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5
17. B
18. 12
19. YM178
20.
21.
4 5 8 16
22. 1 3000 mL
23. 2 100 mL
24, 2
180 mmHg 110 mmHg
25. 2 110 50
26. 1
° QTc Fridericia 470 ms
°
° AST GOT
ALT GPT 2.5 100
IU/L
° 2.0 mg/dL
° 3.1 mEq/L
27.
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Cochran-Armitage
1
1011 842 25 mg
50 mg 100 mg 214 211 208 209
789 198 200 195 196 53 16 11 13 13
S-1
1011
44
967 79
9
3
125 24
2
1
842 ’
25 mg 50 mg 100 mg
214 211 208 209
| | | | | | | |
198 16 200 11 195 13 196 13
| | | |
6 6 8 8
4 0 0 0
1 3 2 0
5 1 2 4
0 1 1 1
FAS 835 25 mg 50 mg 100 mg 211 209 208 207
PPS 797 202 201 197 197 QOL 805 201 204 200
200 838 212 210 208 208
623 209 207 207
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2
0.05
S-1 FAS
YM178
25m 50 m 100 m P
(n=211) (n=2%9) (n=2%8) (n=2§7)
42 (19.9%) 41 (19.6%) 31 (14.9%) 35 (16.9%) 0.490"
169 (80.1%) 168 (80.4%) 177 (85.1%) 172 (83.1%)
+ 55.7+12.89 549+ 13.59 56.2+ 13.59 56.9+ 13.29
57.0 56.0 57.0 57.0 0.479*
( , (24, 80) (20, 80) (21, 79) (22,79)
65 145 (68.7%) 147 (70.3%) 142 (68.3%) 135 (65.2%)
65 66 (31.3%) 62 (29.7%) 66 (31.7%) 72 (34.8%) B
+ 56.04+9.474  55.81+9.929 56.70 £9.826  56.67 + 10.895
ke 54.20 54.00 55.85 56.00 0.738*
( , (37.0, 87.4) (32.9, 84.2) (40.3, 88.8) (38.5, 105.5)
+ 157.53 +7.543 157.33+8.794 15721 +7.102  157.18 +7.343
om 157.00 156.10 156.50 156.70 0.966*
( , (134.2,180.0)  (138.7,182.0)  (134.4,181.0)  (138.0,178.0)
6 1(0.5%) 0 0 0
6 1 8 (3.8%) 8 (3.8%) 7 (3.4%) 11 (5.3%)
1 3 65 (30.8%) 51 (24.4%) 46 (22.1%) 47 (22.7%)
3 5 41 (19.4%) 46 (22.0%) 43 (20.7%) 46 (22.2%) -
5 10 47 (22.3%) 59 (28.2%) 59 (28.4%) 59 (28.5%)
10 43 (20.4%) 40 (19.1%) 45 (21.6%) 42 (20.3%)
6 (2.8%) 5(2.4%) 8 (3.8%) 2 (1.0%)
+ 80.9 + 85.14 82.5+77.38 89.3 + 83.98 84.5 + 86.40
56.0 57.5 68.0 59.0 0.767*
( , (5, 561) (9, 488) (6, 442) (7, 633)
10 72 (34.1%) 71 (34.0%) 54 (26.0%) 74 (35.7%)
10 15 127 (60.2%) 119 (56.9%) 133 (63.9%) 117 (56.5%) -
s 15 12 (5.7%) 19 (9.1%) 21 (10.1%) 16 (7.7%)
19 (9.0%) 18 (8.6%) 16 (7.7%) 14 (6.8%)
126 (59.7%) 125 (59.8%) 115 (55.3%) 127 (61.4%)  0.819°
66 (31.3%) 66 (31.6%) 77 (37.0%) 66 (31.9%)
71 (33.6%) 75 (35.9%) 64 (30.8%) 57 (27.5%) 0.280"
1 140 (66.4%) 134 (64.1%) 144 (69.2%) 150 (72.5%) '
+ 857+ 14.737  10.02+16.133  9.58+14.276  11.01 + 15.603
- 3.00 3.20 4.05 420 0.429*
( , 0.0, 97.2) (0.0, 96.9) (0.0, 94.8) (0.0, 65.2)
185 (87.7%) 174 (83.3%) 183 (88.0%) 171(82.6%) (o
26 (12.3%) 35 (16.7%) 25 (12.0%) 36 (17.4%)
55 (26.1%) 58 (27.8%) 55 (26.4%) 54 (26.1%) 0.977"
156 (73.9%) 151 (72.2%) 153 (73.6%) 153 (73.9%)
T i
§ 2 T 2
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3
82
8 90% 98%
4
FAS
-1.18 25mg -194 50mg —2.12 100mg -1.97
YM178 P<0.001 Williams
PPS FAS
S-2 FAS
YMI178
_ 25 mg 50 mg 100 mg
(n=211) (n=209) (n=208) (n=207)
11.17£2.526 11.47 £2.835 11.77 £ 2.606 11.20+2.761
9.99 + 2.664 9.53+£2.550 9.65+2.773 9.23+£2.622
—1.18 £2.155 —1.94 £2.158 —2.12 £ 2.383 -1.97 £ 1.970
p — <0.001 <0.001 <0.001
=+
T Williams 0.025
YM178
25mg -0.66 50mg -0.74 100mg —0.78
S-3 FAS
YM178
25 mg 50 mg 100 mg
-1.26 -1.92 -2.00 -2.04
3 —0.66 —-0.74 -0.78
95% (—1.04,-0.28) (-1.12,-0.36) (-1.16,-0.40)
QOL
100 mg
P=0.011 Williams YM178
P<0.001 Williams
YM178
25mg P=0.006 50mg P=0.008 100 mg
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YM178 ISN 178-CL-045
CONFIDENTIAL
P<0.001 Williams 100 mg
S-4 QOL FAS
YM178
25 mg 50 mg 100 mg
(n=211) (n=208) (n=208) (n=207)
4.57+3.160 4.68 +3.209 4.84 +3.255 4.53 +3.093
2.74+3.132 2.53+£3.013 2.60 + 3.428 2.05+2.585
-1.83 +2.965 -2.15+£2.731 —2.24+3.120 —2.48 £2.605
p - 8 0.084 0.011
(n=140) (n=134) (n=144) (n=150)
1.68 + 1.471 2.20 +2.499 2.00 +2.228 1.86 + 1.666
1.04 + 1.856 0.91 + 1.493 0.80 + 1.546 0.59 +1.127
—-0.64 = 1.360 -1.29+1.938 —1.20 + 1.455 —~1.28 £ 1.355
p ¥ - <0.001 <0.001 <0.001
(n=132) (n=128) (n=137) (n=142)
1.55+1.376 1.97 £2.378 1.82 +£2.098 1.77 £ 1.640
0.86 + 1.660 0.83 +1.435 0.72 +1.539 0.52 +1.017
—-0.68 = 1.358 —-1.14 £+ 1.809 —~1.09 £ 1.345 -1.24+£1.278
p T - 0.006 0.008 <0.001
mL (n=211) (n=209) (n=208) (n=207)
148.953 +42.9617  147.746 + 50.4554  151.570 £49.4637  152.697 + 46.5259
160.369 +51.7934  171.529+ 62.6509  179.044 + 62.7410  183.928 + 61.0232
11.184 + 36.9308 23.783 + 41.6669 27.249 +39.5137 31.231 +£39.4515
p * - <0.001 <0.001 <0.001
(n=168) (n=179) (n=176) (n=180)
1.62 +1.135 1.74 + 1.043 1.56 + 1.028 1.61 +0.994
1.38 + 1.069 1.25 +0.960 1.17 £0.955 1.21 £0.986
-0.24+0.977 —-0.49 + 0.907 -0.38+0.814 —0.39 £ 0.849
p ¥ - S -8 0.035
*
n 2
+ Williams I Williams 0.025
§ Williams
QOL QOL
YM178
2 4 9
3 7 3
100 mg
1 6 8
3 100 mg
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5
25 mg 50 mg
100 mg 74.1% 157/212 80.5% 169/210 82.2% 171/208 84.1% 175/208
P=0.009 Cochran-Armitage
50 mg 100 mg P=0.046  P=0.012
Fisher
18.9% 40/212 23.3% 49/210 24.5% 51/208 26.0% 54/208
P=0.084
YM178
3.8% 8/212 3.8% 8/210 1.4% 3/208 2.4%
5/208 25 mg 1
S-5
YM178
_ 25 mg 50 mg 100 mg p
(n=212) (n=210) (n=208) (n=208)
157 (74.1%) 169 (80.5%) 171 (82.2%) 175 (84.1%) 0.009
95% % [67.6,79.8] [74.5,85.6] [76.3,87.2] [78.4,88.8]
p ¢ - 0.131 0.046 0.012
Y40 (18.9%) 49(23.3%)  51(24.5%)  54(26.0%)  0.084
95% % [13.8,24.8] [17.8,29.6] [18.8,30.9] [20.1,32.5]
p - 0.284 0.192 0.101
4 (1.9%) 3 (1.4%) 1 (0.5%) 1 (0.5%) -
: 1 (0.5%) 1 (0.5%) 0 1 (0.5%) —
4 (1.9%) 5(2.4%) 7 (3.4%) 8 (3.8%) -
Y 2(0.9%) 1 (0.5%) 5(2.4%) 6 (2.9%) —
1
148 (69.8%) 160 (76.2%) 168 (80.8%) 168 (80.8%) -
8 (3.8%) 8 (3.8%) 3 (1.4%) 5(2.4%) -
0 1 (0.5%) 0 0 —
T Cochran-Armitage I Fisher
§
T
2% 22 17 SOC
25 mg 50 mg 100 mg 1.9%
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33% 3.8% 5.8% 24% 29% 3.8% 53%
YM178 1%
17.0% 20.5% 23.6% 22.1%
12.7% 17.1% 21.6% 20.7%  v-
8.0% 10.5% 9.1% 12.5% 6.6% 10.5% 10.1% 13.5%
S-6 2%
MedDRA/J Version 10.0 YMI178
soc _ 25 mg 50 mg 100 mg
PT (=212) " "4=210)  m=208)  (n=208)
157 (74.1%) 169 (80.5%) 171 (82.2%) 175 (84.1%)
4(1.9%)  4(1.9%)  9(43%)  7(3.4%)
7(33%)  2(1.0%)  4(1.9%)  5(2.4%)
3(14%)  7(33%)  T(34%)  5(2.4%)
36 (17.0%) 43 (20.5%) 49 (23.6%) 46 (22.1%)
4(1.9%)  7(33%)  8(3.8%)  12(5.8%)
6(2.8%) 10(48%) 4(1.9%) 9 (4.3%)
7(33%)  5(24%)  6(2.9%)  5(2.4%)
12(57%) 14(6.7%) 8(3.8%) 3 (1.4%)
29 (13.7%) 25 (11.9%) 21 (10.1%) 31 (14.9%)
8(3.8%)  9(43%)  5(24%)  8(3.8%)
27(127%) 36 (17.1%) 45 (21.6%) 43 (20.7%)
3(14%) 6(2.9%)  4(1.9%)  2(1.0%)
3(14%)  3(14%)  3(14%)  5(2.4%)
y- 17 (8.0%) 22(10.5%) 19(9.1%) 26 (12.5%)
8(3.8%)  13(62%)  9(4.3%) 10 (4.8%)
5024%) 6(2.9%)  8(3.8%)  11(5.3%)
5024%) T(33%) 6(29%)  7(3.4%)
8(3.8%)  5(24%)  6(2.9%)  8(3.8%)
14 (6.6%) 22(10.5%) 21(10.1%) 28 (13.5%)
10 (4.7%) 8(3.8%) 13(63%)  9(4.3%)
20 (9.4%) 29 (13.8%) 20 (9.6%) 25 (12.0%)
4(1.9%)  9(43%)  5(24%)  6(2.9%)
1.9% 4/212
1 25mg  14% 3/210
1 50mg 0.5% 1/208 100mg  0.5% 1/208
YM178 2
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1.9% 4/212 25mg  2.4% 5/210
50mg 3.4% 7/208 100 mg 3.8% 8/208 YM178
2 50 mg 1 100 mg 1
100mg 2
YM178
YM178 25 mg 50 mg 100 mg 0.87 2.42
3.72 6 2.11 3.08 4.96
6
S-7
YM178
25 mg 50 mg 100 mg
f 69.76 £ 8.680 (211)  70.11£9.117 (207)  69.54 £ 8.134 (206)  69.79 = 8.495 (205)
f 69.96 +£9.036 (210)  71.15+9.697 (203)  72.30 + 7.835 (206)  73.66 + 8.707 (203)
i 0.21 1.08 2.63 3.93
' B 0.87 242 3.72
95% (-0.35,2.10) (1.20, 3.65) (2.49, 4.95)
6
t 74.12£9.703 (211)  74.76 £9.525 (207)  74.77 £ 8.690 (207)  74.91 £ 9.651 (207)
f 7274 +£8.558 (210)  75.29 £ 9.869 (208)  76.09 + 7.807 (206)  78.14 + 9.007 (207)
i -1.63 0.48 1.45 3.33
1 2.11 3.08 4.96
95% - (0.88,3.34) (1.86, 4.31) (3.73, 6.19)
T =+
I
YM178
QTc YM178
QTc
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YM17825mg 50mg 100 mg
12
YM178
100 mg
2009 4 14
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