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(t, J = 7.8 Hz, 1H), 7.25 (s, 2H), 7.21 (d,

= 8.0 Hz, 1H), 7.09 (d, J = 7

.7 Hz, 1H), 6.85 (s, 1H), 6.30 - 6.21 (m, 1H), 4.07 (m, 1H), 3.88 (s, 3H)
,3.17 (d, J = 12.0 Hz, 2H), 2.69 (s, 3H), 2.51 (s, 3H), 2.46 (t, J = 11.8
Hz, 2H), 2.08 (d, J = 12.9 Hz, 2H), 1.88 (q, J = 12.0 Hz, 2H), 1.60 (t, J

I [ [ |

7.0 Hz, 2H), 1.44 (t, J = 4.1 Hz, 2H)O
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(t, J = 7.8 Hz, 1H), 7.25 (s, 2H), 7.16 (d, J = 8.0 Hz, 1H), 7.06 (d, J = 7
.7 Hz, 1H), 6.85 (s, 1H), 6.31 - 6.24 (m, 1H), 4.07 (m, 1H), 3.86 (s, 3H)
,3.19 (d, J = 12.0 Hz, 2H), 2.63 (s, 3H), 2.46 (t, J = 11.8 Hz, 2H), 2.12
(d, J = 12.9 Hz, 2H), 1.81 (q, J = 12.0 Hz, 2H), 1.62 (t, J = 7.0 Hz, 2H),
1.45 (t, J = 4.1 Hz, 2H)O
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LEMES

NMR 57— &

'H NMR (400 MHz, CDCl;) & 8.55 (d, J=8.4 Hz, 1H), 7.94 (s, 1H), 7.64 (t, J= 7.8 Hz,
1), 7.25 (s, 2H), 7.21 (d, J=8.0 Hz, 1H), 7.09 (d, J=7.7 Hz, 1H), 6.85 (s, 1H), 6.30
- 6.21 (m, 1H), 4.07 (s, 1H), 3.88 (s, 3H0), 3.17 (d, J=12.0 Hz, 2H), 2.69 (s, 3H), 2.51
(s, 3H), 2.46 (t, J= 1.8 Hz, 2H), 2.08 (d, J= 12.9 Hz, 2H), 1.88 (q, J = 12.0 Hz, 2H),
1.60 (i, J=7.0 Hs, 2H), 1.44 (t, J= 4.1 Hz, 2H).

'H NMR (400 MHz, CDCly) & 8.60 (s, 1H), 8.03 (s, 1H), 7.66 (t, J = 7.9 Hz, 1H), 7.43 (d,
J=7.0He 1H), 7.22 (d, J=7.9Hs 1M, 7.12 (d, J = 7.7 He, 1H), 6.52 (s, IH), 4.07
(s, 1), 3.88 (s, 3H), 3.02 (m, 2H), 2.71 (s, 3H), 2.59 - 2.29 (m, 5H), 2.09 (d, J = 13.0
Hz, 2H), 1.81 (s, 2H), 1.61 - 1.54 (m, 2H), 1.42 (d, J = 6.4 Hz, 2H).

27

'H NMR (400 MHz, CDCls) & 8.56 (s, 1H), 7.96 - 7.85 (m, 1H), 7.63 (t, J= 7.7 Hz, 1H),
7.24 (s, 1), 7.21 (d, J=7.9 Hz, 1), 7.06 (dd, J = 7.7, 3.5 Hz, 1H), 6.83 (s, 1H),
6.23 (d, J=17.2Hz 1H), 1.66 (s, 1), 4.04 (ddd, 7= 24.3, 9.7, 5.7 Hz, 1H), 3.87 (s,
3, 3.75 (ddd, J = 16.0, 9.6, 3.3 Hz, 1), 2.80 (tt, J= 11.7, 8.1 Hz, 2), 2.69 (s,
3H), 2.60 - 2.52 (m, 1H), 2.51 - 2.39 (m, 2H), 2.38 (d, J=3.0 Hz, 3H), 2.11 (ddd, J=
23.4, 12.0, 6.1 Hz, 2H), 2.01 - 1.86 (m, 2H), 1.60 (q, J = 5.8 Hz, 2H), 1.41 (hept, J =

2.0 Hz, 2H).

71

'H NMR (400 MHz, DMSO-ds) & 9.92 (s, 2H), 8.62 (s, 1H), 7.64 (d, J = 8.0 Hz, 1H), 7.25
(t, J =12.8 Hz, 2H), 6.88 (d, J = 43.5 Hz, 2H), 6.43 (s, 1H), 2.65 (s, 3H), 2.31 (s,
20, 1.72 (s, 2H), 1.46 (s, 2H), 1.22 (s, 2H).

73

'H NMR (400 MHz, CDCl3) & 8.49 (s, 1H), 7.59 (s, 2H), 7.35 - 6.89 (m, 3H), 6.42 (s, 1H),
5.93 (s, 1H), 3.78 (s, 3W), 3.08 (s, 4H), 2.71 (s, 3H), 2.57 (s, 4H), 2.35 (s, 3H), 1.74
- 1.30 (m, 4H).

77

HONMR (400 MHz, CDCla) & 8.50 (s, 1H), 7.60 (t, J = 7.8 Hz, 1H), 7.26 (s, 2H), 7.20 (d,
J=80Hz, IH), 7.04 (4, J =7.7 Hz, 1H), 6.41 (s, 1H), 5.94 (s, 1H), 3.85 (t, J = 4.9
Hz, 4H), 3.80 (s, 3H), 3.04 (d, J = 5.7 Hz, 4H), 2.73 (s, 3H), 1.64 - 1.56 (m, 2H), 1.40
(L, J=4.0 Hz, 2H).

78

'H NMR (400 WHz, CDCls) & 8.49 (s, 1H), 7.60 (t, J = 7.8 Hz, IH), 7.27 - 7.25 {(m, 2H),
7.199 (d, ] =7.9Hz, 1H), 7.04 (d, J = 7.6 Hz, 1H), 6.42 (s, 1H), 5.94 (s, 1H), 3.79 (s,
3), 3.55 (d, J = 11.8 Hz, 2H), 2.72 (s, 3H), 2.70 - 2,41 (m, 9H), 2.32 (s, 3H), 1.93 (d,
J=12.3 He, 2H), 1.75 - 1.63 (m, 4H), 1.63 - 1.56 (m, 2H), 1.42 - 1.36 (m, 2H).

79

'H NMR (400 MHz, CDCly) & 8.47 (s, IH), 7.58 (t, /= 7.8 Hz, 1H), 7.26 (s, 2H), 7.18 (d,
J=79Hz, 1H), 7.01 (d, J=17.7Hz, 1H), 5.91 (d, J= 2.4 Hz, 1H), 5.47 (s, 1H), 3.77
(s, 3H), 3.52 (s, 1), 2.73 (s, 3H), 2.51 - 2.30 (m, 4H), 2.29 (s, 3H), 1.85 (t, J=5.3

llz, 41), 1.61 - 1.58 (m, 2I), 1.42 - 1.36 (m, 21I).
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87

'H NMR (400 MHz, DMSO-dg) & 9.96 (s, 1H), 8.64 (s, 1H), 7.69 (t, J = 8.0 Hz, 1H), 7.33
(d, T =6.7Hz, 1H), 7.28 (d, J = 8.0 Hz, 1H), 6.69 (d, J = 32.9 Hz, 2H), 2.70 (s, 3H),
2.63 (m, 3, 2.50 (d, J =10.6 Hz, 3H), 2.29 (s, 3D, 1.72 (q, J = 5.5 Hz, 30, 1.41 (q,
J =5.6Hz, 2H), 0.79 (d, J =8.2 Hz, 2H), 0.35 (s, 2H).

89

H NMR (400 MHz, DMSO-ds) & 10.01 (s, 1H), 8.65 (s, IH), 7.68 (t, J = 7.8 Hz, 1H), 7.33
(d, J =7.6 Hz, 1H), 7.26 (d, J = 8.0 Hz, 1H), 6.41 (d, J = 41.4 Hz, 2H), 4.26 (d, J =
10.7 Hz, 1H), 4.02 (t, J = 11.6 Ha, 1H), 3.15 (d, J = 5.2 Hz, 1H), 2.86 (1, J = 13.1 Hz,
21), 2.64 (s, 3H), 2.29 (s, 3H), 1.85 - 1.65 (m, 4H), 1.52 - 1.26 (m, 4H).

114

H NMR (400 MHz, CDCly) 6 8.33 (s, 1H), 7.71 (s, 1H), 7.68 - 7.59 (m, 2H), 7.25 - 7.20
(m, 2H), 7.06 (d, J =7.7Hz, 1H), 6.83 (d, J =86 Hz, 1), 587 (d, T =8.0 Hz, 1H),
3.97 (s, 1H), 3.87 (s, 3H), 2.88 (d, J = 11.4 Hz, 2H), 2.70 (s, 3H), 2.34 (s, 3H), 2.20
(t, J =11.6 Hs, 2H), 2.05 (d, J = 12.5 Hz, 2H), 1.87 (s, 2H), 1.66 - 1.59 (m, 2H), 1.45
- 1.38 (m, 2H).

117

H NMR (400 MHz, CDCls) & 8.35 (s, 1H), 7.81 (s, 1H), 7.64 (t, J=7.8 Hz, IH), 7.41 (d,
J=7.3Hz, ), 7.35 (s, 1H), 7.22 (d, J= 8.0 Hz, 1H), 7.06 (d, J= 7.7 Hz, 1H), 6.50
(dd, J=15.2, 7.7 Hz, 1H), 3.98 (s, 1H), 3.85 (s, 3H), 2.80 (d, J=11.4 Hz, 2H), 2.71
(s, 3H), 2.3 (s, 30, 2.18 (v, J = 11.4 Hz, 2H), 2.03 (d, J = 12.2 Hz, 2H), L.97 (s,
2H), 1.61 - 1.54 (m, 2H), 1.42 - 1.35 (m 2H).

120

Ul NMR (400 Milz, CDCly) & 8.48 (s, 1), 7.65 (s, UD, 7.58 (t, J =7.9 Iz, 1), 7.26 -
7.22 (n, 1H), 7.17 (d, J = 8.0 Hz, 1H), 7.03 (d, J= 7.6 Hz, 1H), 5.90 (d, J= 8.1 Hz,
1H), 3.76 (s, SH), 3.60 (s, 4H), 2.73 (s, 8H), 2.37 (m, AH), 2.28 (s, 3H), 1.85 (i, J =
5.0 Hz, 4H), 1.60 - 1.54 (m 2M), 1.43 - 1.38 (m, 2I).

136

H NMR (400 MHz, CDCly) & 823 (s, 1H), 7.58 (t, J=7.8 Hz, 1H), 7.31-7.25 (m, 2H), 7.20
(d, /=80 Hz, 1), 7.01 (d, J=7.7 Hz, 1H), 5.91 (d, /= 2.3 Hz, 1H), 5.58 (s, 1H),
3.76 (s, 3H), 3.51 (s, 4H), 2.73 (s, 3H), 2.39 (m, 4H), 2.29 (s, 3H), 1.84 (m, 4H), 1.62
- 1.57 (m, 2H), 1.43 - 1.36 (m, 2H).

137

H NMR (400 MHz, CDCls) & 8.26 (d, J=0.9 Hz, 1H), 7.59 (t, J=7.8 Hz, 1H), 7.38 (s,
), 7.20 (d, 7=7.9 Hz, 1), 7.11 (d, J=12.1Hz, 1H), 7.02 (d, 7= 7.7 Hz, 1H), 5.91
(d, /=84Hz 1H), 3.75 (s, 3H), 3.30 (s, 4H), 2.73 (s, 3H), 2.53 - 2.32 (m, 4H), 2.31
(s, 3M), 1.90 - 1.83 (m, 4H), 1.56 (v, J=17.1Hz 2}, 1.41 (¢, J=7.1Hs 2H).

154

'H NMR (400 MHz, CDCl;) & 8.29 (s, 1M), 7.61 (d, J= 7.8 Hz, 1H), 7.58 (d, J = 4.7 Hz,
IH), 7.43 (d, /=8.3 Hz, 1H), 7.22 (d, J=8.0 Hz, 10, 7.03 (d, /= 7.7 Hz, 1H), 6.77
(s, 1), 6.37 (d, /=8.31z, 1D, 3.81 (s, 3D, 3.45 (s, 2ID), 2.93 (d, 7= 11.1 Iz, 2ID,
2.71 (s, 3H), 2.42 (d, J=12.0 Hz, 1H), 2.28 (s, 3H), 2.15 (s, 3H), 1.95 (t, J = 12 Hz,
2H), 1.76 (t, J=11.9 Hz, 2H), 1.68 (d, J=11.9 Hz, 2H), 1.61 - 1.56 (m, 2H), 1.43 -

1.37 (m, 2ID.
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IH NMR (400 WHz, 7 muikAh-d) § 8.49 (s, 1H), 7.79 (s, 1H), 7.59 (t, J = 7.9 Hz, 1H),
7.18 (d, J = 8.0 Hz, 1H), 7.03 (d, J = 7.9 Hz, 2H), 5.89 (s, 1H), 5.36 (4, J = 12.8 Hz,
196 1), 3.77 (s, 3, 3.52 (s, 4H), 2.72 (s, 3H), 2.50 (m, 4H), 2.37 (s, 3H), 1.91 (n, 4i0),
1.65 - 1.59 (m, 2H), 1.43 - 1.38 (m, 2H).
IH NMR (400 MHz, 7 musRka-b-d) § 8.50 (s, IH), 7.82 (s, LH), 7.60 (t, J= 7.8 Hz, IH),
7.18 (d, J = 7.9 Hz, 1H), 7.04 (d, J=7.7 Hz, 1H), 6.92 (d, J = 14.3 Hz, 1H), 5.88 (d,
o J =80 Hz, 1, 3.76 (s, 3H), 3.62 (s, 4, 2.72 (s, 3H), 2.56 (m, 4H), 2.42 (s, 3,
198 (m, 4), 1.58 (t, J =7.0 Hz, 2H), 1.41 (¢, J = 7.0 Hz, 2H).
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M (I Cso. nM)

3 2 AFAOLAEY OEE

-

F A KB
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30 A 75 A 120 A 165 A 210 A
31 A 76 A 121 A 166 A 211 A
32 A 77 A 122 A 167 A 212 A
33 A 78 A 123 A 168 A 213 A
34 A 79 A 124 A 169 A 214 A
35 A 80 A 125 A 170 A 215 A
36 A 81 A 126 A 171 A 216 A
37 A 82 A 127 A 172 A 217 A
38 A 83 A 128 A 173 A 218 A
39 A 84 A 129 A 174 A | BI853520 | A
40 A 85 A 130 A 175 A | ftAA | A
41 A 86 A 131 A 176 A | t&®B | A
42 A 87 A 132 A 177 A

43 A 88 A 133 A 178 A

44 A 89 A 134 A 179 A

45 A 90 A 135 A 180 A

A, ICs5020nMEKMTHEZLEZTRT,
Biz, 1C502°20n0M~100nMTHBZL%ZRT,
Cid, 1Cs502100nMBTHEZLZEZRT,
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(119)

P C 3fficxt3 2 R %AD& 2D,/ 3 DEERER (I Cs0. nM)

JP 2025-507732 A 2025.3.21

it&¥|2D| 3D |({t&%| 2D (3D |{e&¥| 2D | 3D | L&Y 2D 3D
1 + | 10.79 57 + B 113 + B 169 + A
2 + B 58 + B 114 + 1.09 170 + B
3 + | 045 59 + B 115 + C 171 + B
4 + | 2.01 60 + B 116 + B 172 + B
5 + A 61 + B 117 + B 173 + A
6 + A 62 + B 118 + B 174 + A
7 + A 63 + A 119 + A 175 + A
8 + | 0.96 64 + B 120 + 0.46 176 + A
9 + A 65 + A 121 + A 177 + 0.38
10 + B 66 + C 122 + A 178 + 0.38
11 + B 67 + B 123 + A 179 + B
12 + A 68 + C 124 + A 180 + B
13 + A 69 + 8.52| 125 + A 181 + A
14 + A 70 + C 126 + A 182 + A
15 + A 71 + 5.18| 127 + A 183 + B
16 + A 72 + A 128 + A 184 + B
17 + A 73 [>10000{1.99| 129 + B 185 + A
18 + B 74 + B 130 + B 186 + A
19 + B 75 + A 131 + B 187 + A
20 + A 76 + A 132 + B 188 + B
21 + A 77 |>10000|4.88| 133 + B 189 + A
22 + B 78 (>10000{0.78| 134 + A 190 + A
23 + B 79 [>10000{0.32| 135 + A 191 + B
24 + B 80 + 136 |>10000|0.60 192 + A
25 + A 81 + B 137 |>10000|1.40 193 + A
26 + A 82 + B 138 + A 194 + A
27 + A 83 + C 139 + 1.70 195 + A
28 + B 84 + A 140 + B 196 + 0.33
29 + A 85 + B 141 + B 197 + 242
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30 + B 86 + B 142 + A 198 + B
3 + B 87 |>10000|5.36| 143 + A 199 + B
32 + B 88 [>10000(1.78| 144 + A 200 + A
33 + A 89 ([>10000| B 145 + B 201 + A
34 + A 90 + B 146 + B 202 + A
35 + A 91 + B 147 + A 203 + A
36 + A 92 + B 148 + A 204 + A
37 + A 93 + B 149 + A 205 + A
38 + B 94 + A 150 + A 206 + A
39 + A 95 + B 151 + A 207 + B
40 + A 96 + A 152 + B 208 + C
41 + A 97 + B 153 + A 209 + C
42 + A 98 + B 154 + B 210 + C
43 + A 99 + B 155 + B 211 + C
44 + B 100 + B 156 + B 212 + C
45 + A 101 + B 157 + A 213 + C
46 + B 102 + B 158 + B 214 + C
47 + A 103 + B 159 + B 215 + C
48 + B 104 + B 160 + A 216 + B
49 + B 105 + B 161 + A 217 + B
50 + B 106 + B 162 + A 218 + C
51 + B 107 + C 163 + B |BI853520|>10000| 6.49
52 | + | A 108 + B | 164 + B | {ftA#¥ A |>10000| 10.45
53 + B 109 + B 165 + B | ft&# B |>10000| 6.85
54 + A 110 + C 166 + B

55 + B 111 + B 167 + B

56 + C 112 + B 168 + A

. ICsoB5 nMRFTHLILERT,

3. ICs505nM~50n0MTHEZLERT,
I. ICs50250nMETHEZLERT,

I, 1C502000 nMETHBZLETRT,
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P C — 3 #ifid{Em s i it 2 RFEHDL AV DHEEME (I Cso. nM)

L&Y ICso =x7] ICso L& ICso L&Y ICso
BI853520 10.78 69 13.36 89 36.2 139 5.20
L&y A 16.84 71 16.45 91 36.4 141 13.92
L& B 12.50 73 5.01 92 62.0 154 6.90

1 21.1 77 27.24 114 2.85 177 1.86

3 3.14 78 5.83 117 4.60 178 6.22

4 6.87 79 1.09 120 1.46 196 1.60

6 2.67 82 6.29 121 7.2 197 1.67

8 7.54 87 8.77 136 1.16

27 11.7 88 42.4 137 1.71
Ooo0o0ogdoao
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Y397V v+ s AKREADEYDOHEEE (I Cs5¢. nM)

=] ICso ey ICso Ité&w ICso & ICso
BI853520 0.80 78 <0.01 120 <0.01 139 0.56
4 0.025 114 0.39 136 0.22 177 0.02
73 0.028 117 0.70 137 0.08 196 0.05
O00oo0ooao
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Etds KRBT A — & L&y 3 L&d 4 et 79" 10
Vdss (L/Kg) 6.14 4.35 5.14
5t Ty (BF) 2.14 1.78 3.48
(1 mg/kg) Cl (mL/%3/Kg) 67.14 34.05 18.88
AUCo1s: (h*ng/mlL) 248.25 489.47 882.68
Conax (ng/mL) 57.25 360.67 201.33
T (F5) 4 4 4
58
(10 mg/kg) Ty () -- -- 3.06
AUCo1s (h*ng/mL) 190.41 2087.58 1762.53
F% 7.94% 42.65% 39.99% 20
BERER EMBHRE T A — & &% 73 L&Y 136 &4 137
Vdss (L/Kg) 5.67 4.15 3.71
pa 1) Ty (D) 1.93 3.31 3.67
(1 mg/kg) Cl (mL/%/Kg) 40.24 15.0 12.0
AUCq 1 (h*ng/mL) 414.21 1110.75 1388.44
Crnax (ng/mL) 624.33 906.67 810.33
) Tonex () 0.5 2 4
(ﬁiﬁi) Ty, (BEFED) 3.32 2.20 4.19 30
AUCo1s: (h*ng/mlL) 2892.24 8908.0 12411.35
F% 59.3% 80.20% 89.39%
B ERRER EYEE T A — & L&y 117 L& 120 L& 177
Vdss (L/Kg) 3.47 6.15 7.51
4t Ty (5] 1.81 4.69 5.89
(1 mg/kg) Cl (mL/4y/Kg) 26.05 19.61 14.98
AUCq1s (h*ng/mL) 639.86 849.91 1112.59
Cunax (ng/mL) 822.0 522.33 815.0 40
Trmax () 2 4 2
(Tﬁ Tji) Ty (RE) 2.22 5.26 3.37
AUCq.s (h*ng/mL) 7849.0 6120.40 7450.02
F% 122.7% 72.0% 67.0%
EALEMT 9ORNRERIISmg kg ThHotk,
oooooao
0000000000 DO0OO0O0OD0OO0OO0DD 0000000 o0O0OO0ao
000000000 0000000000000 D0000O0gD0000D0000D000 50



O oooOoooDoDooooogogooo
O oo oOoooDoDoooooQgogogooo

oo oo ooDooooQgoogogQgooo

oo o0 ooooooogodg

O Oooo

(123) JP 2025-507732 A 2025.3.21

I T 1 I 1 I B e 0 A 0 A B A O B O A N e e N N e N N N N N N N R

0000000000000 00x00Y00000 O0DO0O0DO0D0DO0D0O0D0O000

0000000000000 0DDDO00DDDODOoOOoOP0D0DO0OO0OD0DDOO0OODOOODD

1 1 I e I I I A 6 6 R A N O N

ooooooooofoooooo0oob0oooob oo oo obOoo0oo0bDUoooboOoao

I I e I I I 1 I 6 A B A A B R A N O N

0000000000000 00000000000000000000000000

I I I I I e I I 0 O A 6 6 A A B A N A B R W A N W

0000000000000 00000000000000000000000000

I I I I I I I A 6 O R B A O B A A e A N N A e N A B N A E

gooooooooboaoan

0oooad

0000000 OO0 000000

I 1 e I I e I I 6 6 B A B O O B R A O W

0000000000000 00000000000000000000000000

goooouooooboobooooboooob oo b oo oo oOooooOooan

Ooooad

0o0oo

MiaPaCa—2%FFNCBI3ERFEHOIEYDO I bD W 2hDin vivofihE
hEICBIT B

is2 (#=x?] R BE5HE | ’kE5EE | TGI(%) 1

1 ] BR -- QD (21 H) PO -- +18.9%

2 BI853520 25mg/kg | QD(21 H) PO 73.51% +6.48%

3 ft&Y B 25mg/kg | QD(21 H) PO 75.24% +5.05%

4 a=x/ " 25mg/kg | QD(21 H) PO 69.02% +4.69%

5 t&W 79 25mg/kg | QD(21 H) PO 89.35% +3.72%

6 ft&9 136 | 25mg/kg | QD(21 H) PO 89.46% +0.76%

7 L&Y 137 25mg/kg | QD(21 H) PO 87.68% +6.08%

8 L& 117 25mg/kg | QD(21 H) PO 62.86% +6.28%

9 {t&% 178 | 25mg/kg | QD(21 H) PO 82.41% +5.41%
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B (#=x7 A 5 HE 528 | TGI(%) B

1 N B R - QD (21 H) PO -- -0.2%

2 BI853520 25mg/kg | QD (21 H) PO 74.48% -2.3%

3 L&Y 4 25mg/kg | QD (21 H) PO 61.48% -2.0%

4 ft&9r 73 25mg/kg | QD (21 H) PO 74.07% -1.4%

5 ft&9 79 25mg/kg | QD (21 H) PO 88.33% -2.9%

6 L& 120 25mg/kg | QD (21 H) PO 90.83% -6.3%

7 L& 136 25mg/kg | QD (21 H) PO 76.67% -6.6%

8 L&Y 137 25mg/kg | QD (21 H) PO 76.39% -3.7%
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MC 3 8T NICE T 2EFADILAEHD I D220 in vivoFME
N 5 HEICEIT S
B (#=x7] & BeL I -~ TGI(%) o
1 | -- QD (21 H) | PO -- +30.81%
2 |BI853520 50mg/kg QD (21 H) PO | 52.64% +18.74%
3 |PD-1 =/ 7u—Fadifk |15mg/kg | QW (21 H) | IV |6549% | +20.53%
4 | ftEY 79 50mg/kg QD(21 H) PO | 69.21% +14.99%
5 | 1t&¥ 136 50mg/kg | QD(21 H) | PO |3253% | +6.55%
6 | 1k&® 120 50mg/kg | QD21 H) | PO |66.33% | +13.2%
7 | L&Y 79 50mg/kg | QD(21 H) | PO |80.55% | +9.03%
+PD-1%/ 7 u—F ¥tk | +15mg | +QW(21 H) | +IV
8 | 1t&ym 136 50mg/kg | QD21 H) | PO |88.89% | +6.12%
+PD-1 %/ 7 u—FA$ifk | +1.5mg +QW(21 H) | +1V
9 | LAt 120 50mg/kg | QD(21 H) | PO |83.94% | +17.06%
+PD-1%/ 7 u—FA%fE | +1.5mg +QW(21 H) | +IV
10 | BI853520 50mg/kg | QD(21 H) | PO |70.50% | +18.66%
+PD-1%/ 7 v —FAfifF | +1.5mg +QW(21 H) | +IV
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2023/077893

A, CLASSIFICATION OF SUBJECT MATTER

C07D403/12(2006.01)i; COTD40L/12(2006.01); COTD401/14(2006.01)i; COTD407/14(2006.01)i; COTD48%
00(2006.01)i; A61K31/397(2006.01)i; A61K31/4035(Z006.01)i; A61K31/506(2006.01)i; A61P35/00(2006.01)i; A61P35
102(2006.01)i; ASLP35/04(2006.0L)

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
CO7D403/-,COTD40L/-,COTDA07/-,COTD487/-, AG1KS 1/- ABIP35/-
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