21

27

20

2.5mg

27

smg

21

10



20
1
3.37g

1-(4) (6)

20

2.5mg

1-(4) (6)

3

27

5mg

27

21

2.93g 1.485¢
11.37g

2.5mg

1g
10mg

12

5mg



20 3 27
5mg 2.5mg

20 3 27

X
MGV-5/AS-4370/CT2
MA MB
MA MB
X
1 2L
1 2 4L 1

MA

1L

MB

21

40mg/



1)

()

4L

20mg

180mL

20mg

1

15mg

3

20mg

180mL

20mg




M)

20 12 8
20 3 27
2.93g 1.485¢
3.37g 11.37g
X
1 2L
1 2 4L 1 1L
4L
@)
4
)
1
X
6 20 mg
1 180 mL
20 mg
3
5mg 2.5mg



20 3 27

1
5mg 2.5mg 19
10mg

O

o X

O

1 15mg 3
o X
6 20mg
1 180mL
20mg
X
X
X
2 3
: 39-43, 2004; Therapeutic Research 15: 141-146, 1994; 18: 522-
527,1991
/ / /
1992 3
X
51.2%
5.4-11



5-HT,
X
64: 22-30, 2004
1984
1998 6
X 2008 10
2008 3
1)
0.5%
1 2L
1)
GMN-02-05 4.2.1.1-
1
5mg/kg 10mg/kg 20mg/kg 30 2.5%
30 :
+ 34.616.0% 5mg/kg
52.7£4.9% 10mg/kg 58.7+8.8% 20mg/kg 75.6+5.5%
p<0.05 Vs, 10mg/kg p<0.001 VS,
20mg/kg Dunnett
% = cm / cm %100



GMN-

02-02 GMN-02-04 PD-AS-4370-03001 4.2.1.1-2 4

5mg/kg 10mg/kg 20mg/kg 20mL/kg
20mL/kg 10 14
60 f
20mL/kg 140
5mg/kg  10mg/kg 20mg/kg 60
1
1
g g
0 2.02+0.30 6.10+0.66
+ 0 0.77+0.11* 4.87+0.56
GMN-02-04 + 5mg/kg 0 0.70£0.11 4.62+0.70
+ 10mg/kg 0 0.50+0.09 3.41+0.58
+ 20mg/kg 0 0.26+0.03" 1.98+0.19™
0 +140 1.56+0.17 4.88+0.45
+ 0 +140 0.83+0.17% 5.42+1.02
GMN-02-02 + 20mg/kg 0 + 140 0.34+0.06™ 2.51+0.41"
+ 0 + 20mg/kg 140 0.27+0.04™" 2.06+0.24™"
+ 10mg/kg 0  +140 0.23+0.05™" 1.77+¢0.317"
0 +140 157+0.31 5.17+0.95
+ 0 +140 0.97+0.09" 5.86+0.55
PD-AS-4370-03001 10mglkg 0  + 140 0.82+0.12 4.97+0.75
0o+ 10mg/kg 140 0.51+0.11" 3.39+0.73
+ 5mg/kg 0 +140 0.48+0.16" 2.97+0.98"
+ 79
¥ p<0.05 * p<0.01 vs. Student t
p<0.05 ™ p<0.01 " p<0.001 vs. + Dunnett
2)
! g = 9 - g - g



)

3
1988
5.4-11
MGV-5/AS-4370/CT1 MGV-5/AS-4370/CT2
4 3)
1)
2)
4-
M-1 LC/MS/MS
@ Bl :s4  Asa3ro-kpk-0301  As4370-kPK-0201 [ 74-85
AS4370-KPK-0302 4.2.2.2-1 5
20mL/kg 10mg/kg
20mLikg 10 14 9
10mg/kg 30
20mL/kg 20mL/kg 10 14
/
M-1 2


長方形

長方形


2 / M-1
Cmax Tmax t1/2 AUCO—t
ng/mL h h ng h/mL
2,942+331 | 0.63+0.28 | 1.41+0.13 8,714+499?
M-1 182+10 1.67+0.21 | 2.76+0.40 956+53%
/ 1,748+148 | 1.00+0.22 | 1.55+0.30 7,454+573%
M-1 11248 1.08+0.20 | 3.47+0.56 547+19"
248+48 0.25+0.00 — 24140
M-1 451461 0.25+0.00 - 669+71"
/ 225+26 0.33+0.05 - 295+23 %
M-1 609:+55 0.38+0.06 - 89591
30 228+62 0.46+0.12 — 25526
M-1 767+82 0.58+0.19 - 1,208+142"
278487 0.63+0.13 | 2.07+0.15 69542239
M-1 232+86 2.17+0.40 | 2.91+0.28 1,139+421%
/ 4794227 | 0.63+0.13 | 1.26+0.10 6952052
M-1 141435 1.42+0.27 | 2.14+0.18 562+152 %
+ n=6
9 AUCqs
5 AUCq.4
)
()
()
Cmax M-1
Cmax AUCO—B
M-1 Crnax AUCy.4
MGV-5/AS-4370/CP2 CP2
20mg+20mg
20mg+20mg
1 Cmax 2 Cmax
AUC,., AUCq.04 4, 2)
2 6



3)

1)

2)

1)

5mg

2L

MGV-5/AS-4370/CT1 CT1
MGV-5/AS-4370/CT2 CT2
4. 3)
)
2003 9
MGV-5/AS-4370-101 101
CP2 CT1
LC/MS/MS
MGV-5/AS-4370-101 5.3.4.1-1
62
1
2 1
1
5mg 2 0 +120
2L 2
5mg 5mg
30

10

-l W

30
180

CT2

2] B

120

5mg


長方形

長方形

長方形

長方形


30

18 6 6 30 6
3
3
30
1 26.4+7.4 23.649.3 35.7+10.8
Crax  NG/mL 2 39.8+13.9 41.8+17.1 54.9+18.8
1 +2 40.4+12.8 41.8+17.1 54.9+18.8
AUCy, ng hr/mL 1 29.145.0 30.0£11.3 41.9+15.4
AUC,; ng hr/mL 2 48.4+10.0 48.4+17.1 63.8+21.8%
AUCo,s Nng hrimL 1 +2 130.9+215 128.5¢51.9 183.1265.6
1 0.75 0.50,2.00 | 0.75 0.25,1.00 | 0.50 0.50,1.00
trax hr 2 2.63 2.25,400 | 2.27 225250 | 3.38 3.25,3.75
1 +2 2.38 0.75,2.75 | 2.27 225,250 | 3.38 3.25,3.75
+ n=6
9 AUCss ng hr/mL
b)
2
Crax AUC Log0.90 Logl.11
4 Crnax
30
4 Cra AUC
Cmax AUCO-Z
vs. 0.8322 0.9407
vs. 30 1.3464 1.3761
vs. 30 1.3722 1.4963 %
9 AUCoz
33.3% 2/6 0.0% 0/6
30 16.7% 1/6
16.7% 1/6 0.0% 0/6 30
0.0% 0/6
2
1 2
1 30
5mg 10mg 20mg 2
5mg+5mg 10mg+10mg 20mg+20mg
44 11 5mg+5mg 11 10mg+10mg 11
20mg+20mg 11 11
5mg+bmg 11 10mg+10mg 11 20mg+20mg 11
5

11

33



5mg+5mg 10mg+10mg 20mg+20mg
C naml 1 30.7+14.6 62.9+22.3 113.6428.0
max N9 1+ 39.3+18.4 95.8+38.2 154.6455.1"
AUCy; ng hr/mL 1 46.7£22.6 96.5+30.7 161.2+43.9
AUCqy, ng hr/mL 1 +2 152.1+82.1 346.8+123.4 554.0+174.3"
t hr ® 1 0.50 0.50, 1.00 0.75 0.25,1.00 0.75_0.50, 1.00
e 1 42 3.50 0.50, 4.00 3.50 1.0, 4.00 3.75 050,400 °
+ n=11
a)
» n=10
9.1% 1/11 5mg+omg  45.5% 5/11
10mg+10mg 9.1% 1/11 20mg+20mg  9.1% 1/11
0.0% 0/11 5mg+5mg 36.4% 4/11 10mg+10mg 0.0% 0/11
20mg+20mg  9.1% 1/11
2 MGV-5/AS-4370/CP2 5.3.3.1-1 2007 7 2007 8
48
2 2
1
5mg 10mg 20mg 2L 2
120 5mg 10mg 20mg
5mg+5mg 10mg+10mg 20mg+20mg
20mg 2 0 +120 20mg+20mg
20mg+20mg 20mg+20mg 1 2
7
48 5mg+5mg 12 10mg+10mg 12 20mg+20mg 12
20mg+20mg 12 1
47 5mg+5mg 11 10mg+10mg 12 20mg+20mg 20mg+20mg
24
6
1
i Crnax AUC,,
2 1 +2 Cmax AUC,.,4 AUCq.04
: 95%
95% 07 13

12



5mg+5mg 10mg+10mg 20mg+20mg 20mg+20mg
1 26.5+9.9 47.8+13.6 116.1+35.1 154.2+61.0
Cmax  NG/ML 2 41.7+12.6 104.7+41.4 272.6+80.9 265.3+82.7
1 +2 41.7+12.6 104.7+41.4 272.6+80.9 265.3+82.7
AUC,, ng hr/mL 1 32.5+10.1 58.0+14.7 150.3+45.2 154.6+56.9
AUC,, ng hr/mL 2 50.4+13.7 118.4+44.1 327.2495.2" 325.1499.5
AUCo.; ng hrimL |1 +2 131.1+40.3 305.7+114.7 848.8+301.4 " 913.0+305.4
1 0.75 0.50,1.00 |0.75 0.50,1.97 1.00 0.50,1.97 0.75 0.25,1.97
toax Dr ? 2 225 225275 |228 225275 |250 225300 |252 2.25 4.00
1 +2 225 225275 |228 225275 |250 225300 |252 225 4.00
+ 5mg+5mg 11 10mg+10mg 12 20mg+20mg 24 20mg+20mg 24
a)
D n=23
5mg+5mg 16.7% 2/12 10mg+10mg 0.0% 0/12
20mg+20mg 25.0% 6/24 20mg+20mg 42% 1/24
5mg+5mg  16.7% 2/12 10mg+10mg 0.0% 0/12 20mg+20mg  8.3%
2/24 20mg+20mg 42% 1/24 2
20mg+20mg 16.7% 4/24
1)
CP2
CT1
CT2
3. 2) Q)
3)
1 CT1 1 CT2
Q) MGV-5/AS-4370/CT1 5.3.5.1-1 2005 10 2006 2
20 65 X 132
X
s 7
X 6 5mg 10mg
20mg 180mL 2 4L 1 1L
5 MAL MA2 MA3

13



10 180mL
5mg 10mg 20mg
MA1l MA2 MA3 7
MB
7 CT1
1000 1
19 00 1
20 00 P 1 180mL
22 00 10mL  150mL
1
7 00 1
P
X /
64: 22-30, 2004 110w/v%
138 134 MA1l 33 MA2 35
34 MB 32
11 123 MA1l 30 MA2 33 MA3 32 MB
per protocol set PPS
X - MA MA3
MB X 95% MB
-6
5.4-18
X 45.0 26.0
1/3 6
X 8
95% -6
8 X PPS
MAL MA2 MA3 MB
30 33 32 28
+ 47544 47.9+4.2 48.6+2.8 46.3+3.2
47.0 48.0 49.0 46.5
MB 95% 12 0832 |16 -03,36 |23 07,39
X S
1 2 2 33 4 4 5
60 12
1 2
3
5
1 2 3

MA3

MA


長方形


MA1 21.2% 7/33 MA2 34.3% 12/35

MA3 35.3% 12/34 MB 37.5% 12/32 MAl 21.2% 7/33
MA2  34.3% 12/35 MA3  324% 11/34 MB  34.4% 11/32
2 9 10
9 2
MA1 MA2 MA3 MB
33 35 34 32
212% | 7 [ 343% | 12 [ 353% | 12 [ 375% | 12
3.0% 1 [ 114% | 4 8.8% 3 | 125% | 4
0.0% 0 5.7% 2 5.9% 2 0.0% 0
6.1% 2 2.9% 1 5.9% 2 0.0% 0
0.0% 0 2.9% 1 5.9% 2 9.4% 3
ALT 0.0% 0 2.9% 1 5.9% 2 0.0% 0
0.0% 0 0.0% 0 5.9% 2 0.0% 0
0.0% 0 2.9% 1 2.9% 1 6.3% 2
3.0% 1 | 143% | 5 0.0% 0 9.4% 3
6.1% 2 0.0% 0 0.0% 0 3.1% 1
6.1% 2 0.0% 0 0.0% 0 0.0% 0
10 2
MA1 MA2 MA3 MB
33 35 34 32
212% | 7 [ 343% [ 12 [ 324% [ 11 [ 344% | 11
3.0% 1 [ 114% | 4 8.8% 3 [ 125% | 4
0.0% 0 2.9% 1 5.9% 2 9.4% 3
3.0% 1 | 143% | 5 0.0% 0 9.4% 3
6.1% 2 0.0% 0 5.9% 2 0.0% 0
0.0% 0 0.0% 0 5.9% 2 0.0% 0
0.0% 0 5.7% 2 2.9% 1 0.0% 0
6.1% 2 0.0% 0 0.0% 0 0.0% 0
2 MGV-5/AS-4370/CT2 5.3.5.1-2 2007 7 2007 9
20 75 X 96
X
6
X 6 20mg
180mL 2 4L 1 1L 10
180mL
20mg MA
MB
99 X 96 MA 48 MB
48 2
1 1 4 92 MA
46 MB 46 PPS

15



1 1
MB
10.9 11.8 3
2
11 95%
-2 MA MB
11
MA MB MA MB
+ 9.3+15 9.4+1.0 10.8+1.6 9.2+15
9.0 9.0 115 9.0
MB 95% 0.1 -06,04 15 09,22
MA 16.7% 8/48 MB 45.8% 22/48
MA 16.7% 8/48 MB 43.8% 21/48
2 12 13
12 2
MA MB
48 48
167% | 8 | 45.8% | 22
6.3% 3 188% | 9
4.2% 2 6.3% 3
4.2% 2 4.2% 2
2.1% 1 125% | 6
0.0% 0 104% | 5
13 2
MA MB
48 48
167% | 8 | 43.8% | 21
6.3% 3 16.7% | 8
4.2% 2 6.3% 3
4.2% 2 4.2% 2
2.1% 1 125% | 6
0.0% 0 104% | 5
"X 11 2 2
3 3 4 4 5 5 15 3
#ox 11 2 2
3 3 4 4 5 5 15 3

16



)

CT2

MB
15

: 29-43, 2002
CT2

MA

14
14
CT1

CT2
CT2
lcm

MB

MA

CT2

14

lcm

15

CT2

17



10.9

Fine Network Pattern

CT1

CT2

3 88 1/3

18

CT1

MB

CT2

7.9

CT1 MB
1/3

11.8

CT1


長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形


2 3 1 2
3 2
1
) ) CT2
X
15
14 X
1988
54-11 CT1
MB
16
16 CT1
MA1 30 MA2 33 MA3 32 MB 28
+ + + +
X 47.5+4.4 47.9+4.2 48.6+2.8 46.3+3.2
217431 22.4+3.2 22.9+2.2 22.3+1.8
25.7£1.9 25517 25.7+15 24.0+2.0
X 22.1#3.3 22.5+2.9 23.242.1 22.6+1.8
9.9+2.6 10.3£2.5 11.0+1.8 10.9+1.3
12.2+1.1 12.1+0.8 12.3+0.8 11.8+1.0
X 25.4£16 255+1.8 25.4+1.3 23.6+2.0
11.9+0.8 12.1+1.0 11.9+0.6 11.4+1.1
13.5£1.0 13.4+1.1 13.5¢1.2 12.3+1.3

19




1
2
X
CT2
MA
17
17 CT2 MA
+ +
A 11 10.0+1.3 10.6+1.6
B 5 9.2+0.4 10.4+1.3
C 7 10.0+1.4 11.1+1.2
D 12 8.3+1.4 11.5+1.2
E 8 8.5¢1.3 9.8+2.1
F 3 11.0+.1.0 10.7+15
CT2 X

5.3.5.4-1

X lcm
. 45-86, 2002 1

M)


長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形

長方形


169 155 160

18 4
75.6% 121/160
CT2 4
18 2
28.1%
45/160
b) 3
20.0%
P 32/160
11.9%
19/160
8 15.6%
25/160
3 5.3.5.4-1
b)
P
3
/
MA MB
MA 110w/v% 90w/v%
CT2
CT2
CT2
MB 19
19 CT2 MB
+ +
100% 11 10.0+£1.0 10.0+£1.3
3 2 98% 5 9.4+0.5 9.0£0.7
P 100% 9 9.6+1.0 9.1+15
154% 10 9.2+0.4 9.3+1.6
3 110% 9 8.610.9 7.9+1.3
3 110% 2 10.5+£0.7 11.5+£0.7
P
3

21



CT2 MB

MB

CT2
75%
18
CT2
CT2 20
MA
20 CT2
MA 46 MB 46 MA-MB
, + + 95%
X 12, 60 42.4+4.2 39.5+4.0 29 12,46
X 6, 30 20.0£2.5 18.6+2.3 14 04,24
3,15 9.3+15 9.4+1.0 -01 -06,04
3,15 10.8+1.6 9.2+1.5 15 0.9 22
X 6, 30 22.3+2.2 20.9+2.2 15 05,24
3,15 10.8+1.4 10.3+1.2 05 0.0,1.1
3,15 11.5¢1.1 10.6+1.3 09 04,14
6, 30 24.5£1.9 24.1+15 04 -0311
6, 24 24.0+0.2 23.740.7 0.3 0.1,05
FNP 6, 18 10.3+2.0 10.0+2.0 03 -05,1.1
— — 100.0% 100.0% 0.0% -7.7%, 7.7%
)
101 CP2 CT1 CT2
40mg/
15mg/

40mg/ 20mg+20mg

22



15mg/

(6)
101 CP2 CT1 CT2
101 CP2 20mg+20mg
CT1 MA3 MB CT2 MA MB
2
21
101 CP2 CT1 CT2
2 —
MA @ MB MA @ MB
117 80 117 80
231% | 27 | 425% | 34 ||| 19.79% | 23 | 40.0% | 32
6.0% 7 7.5% 6 6.0% 7 7.5% 6
3.4% 4 113% | 9 3.4% 4 113% | 9
3.4% 4 0.0% 0 0.0% 0 0.0% 0
2.6% 3 150% | 12 2.6% 3 13.8% | 11
2.6% 3 0.0% 0 2.6% 3 0.0% 0
2.6% 3 0.0% 0 0.9% 1 0.0% 0
1.7% 2 5.0% 4 1.7% 2 5.0% 4
1.7% 2 0.0% 0 1.7% 2 0.0% 0
ALT 1.7% 2 0.0% 0 0.0% 0 0.0% 0
0.9% 1 8.8% 7 0.0% 0 7.5% 6
R 40mg/
1992 3 3
10,794 10 2004 6
3,014 0.2% 22
20 17 16 16
13 12 12 11
10
34 1 3
3

23

10
43

26



22 0.2%

10,794 3,014
2.37% | 256 1.99% | 60
0.74% | 80 056% | 17
051% | 55 027% | 8
049% | 53 020% | 6
0.37% | 40
0.27% | 29
1992 2008 6 48
26
15mg/
CT2 1
15mg/
15mg/
15mg/ 5.0%
23 24
23 5.0% i
20mg/ P 30mg/ 9 | 40mg/ 60mg/ 9
49 237 6 10 302

6.1% 3 6.8% | 16 | 0.0% 0 20.0% 2 7.0% | 21

GPT 00% | 0 [08% | 2 [00% ]| 0 [200% | 2 |13% | 4
2) 1988 1993
b)
° 22.5mg/ 30.0mg/ 20mg/ 30mg/
d)
9:1327-1341, 1993; 9: 2185-2197, 1993; 9:2199-2211, 1993;
9: 2639-2653, 1993; 40: 175-183, 1993; 8: 1559-1568, 1992;
8:2831-2840, 1992; 28: 153-158, 1992; 7:2019-2029, 1991,
6: 875-892, 1990; 6: 2295-2310, 1990; 26: 161-174, 1990;

24



24 5.0%
4mg/ @] 100mg/ ®| 120mg/ © | 135mg/ © . smg/ 180omg/ 9 | 270mg/
12 20 12 31 30 41 176
30
66.7% | 8 |[450% | 9 |667%| 8 |83.9% | 26 | 90.0% 27 |76.7% | 23 | 756% | 31 | 75.0% | 132
250% | 3 [250% | 5 |250% | 3 |226%| 7 | 16.7% 5 |133% | 4 |244% | 10 || 21.0% | 37
00% | 0 [00% | 0 |00% | 0 |355%| 11 | 50.0% 15 | 67% | 2 |195% | 8 [205% | 36
00% | 0 [00% | 0 |167%| 2 |161%| 5 | 16.7% 5 |233%| 7 |244% | 10 || 16.5% | 29
00% | 0 [00% | 0 |00% | 0 |65% | 2 | 167% 5 1400% | 12 |220% | 9 [15.9% | 28
00% | 0 [00% | 0 |00% | 0 [129%| 4 | 10.0% 3 |100%| 3 |195% | 8 [10.2% | 18
00% | 0 [00% | 0 |00% | 0 |65% | 2 | 200% 6 00% | 0 |49% | 2 | 57% | 10
00% | 0 | 50% | 1 |250%| 3 [129% | 4 6.7% 2 00% | 0 [00% | 0 |57% | 10
00% | 0 | 00% | 0 ]00% | 0 |00% | O 0.0% 0 |133%| 4 | 98% | 4 | 45% | 8
16.7% | 2 | 00% | 0 |00% | 0 |00% | O 0.0% 0 33% | 1 | 73% | 3 | 34% | 6
00% | 0 [00% | 0 |00% | 0 |65% | 2 | 13.3% 4 00% | 0 |00% | 0 || 34% | 6
00% | 0 | 00% | 0 |83% | 1 |97% | 3 3.3% 1 00% | 0 |00% | 0 [|[28% | 5
00% | 0 | 00% | 0 ]00% | 0 |00% | O 0.0% 0 67% | 2 |49% | 2 [ 23% | 4
00% | 0 [00% | 0 |00% | 0 |32% | 1 | 100% 3 00% | 0 [00% | 0 | 23% | 4
00% | 0 [150% | 3 |83% | 1 |00% | O 0.0% 0 00% | 0 [00% | 0 | 23% | 4
00% | 0 | 00% | 0 |]00% | 0 |00% | O 0.0% 0 67% | 2 |24% | 1 | 17% | 3
00% | 0 [00% | 0 |00% | 0 |00% | 0 | 100% 3 00% | 0 |00% | 0 || 1.7% | 3
00% | 0 | 00% | 0 |]00% | 0 |65% | 2 3.3% 1 00% | 0 |00% | 0 | 1.7% | 3
00% | 0 | 00% | 0 |]00% | 0 |00% | O 0.0% 0 67% | 2 [00% | 0 || 11% | 2
00% | 0 | 00% | 0 ]00% | 0 |00% | O 6.7% 2 00% | 0 |00% | 0 || 11% | 2
ALT 83% | 1 | 50% | 1 ]00% | 0 |00% | O 0.0% 0 00% | 0 |00% | 0 [|11% | 2
16.7% | 2 | 00% | 0 |00% | 0 |00% | O 0.0% 0 00% | 0 |00% | 0 || 1.1% | 2
AST 00% | 0 |50% | 1 |]00% | 0 |00% | O 0.0% 0 00% | 0 |00% | 0 || 06% | 1
83% | 1 | 00% | 0 ]00% | 0 |00% | O 0.0% 0 00% | 0 |00% | 0 || 06% | 1
83% | 1 | 00% | 0 |]00% | 0 |00% | O 0.0% 0 00% | 0 |00% | 0 || 06% | 1
3 20mg/ 40mg/
o) 80mg/ 100mg/ 60mg/
)
d)
e) 2
15mg/ 16
1998 10 2008 3 773
1 611 15mg/
25
25 15mg/
No. !
1 ALT 20mg 348
2 30mg 26
30mg 27
3 30mg 66
4 30mg
5 30mg 64
6 45mg 97

25




15mg/

15mg/
15mg/ 40mg/
5-HT,
QT
5-HT,
Neurogastroenterol Motil 20:
99-112, 2008 Pharmacotherapy 24: 526-531, 2004 5-HT
5-HT, 5-HT,
Jpn J Pharmacol 77: 53-59, 1998 Jpn Pharmacol Ther 21: 249-264, 1993
QT hERG
Cardiovasc Res 58: 32-45, 2003 hERG
CP2
4.45ng/mL  0.0068uM
0.1%
1/998 1998 10 2004 6
1998 10 2007 12
torsades de pointes QT 1
1 1

26



©)

Colyte Schwarz Pharma
GOLYTELY

6: 395-401, 2004

27

Colyte

CT2

CT2

GOLYTELY Braintree

Radiology: 642-650, 2000

Curr Gastroenterol Rep



1 15mg 40mg
X
(4)
@) )
X
X
CT2
()
@) )
CT2
CT1 CT2
180mL 2 4L 1
180mL
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MGV-5/AS-4370/101 5.3.4.1-1
MGV-5/AS-4370/CP2 5.3.3.1-1 MGV-5/AS-4370/CT1 5.3.5.1-1
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2. GCP
CT1
CT1
MGV-5/AS-4370/CT1 5.35.1-1-1 2005 10 2006 2
@
4. 3)
1)
134 MA1l 33 MA2 35 MA3 34 MB 32
GCP 4 130 MAl 32 MA2 35
MA3 33 MB 30
10 120 MA1l 29 MA2 33 MA3 31 MB 27
per protocol set PPS
X 8-1 MA
95% -6
8-1 X PPS
MA1 MA2 MA3 MB
29 33 31 27
+ 47.5%4.4 47.9+4.2 48.6+2.9 46.3+3.3
47.0 48.0 49.0 46.0
MB 95% 1.2 -0.9,33 16 -0.3,3.6 24 07,40 L
MA1l 21.9% 7/32 MA2  343% 12/35 MA3
36.4% 12/33 MB  40.0% 12/30 MAl  21.9% 7/32
MA2  34.3% 12/35 MA3  33.3% 11/33 MB  36.7% 11/30
2 9-1 10-1
9-1 2
MA1 MA2 MA3 MB
32 35 33 30
21.9% 7 34.3% 12 36.4% 12 40.0% 12
3.1% 1 11.4% 4 9.1% 3 13.3% 4
0.0% 0 5.7% 2 6.1% 2 0.0% 0
6.3% 2 2.9% 1 6.1% 2 0.0% 0
0.0% 0 2.9% 1 6.1% 2 10.0% 3
ALT 0.0% 0 2.9% 1 6.1% 2 0.0% 0
0.0% 0 0.0% 0 6.1% 2 0.0% 0
0.0% 0 2.9% 1 3.0% 1 6.7% 2
3.1% 1 14.3% 5 0.0% 0 10.0% 3
6.3% 2 0.0% 0 0.0% 0 3.3% 1
6.3% 2 0.0% 0 0.0% 0 0.0% 0
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10-1 2
MAL1 MA2 MA3 MB
32 35 33 30
21.9% 7 343% | 12 [333% | 11 | 36.7% | 11
3.1% 1 11.4% 4 9.1% 3 13.3% 4
0.0% 0 2.9% 1 6.1% 2 10.0% 3
3.1% 1 14.3% 5 0.0% 0 10.0% 3
6.3% 2 0.0% 0 6.1% 2 0.0% 0
0.0% 0 0.0% 0 6.1% 2 0.0% 0
0.0% 0 5.7% 2 3.0% 1 0.0% 0
6.3% 2 0.0% 0 0.0% 0 0.0% 0
GCP (1)
CT1 GCP 4
Q) 16 21 16-1 21-1
16-1 CT1
MA1 29 MA2 33 MA3 31 MB 27
+ + + +
47.5+4.4 47.9+4.2 48.6+2.9 46.3+3.3
21.8+3.1 22.4+3.2 22.9+2.3 22.3+1.8
25.7+1.9 25.5+1.7 25.7+1.6 23.9+2.0
X 22.1+3.3 22.5+2.9 23.3+2.1 22.7+1.8
9.9+2.7 10.3+2.5 11.0+1.8 11.0+1.3
12.2+1.1 12.1+0.8 12.30.7 11.7+1.0
X 25.3+1.6 25.5+1.8 25.3+1.3 23.6+2.0
11.9+0.8 12.1+£1.0 11.9+0.6 11.4+1.1
13.5+1.1 13.4+1.1 13.4+1.1 12.2+1.2
21-1 101 CP2 CT1 CT2
2 —
MA @ MB MA @ MB
116 78 116 78
233% | 27 | 436% | 34 ||| 19.8% | 23 | 41.0% | 32
6.0% 7 7.7% 6 6.0% 7 7.7% 6
3.4% 4 11.5% 9 3.4% 4 11.5% 9
3.4% 4 0.0% 0 0.0% 0 0.0% 0
2.6% 3 154% | 12 2.6% 3 141% | 11
2.6% 3 0.0% 0 2.6% 3 0.0% 0
2.6% 3 0.0% 0 0.9% 1 0.0% 0
1.7% 2 5.1% 4 1.7% 2 5.1% 4
1.7% 2 0.0% 0 1.7% 2 0.0% 0
ALT 1.7% 2 0.0% 0 0.0% 0 0.0% 0
0.9% 1 9.0% 7 0.0% 0 7.7% 6
3 40mg/
Q) GCP 4
CT1 CT2
GCP 4
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