 1 17 -56.5 4.6 -56.5 4.6 -41.4 6.3 -41.4 6.3 
 2 16 -49.4 5.3 -55.8 5.1 -29.9 7.3 -38.1 6.6 
 3 16 -43.7 5.2 -53.1 6.0 -32.4 4.8 -40.8 6.1 
 4 16 -50.7 4.2 -57.1 4.7 -34.0 6.7 -41.6 6.3 

5 1 9 -69.2 3.1 -69.2 3.1 -47.5 8.2 -47.5 8.2 
 2 9 -58.9 8.1 -70.3 5.3 -42.8 8.8 -46.6 10.6 
 3 8 -47.1 6.1 -64.4 3.6 -36.6 3.9 -48.1 4.1 
 4 8 -60.9 4.5 -68.0 4.2 -47.3 6.8 -52.6 7.1 
 5 9 -51.5 8.2 -62.7 5.5 -41.9 7.3 -49.1 7.3 

1 Baseline 2 Baseline 1
6 1

1304 1303
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10 %

1304 1303

1304

12 2

10 %

% % %
44  45  56  
7 15.9 6 13.3 20 35.7 
5 11.4 3 6.7 19 33.9 
8 18.2 2 4.4 24 42.9 
5 11.4 1 2.2 15 26.8 
0 0.0 0 0.0 6 10.7 
0 0.0 0 0.0 13 23.2 
1 2.3 0 0.0 8 14.3 
2 4.5 2 4.4 8 14.3 
1 2.3 1 2.2 10 17.9 
2 4.5 9 20.0 32 57.1 
7 15.9 4 8.9 17 30.4 
2 4.5 0 0.0 9 16.1 
2 4.5 1 2.2 6 10.7 
4 9.1 2 4.4 7 12.5 
0 0.0 0 0.0 9 16.1 
1 2.3 1 2.2 11 19.6 
0 0.0 0 0.0 7 12.5 
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2001 1 2007 6

5 NOS 1 4

1 3 2

NOS NOS

1

6800

GCP

5.3.5.1-1 5.3.5.2-1 5.3.5.2-2
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GCP
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20 7 16

19 5 8

1 2 1

1000
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3 mg/kg/

4




