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2
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AY4166
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
FAS 184 26 60mg 52 Omg 44 120mg 62
PPS 160 12 60mg 49 90mg 40 120mg 59
184 26 60mg 52 90mg 44 120mg 62
AY4166 1/ 60
240 52
AY4166  1I/III
240
(M
2) /111 20 HbAI1C 8.0
/111 —4 HbAic
1) /111 AY4166
3 2
@
AY4166 90mg 1 AY4166 90mg
AY4166 30mg 1 AY4166 30mg
AY4166 90mg AY4166 90mg
AY4166 30mg AY4166 30mg
30mg 1 30mg
15mg 1 15mg
some [ 1
sme [
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AY4166 026-CL-006

CONFIDENTIAL
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CONFIDENTIAL
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AY4166

CONFIDENTIAL

026-CL-006

AY4166

2

Full Analysis Set FAS

Per Protocol Set PPS

(1) Full Analysis Set
AY4166
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CONFIDENTIAL
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
/1T 24 270
194 9 185
1 K
AY4166 184
26 60mg 52 90mg 44 120mg 62 52
84.78% 156/184 61.54% 16/26
60mg  7.69% 4/52 90mg 11.36% 5/44 120mg  4.84% 3/62
II/I11
14
60mg 90mg 120mg 0 3 1
3 0
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AY4166

CONFIDENTIAL

026-CL-006

AY4166
/
297
75
60mg 74 5
90mg 72 90mg 2
120mg 76 25
9
60mg 3
24 270 90mg 11
66 120mg 2
60mg 71
90mg 59
120mg 74
- 76 |
194
[
| i |
185
27
60mg 52
90mg 44
120mg 62
1
1
184
26
60mg 52
90mg 44
120mg 62
52 156 28
10 16
60mg 48 60mg 4
90mg 39 90mg 5
120mg 59 120mg 3
T 1I/111 14
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
1
5
f 3
9
t 3
60mg 90mg 120mg
1 0 0 0 1
60mg 90mg 120mg
26 52 44 62 184
52 10 (38.46%) 48 (92.31%) 39 (88.64%) 59 (95.16%) 156 (84.78%)
16 (61.54%) 4 (7.69%) 5(11.36%) 3 (4.84%) 28 (15.22%)
1 (6.25%) 0 (0.00%) 3 (60.00%) 1 (33.33%) 5(17.86%)
0 (0.00%) 3 (75.00%) 1 (20.00%) 0 (0.00%) 4 (14.29%)
0 (0.00%) 0 (0.00%) 0 (0.00%) 1(33.33%) 1 (3.57%)
t 15(93.75%)  1(25.00%) 1 (20.00%) 1 (33.33%) 18 (64.29%)
T /11 14 14
1 90mg 1 2
1 60mg 1 1 120mg 1
i AY4166
28 52
/I
14/26
60mg
90mg 120mg AY4166
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
FAS PPS 2 FAS PPS
FAS 184 AY4166 158 60mg 52 90mg 44
120mg 62 26 PPS 160 AY4166 148 60mg 49
90mg 40 120mg 59 12
FAS 184
60mg 90mg 120mg
27 52 44 62 185
FAS
26 52 44 62 184
1 0 0 0 1
PPS

12 49 40 59 160

15 3 4 3 25

26 52 44 62 184

1 0 0 0 1
AY4166
60mg 90mg 120mg
/111
AY4166
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AY4166

026-CL-006
CONFIDENTIAL
AY4166
FAS
60mg 90mg 120mg
n=26 n=>52 n=44 n=062 n=184
14 (53.85%) 36 (69.23%) 31 (70.45%) 37 (59.68%) 118 (64.13%)
12 (46.15%) 16 (30.77%) 13 (29.55%) 25 (40.32%) 66 (35.87%)
=+ 55.9+13.20 57.3+£10.54 59.0+£9.09 59.6 +£10.30 58.3 £10.56
29 73 33 80 36 79 30 78 29 80
65 19 (73.08%) 37 (71.15%) 31 (70.45%) 43 (69.35%) 130 (70.65%)
65 7 (26.92%) 15 (28.85%) 13 (29.55%) 19 (30.65%) 54 (29.35%)
+ 68.87£15.143  66.53+£13.252  68.65+12.840 6548 +11.962 67.01£12.988
393 108.6 37.0 100.5 49.8 102.0 423 102.0 37.0 108.6
50 2 (7.69%) 2 (3.85%) 1(2.27%) 4 (6.45%) 9 (4.89%)
50 60 4 (15.38%) 18 (34.62%) 10 (22.73%) 14 (22.58%) 46 (25.00%)
ke 60 70 10 (38.46%) 14 (26.92%) 15 (34.09%) 25 (40.32%) 64 (34.78%)
70 80 4 (15.38%) 10 (19.23%) 10 (22.73%) 11 (17.74%) 35 (19.02%)
80 6 (23.08%) 8 (15.38%) 8 (18.18%) 8 (12.90%) 30 (16.30%)
=+ 26.98 £5.290 25.10 +4.430 25.82 +3.817 25.53+4.132 25.68 +4.330
BMI 18.9 388 16.0 38.5 17.7 33.6 16.8 38.1 16.0 38.8
(kg/m?) 24.0 8(30.77%) 23 (44.23%) 15 (34.09%) 24 (38.71%) 70 (38.04%)
24.0 18 (69.23%) 29 (55.77%) 29 (65.91%) 38 (61.29%) 114 (61.96%)
+ 77.6 £70.13 69.7 + 48.96 68.1+52.80 66.6 +73.18 69.4£61.57
2 309 5 202 2 223 2 443 2 443
3 (11.54%) 1(1.92%) 3 (6.82%) 5 (8.06%) 12 (6.52%)
1 0 (0.00%) 1(1.92%) 2 (4.55%) 5 (8.06%) 8 (4.35%)
1 3 5(19.23%) 13 (25.00%) 8 (18.18%) 16 (25.81%) 42 (22.83%)
3 5 5 (19.23%) 10 (19.23%) 11 (25.00%) 10 (16.13%) 36 (19.57%)
5 10 8(30.77%) 16 (30.77%) 12 (27.27%) 16 (25.81%) 52 (28.26%)
10 4 (15.38%) 10 (19.23%) 7 (15.91%) 9 (14.52%) 30 (16.30%)
1 (3.85%) 1(1.92%) 1(2.27%) 1 (1.61%) 4(2.17%)
14 (53.85%) 19 (36.54%) 16 (36.36%) 18 (29.03%) 67 (36.41%)
12 (46.15%) 33 (63.46%) 28 (63.64%) 44 (70.97%) 117 (63.59%)
2 (7.69%) 0 (0.00%) 1(2.27%) 2(3.23%) 5(2.72%)
24 (92.31%) 52 (100.00%) 43 (97.73%) 60 (96.77%) 179 (97.28%)
13 (50.00%) 19 (36.54%) 12 (27.27%) 27 (43.55%) 71 (38.59%)
4 (15.38%) 7 (13.46%) 4 (9.09%) 9 (14.52%) 24 (13.04%)
6 (23.08%) 20 (38.46%) 26 (59.09%) 20 (32.26%) 72 (39.13%)
3 (11.54%) 6 (11.54%) 2 (4.55%) 6 (9.68%) 17 (9.24%)
0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0(0.00%)
0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
26 (100.00%) 52 (100.00%) 44 (100.00%) 62 (100.00%) 184 (100.00%)
1 (3.85%) 0 (0.00%) 0 (0.00%) 1(1.61%) 2 (1.09%)
25(96.15%) 52 (100.00%) 44 (100.00%) 61 (98.39%) 182 (98.91%)
15mg 21 (80.77%) 27 (51.92%) 26 (59.09%) 43 (69.35%) 117 (63.59%)
30mg 5(19.23%) 24 (46.15%) 18 (40.91%) 19 (30.65%) 66 (35.87%)
45mg 0 (0.00%) 1 (1.92%) 0 (0.00%) 0 (0.00%) 1 (0.54%)
3 14 (53.85%) 36 (69.23%) 29 (65.91%) 35 (56.45%) 114 (61.96%)
t 12 (46.15%) 16 (30.77%) 15 (34.09%) 27 (43.55%) 70 (38.04%)
¥
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AY4166

CONFIDENTIAL

026-CL-006

AY4166
FAS
60mg 90mg 120mg
n=26 n=>52 n=44 n=062 n=184
249.3+£28.67 263.8+3587 259.5+34.53 253.8+37.13 257.3+35.17
1 (211 319) (195 363) (189 343) (199 350) (189 363)
mg/dL 103.4 £36.61 112.6 £ 29.06 109.8 £28.41 103.9 +£28.83 107.7 +£30.01
(21 181) (64 218) (59 180) (44 164) (21 218)
222.84+50.59  253.3+49.47  251.84+43.23 248.5+50.55 247.0+49.22
2 (107 324) (168 353) (176 383) (106 397) (106 397)
mg/dL 77.0 +£44.13 102.1 +46.77 102.1 +38.41 98.6 +44.13 97.4 +44.08
(=13 170) 4 202) (30 195) (20 217) (20 217)
145.9 £23.41 151.2+£22.86 149.7+£22.01 149.9+21.35 149.7 £22.11
mg/dL (109  205) (109 228) (117 218) (115 196) (109 228)
HbAIC 7.17+0.399 7.46 £ 0.503 7.44 £0.477 7.40 +£0.498 7.39 +£0.488
% (6.6 8.0) (6.5 8.3) (6.5 84 (6.5 84) (6.5 8.4)
10.009 £ 9.7136 8.668 = 7.8607 6.967 +4.1917 6.348 +4.4269 7.669 + 6.5224
pU/mL (1.78 40.08) (2.02 43.40) (1.00 23.80) (1.00 25.40) (1.00 43.40)
HOMA-R 3.671 £3.6258 3.366+3.5334 2.594+1.6058 2.351+1.7512 2.882+2.6784
) (0.68 16.23)  (0.70 20.94) (0.30 8.64) (036 11.10) (0.30 20.94)
=+
AY4166 60mg
3573 90mg 356.5 120mg  358.2 AY4166 60mg
95.195% 90mg  96.999% 120mg  95.968% 60mg
97.384% 90mg  98.739% 120mg 98.816%
FAS
¥ 60mg 90mg 120mg AY4166
n=26 n=152 n=44 n=62 n=158 n=184
+ 314.1 £54.81 357.3+31.84 356.5+33.45 358.2+34.18 - -
28 0 (0.00%) 0 (0.00%) 1(2.27%) 1(1.61%) 2 (1.27%) 2 (1.09%)
28 32 2 (7.69%) 1 (1.92%) 0 (0.00%) 1(1.61%) 2 (1.27%) 4(2.17%)
32 36 0 (0.00%) 1 (1.92%) 0 (0.00%) 0 (0.00%) 1 (0.63%) 1 (0.54%)
36 40 5(19.23%) 0 (0.00%) 1(2.27%) 1(1.61%) 2 (1.27%) 7 (3.80%)
40 44 3 (11.54%) 1 (1.92%) 1(2.27%) 0 (0.00%) 2 (1.27%) 5(2.72%)
44 48 4 (15.38%) 0 (0.00%) 1(2.27%) 0 (0.00%) 1 (0.63%) 5(2.72%)
48 52 4 (1538%) 17(32.69%) 12(27.27%) 14 (22.58%) 43 (27.22%) 47 (25.54%)
52 8 (30.77%)  32(61.54%) 28 (63.64%) 45(72.58%) 105 (66.46%) 113 (61.41%)
il /11
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AY4166

CONFIDENTIAL

026-CL-006

AY4166
FAS
60mg 90mg 120mg
n=26 n=>52 n =44 n=062 n=184
AY4166
+ % 96.211 £3.2287 95.195+4.7669 96.999 +2.6350 95.968 +4.6556 -
66.7% 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
66.7% 90% 1 (3.85%) 9 (17.31%) 0 (0.00%) 6 (9.68%) 16 (8.70%)
90% 25 (96.15%) 43 (82.69%) 44 (100.00%) 56 (90.32%) 168 (91.30%)
=+ % 97.686 +£3.0234 97.384 +3.3697 98.739 + 1.8459 98.816 + 1.6357 -
66.7% 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%) 0 (0.00%)
66.7% 90% 1 (3.85%) 3 (5.77%) 0 (0.00%) 0 (0.00%) 4 (2.17%)
90% 25 (96.15%) 49 (94.23%) 44 (100.00%) 62 (100.00%) 180 (97.83%)
/11
II/111
(1)
AY4166 —4 24
52 24 52
2 60mg —56.7
+42.64mg/dL  —48.4 £42.42mg/dL.  90mg —59.8+36.13mg/dL.  —53.9 +£40.88mg/dL  120mg
—68.1 £43.76mg/dL.  —58.1 £ 47.27mg/dL 60mg —46.2+
4494mg/dL. 90mg —51.6+41.70mg/dL  120mg —58.1 £47.27mg/dL 24 52
1 60mg —59.4+39.62mg/dL.  —54.0 £
36.74mg/dL.  90mg —60.8 +£35.23mg/dL.  —54.7 £38.17mg/dL  120mg —59.5 +42.90mg/dL
—61.2 £ 42.0lmg/dL 60mg —51.3+£38.87mg/dL 90mg —55.1+
37.70mg/dL.  120mg —61.2 £42.01mg/dL
AY4166 52 2 1
24
2 1
2 1
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AY4166 026-CL-006

CONFIDENTIAL

AY4166
/dL
40 =
—
--x- 60mg
) 20 T —O— 90mg
= —=5— 120mg
0 -
-20 -
-40
N80
-100
-1201, .
-4 24 52
2 FAS
=+
2 FAS
—4 24 52
} —17.8 + 36.44 —13.8+49.63 —19.9£41.16
(n=26) (n=23) (n=15)
60 - —56.7 + 42.64 —48.4+42.42 —46.2 + 44.94
me (n=52) (n = 48) (n=52)
90m - ~59.8 +36.13 ~53.9 +40.88 —51.6+41.70
& (n=43) (n=39) (n=41)
120m - —68.1 + 43.76 —58.1+47.27 —58.1+47.27
& (n=62) (n=59) (n=59)
—4 =+ mg/dL
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AY4166 026-CL-006

CONFIDENTIAL

AY4166
20 mg/dL —
, 2 o
280 —=— 120mg
260
240
220
200
Y
160
140
1204, :
-4 24 52
2 FAS
+
(2) HbA1C
AY4166 HbAI1C —4 24
60mg HbAiC 0 —0.07 +£0.285%
24 —0.59 +0.463% 28 —0.66 + 0.488% HbAI1C
52 —0.69 = 0.471% 90mg 0 —0.08 £ 0.379%
24 —0.83 +£0.447% 52 —0.83 £ 0.572%
120mg 0 0.00£0284% 24 —091+0.475% 52 —0.93+0.508%
60mg —0.58+0.671% 90mg —0.80+0.638% 120mg —0.91+0.513%
AY4166 52 HbA1C 24
HbAIC
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
1.0
——
--x- 60mg
—O— 90mg
0.5 —=— 120mg
«»n 0.0
T
-0.5
(@]
-
S -1.0
I
-1.5
-2.01, ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
-4 0 24 28 32 36 40 44 48 52
HbA1C FAS
o
HbA1C FAS
—4 0 24 28 32 36 40 44 48 52
-0.17 -047 -053 -0.53 -0.58 -057 -0.55 039 025 —0.48
— +0.229 +£0.383 +0.415 £0457 +£0.441 +£0455 +£0.540 +£0.579 £0.528 +0.591
(m=26) n=26) n=26) n=24) (n=24) (n=19) (n=17) (n=15) (n=10) (n=26)
-0.07 -059 -0.66 068 -0.66 —-0.65 —0.65 —-0.64 —0.69 —0.58
60mg - +0.285 +£0463 +0.488 +£0.542 +£0.545 +£0.598 +£0.569 +£0.625 +£0471 +0.671
n=52) (n=52) (n=52) (n=51) (n=50) n=50) (n=49) (n=49) (n=48) (n=52)
-0.08 -083 -08 085 —-0.84 083 —0.77 —0.81 -0.83  —0.80
90mg - +0.379 £0.447 +0468 £0.450 +0.519 =*0.547 +£0.564 +£0.525 +£0.572 +0.638
(m=44) (n=43) n=43) n=42) (n=43) (n=43) (n=41) n=40) (n=39) (n=43)
0.00 -0.91 -096 -095 —-092 -098 -1.01 -096 —-093 -091
120mg - +0.284 +£0475 +0451 +£0446 +0.501 +0.443 +£0480 +0.483 =£0.508 +0.513
(m=62) m=62) n=62) n=60) n=60) (n=59) n=59) (0=59) (n=59) (n=62)
=+ %
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
8.5
——
--x- 60mg
—O— 90mg
8.0 —=— 120mg
«w 7.5
T T
»
\
7.0 \
N
I é”dz
(@] —_ 4
<
ERRE LT
6.0
5.54 :
-4 0 24 28 32 36 40 44 48 52
HbA1C FAS
o
(3)
AY4166 —4 24
60mg 0 2.1+

16.07mg/dL 24

—12.5£22.57mg/dL 28

~13.0 +21.65mg/dL 52

~14.2 +21.01mg/dL

24 90mg 0 02+139Img/dL 24 -11.4=+20.38mg/dL
28 —12.5+21.41mg/dL 40 -10.5+20.46mg/dL 52 —9.8 +22.19mg/dL 120mg
0 -0.7+£17.74mg/dL 24 —18.6+20.60mg/dL 28 —17.9+19.26mg/dL. 40 -214=+
19.62mg/dL 52 —17.5 +20.82mg/dL 24
60mg —11.8+23.44mg/dL 90mg —8.7 +£22.39mg/dL 120mg —16.9 £20.73mg/dL
AY4166 52 120mg
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
mg/dL
50 g
——
--x- 60mg
40 —O— 90mg
30 —=— 120mg
@ 20
L
10 B T T
0 _
-10 o H
-20 I i
-30 - 1L - i
~40 + oLl s ] -
-501, ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
-4 0 24 28 32 36 40 44 48 52
FAS
o
FAS
-4 0 24 28 32 36 40 44 48 52
-8.2 -13.0 -164 -169 -127 -150 -152 -12.1 —4.7 —13.7
- +2032 +£1843 £17.39 £19.70 +£2530 +2299 +£2242 +£21.69 =+£23.31 =+23.72
(n=26) (n=26) (n=26) (n=24) (n=24) (n=19) (n=17) (=15 (=10) (n=26)
—2.1 -125 -13.0 -150 -139 -139 -146 -119 -142 118
60mg - +16.07 +£2257 +£21.65 +£2434 +£21.63 +24.07 +£19.55 +£2501 =+£21.01 +23.44
(n=52) (n=52) (n=52) (n=51) (n=50) (n=50) n=49) n=49) (n=48) (n=52)
0.2 -11.4  -125 -12.0 -126 -105 -10.7 -10.7 -9.8 —8.7
90mg - +1391 +£20.38 +£21.41 =£1827 =£21.11 +2046 +20.89 =+16.51 £22.19 +22.39
(n=44) (n=43) (n=43) (n=42) (n=43) (n=43) (n=41) n=40) (n=39) (n=43)
—-0.7 -186 -179 -170 -193 214 225 —-189 —-17.5 -169
120mg - +17.74 +£20.60 +£19.26 £2240 +£19.04 +19.62 +19.54 +£19.17 +£20.82 +£20.73
(n=62) (n=62) (n=62) (n=60) (n=60) (n=59) n=59) (=59 (=59 (n=62)
+ mg/dL
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
mg/dL
90 4
—
--x- 60mg
180 —O— 90mg
—=— 120mg
170
[9p]
T 160
150
140 ] —
- - Qé@f_ ;§ o _A?: 25
< L)
1 " i | Lz
30 <]
120
110
1001, ‘ ‘ ‘ ‘
-4 0 24 28 32 36 40 44 48 52
FAS
o
(4)
AY4166 52 2
—4 1 2
52 2
AY4166 52 HbAI1C
(5) PPS
FAS PPS
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
(1)
60mg  76.9% 40/52 90mg 79.5%
35/44 120mg  87.1% 54/62 5
AY4166 158 30.4% 48
7.0% 11 38% 6 38% 6 38% 6 3.8%
6 32% 5 25% 4 2.5%
4 60mg
1 1 90mg
24 52
5%
MedDRA/J Versi(én OSCO 60mg 90mg 120mg
PT n=26 n=>52 n =44 n=62 n=184
16 (61.5%) 40 (76.9%) 35 (79.5%) 54 (87.1%) 145 (78.8%)
0 (0.0%) 3(5.8%) 0 (0.0%) 1(1.6%) 4(2.2%)
5(19.2%) 15 (28.8%) 12 (27.3%) 21 (33.9%) 53 (28.8%)
0 ( 0.0%) 3(5.8%) 0 (0.0%) 1(1.6%) 4(2.2%)
1(3.8%) 3(5.8%) 1(2.3%) 2(3.2%) 7 (3.8%)
0 (0.0%) 1 (1.9%) 4(9.1%) 1(1.6%) 6 (3.3%)
1(3.8%) 3(5.8%) 1(2.3%) 1 (1.6%) 6(3.3%)
0 (0.0%) 3 (5.8%) 1(2.3%) 2(3.2%) 6 (3.3%)
1(3.8%) 3(5.8%) 1(2.3%) 2 (3.2%) 7 (3.8%)
2(7.7%) 4 (7.7%) 2 (4.5%) 5(8.1%) 13 (7.1%)
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
24 28 32 36 40 44 48 52
3/26 6/24 524 7/21 1/18 3/16 3/11
(11.5%) (25.0%) (20.8%) (33.3%) (5.6%) (18.8%) (27.3%)
60 15/52 15/51 12/50 10/50 15/50 13/49 10/49
me (28.8%) (29.4%) (24.0%) (20.0%) (30.0%) (26.5%) (20.4%)
90 12/43 13/43 11/43 10/43 7/41 5/41 8/39
me (27.9%) (30.2%) (25.6%) (23.3%) (17.1%) (12.2%) (20.5%)
120 20/62 16/61 15/60 14/59 15/59 17/59 8/59
me (32.3%) (26.2%) (25.0%) (23.7%) (25.4%) (28.8%) (13.6%)
60mg 13.5% 7/52
90mg 13.6% 6/44 120mg 11.3% 7/62 AY4166
158 2 1.9% 3 1.3% 2 1.3%
2 1.3% 2 13% 2
120mg
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
MedDRA/J Versi(én OSCO 60mg 90mg 120mg
PT n=26 n=>52 n =44 n=062 n=184
0 (0.0%) 7 (13.5%) 6 (13.6%) 7 (11.3%) 20 (10.9%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 1(1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1(1.9%) 2 (4.5%) 0 (0.0%) 3 (1.6%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 3 (5.8%) 4 (9.1%) 1(1.6%) 8 (4.3%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.6%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 2 (4.5%) 0 (0.0%) 3 (1.6%)
0 (0.0%) 1 (1.9%) 1(2.3%) 0 (0.0%) 2 (1.1%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1 (2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1(1.9%) 1(2.3%) 2 (3.2%) 4 (2.2%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 1(2.3%) 0 (0.0%) 2 (1.1%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 1(1.9%) 1(2.3%) 0 (0.0%) 2(1.1%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 3 (4.8%) 3(1.6%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 2 (3.2%) 2 (1.1%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 2 (3.2%) 2 (1.1%)
0 (0.0%) 1(1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
AY4166 60mg 120mg
60mg 75.0% 27/36 81.3% 13/16
90mg 71.0% 22/31 100.0% 13/13 120mg 86.5% 32/37 88.0% 22/25
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
60mg  3.8% 2/52 90mg 2.3% 1/44
120mg  8.1% 5/62 120mg 2
120mg 2 3.2% 120mg 2 3.2%
24 52
MedDRA/J Versi(én OSCO 60mg 90mg 120mg
PT n=26 n=>52 n =44 n=062 n=184
0 (0.0%) 2 (3.8%) 1 (2.3%) 5(8.1%) 8 (4.3%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1(0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1(1.9%) 1(2.3%) 1(1.6%) 3 (1.6%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1(1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (1.6%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 3 (4.8%) 3 (1.6%)
0 (0.0%) 0 (0.0%) 0 (0.0%) 2 (3.2%) 2 (1.1%)
0 (0.0%) 0 (0.0%) 0(0.0%) 2 (3.2%) 2 (1.1%)
0 (0.0%) 1(1.9%) 0 (0.0%) 0 (0.0%) 1(0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
2 60mg  5.8% 3/52 90mg
6.8% 3/44 6 5
1.9% 2/104 7.4% 4/54
(2)
AY4166 60mg 3.8%
2/52 90mg 4.5% 2/44 60mg 1
90mg 1 60mg 90mg 1
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
1
MedDRA/J Versu;n OSCO 60mg 90mg 120mg
n=26 n=152 n=44 n=062 n=184
PT
1 (3.8%) 2 (3.8%) 2 (4.5%) 0 (0.0%) 5(2.7%)
0 (0.0%) 1(1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1 (2.3%) 0 (0.0%) 1(0.5%)
1 (3.8%) 1(1.9%) 1(2.3%) 0 (0.0%) 3(1.6%)
1 (3.8%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 1(0.5%)
0 (0.0%) 1 (1.9%) 0 (0.0%) 0 (0.0%) 1 (0.5%)
0 (0.0%) 0 (0.0%) 1(2.3%) 0 (0.0%) 1 (0.5%)
90mg 6.8% 3/44 120mg 1.6% 1/62
0mg 1 90mg 1 120mg
1 90mg 1
90mg 1 0mg 1
60mg 1.9% 1/52 120mg 1.6% 1/62
(3)
90mg v-GTP 36 44
48
90mg 2 v-GTP 300 IU/L
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
3
3
ALT 90mg 1/44 K 120mg  4/62 ALT
K K
(4)
AY4166 24
24
60mg 0 =+ 24 139+
2.187kg 36  1.21+2.482kg 52 1.38+2.510kg 90mg 24 1.27+1.796kg
36 1.56+1.685kg 52 1.73+2.27%g 120mg 24 1.15+1.992kg 36
1.27+1.770kg 52 1.55+2.182kg 60mg  1.51 +2.599%g
90mg  1.83 £2.306kg 120mg 1.52+2.184kg
8.0
7.0 ?:60mg
-~ 90mg
6.0 —0— 120mg
@ 5.0
4.0
3.0
2.0
1.0
0.0
1.0 x w w w w w w w x x
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AY4166 026-CL-006
CONFIDENTIAL
AY4166
24
52 60mg <120mg <90mg
120mg <60mg  <90mg
A. B.
8.0 8.0
7.0 70 A
6.0 6.0
3 50 1 5.0
e 4.0
3.0 10 1
2.0 2.0
1.0 4 1.0
0.0 0.0
1.0 T 1.0 T T T T T T T T T
0 24 28 32 36 40 4 48 52 0 24 28 32 36 40 44 48 52
—X— oo 60mg -0-- 90mg —0— 120mg
12
1/
24 60mg 90mg
120mg 28 52
24 52
24 52
2007 7 10
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