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Figures
Example AZD7762 Imatinib Sunitinib Regorafenib
HTRF IC,, [nM]
PDGFRA-D842V 0.2+0.1 774 £432 152+ 13 186 + 62
KIT-D816H 0.3 0.1 331+ 160 52114 220 + 102
PDGFRA-wt <0.1 28+15 3311 4.2+04
KIT-wt 0.9+0.9 407 79+1.8 19+ 8
PDGFRA CTG GR,,
[nM]
GIST48B 299 + 45 210000 2714 £ 234 4829 + 2507
T1-a-D842V 6+2 1286 + 254 1004 + 172 370 £ 133
T1-a-D842V+ 31562 8929 + 1005 5800 £ 3160  [2929 + 281
G680R
T1-a-D842V+ 44+ 4 8800 + 2080 1020 + 214 968 £ 197
GB652E/V658A
c-KIT CTG GR,,
[nM]
GIST-T1 17z 0 3925 30+ 18 69 + 34
T1-D816E 1712 673 £ 63 4825 + 647 655 + 117
T1-V654A 45+2 1221 + 244 183 + 166 641 £ 159
Example AZD7762 Ripretinib Avapritinib Ponatinib

HTRF IC,, [nM]
PDGFRA-D842V 0.210.1 0.7 £0.3 0.1x0 167
KIT-D816H 0.3+0.1 1.8+0.4 0.2+£0.1 1315
PDGFRA-wt <0.1 0.6 £0.2 <0.1 0.1+£0
KIT-wt 0.9+0.9 1.7 £0.5 5.8+ 1.4 1.0+ 04
PDGFRA CTG GR,,
[nM]
GIST48B 299 £ 45 1432 + 223 1269 * 166 293 + 30
T1-a-D842V 62 474 + 30 9+2 43+ 8
T1-a-D842V+ 315+62 4284 + 237 1200 + 101 390 + 103
G680R
T1-a-D842V+ 44 + 4 2073 £ 416 555 + 62 554 + 233
GB652E/V658A
c-KIT CTG GR,,
[nM]
GIST-T1 170 6x2 72 21
T1-D816E 1712 32+ 6 131127 3117
T1-V654A 45+ 2 118 £ 16 243 + 125 134 £ 35

Figure 1
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Driver Cell line B S s ® = 5
E | 3 g | & | £ | 2
o <
T1-AYdup (€9) 15 4 164 84 88 27
GIST-T1 (e11) 18 9 34 8 20 2
GIST430 (el1) 11 4 23 4 27 1
GIST882 (e13) 103 26 211 99 330 21
T1-AY-V654A (€9+13) >1000 | 21 566 106 534 30
T1-V654A (e11+13) 747 15 314 71 77 1
GIST430/654 (e11+13) >1000 | 47 527 120 217 6
T1-T670I (e11+14) >1000 | 28 106 714 349 4
T1-C809G (e11+17) 310 56 104 1 30 1
KIT  |T1-D816A (e11+17) 346 | >1000 | 218 16 57 3
T1-D816E (e11+17) 445 | >1000 | 172 11 37 1
T1-D820A (e11+17) 642 | >1000 | 440 8 18 2
T1-D820Y (e11+17) 97 160 116 7 14 1
T1-AY-N822K (e9+17) 931 | >1000 | 157 16 185 7
T1-N822K (e11+17) >1000 | >1000 | 366 22 14 1
T1-A829P (e11+18) >1000 | >1000 | 437 26 84 6
T1-V654A-829 (e11+13+18) >1000 82 >1000 | >1000 46 1
T1-V654A-816A (e11+13+17) | >1000 825 >1000 | >1000 119 7
T1-V654A-822 (e11+13+17) >1000 194 >1000 | >1000 75 2
T1-a-D842V (e18) >1000 | >1000 | 673 1046 20 9
T1-a-D842V +G680R >1000 | >1000 | >1000 | >1000 | >1000 | 241
PDGFRA |(e18+15)
T1-a-N659K (e14) 176 123 127 58 300 30
T1-a-NB59K-T674R (e14+15) | >1000 | >1000 | 406 197 | >1000 | 39
GIST48B (KIT-negative) >1000 | >1000 | >1000 | >1000 | >1000 | 194

Figure 3
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Example AZD7762 3a.6 3a.7 3a.15 3a.22
HTRF IC,, [nM]
PDGFRA-D842V 02+01 | 05+07 | 0906 <0.1 0.8+0.4
KIT-D816H 03+01 | 03%03 | 0302 | 03%0.1 0.2+0.1
PDGFRA-wt <0.1 03+02 | 0402 ; ]
KIT-wt 0909 | 0403 | 030.3 ; ;
PDGFRA CTG IC,, [nM]
GlST48B 200+45 | 827+76 | 588+157 | 1288173 | 127645
T1-a-D842v 62 8x2 9:3 14+3 10£3
T1-a-D842V+G68OR * * * * *
e 31562 | 106752 | 720+102 | 2654 +541 | 3392 + 244
T Vs GE52ENESEA 44+ 4 64+ 6 65 15 98 £ 32 77+ 2
c-KIT CTG GR,, [nM]
GIST-T1 1740 14+ 4 1244 49+ 10 32+2
T1-D816E 1742 11+3 120 20 + 1 25+5
T1-V654A 45+ 2 1948 166 82+ 15 60 £ 12
Figure 6
Example AZD7762 3a.26 3a.24 3a.25 3a.3
HTRF IC,, [nM]
PDGFRA-D842V 0.2£0.1 0100 | 02%0.1 0100 | 0.1%0.1
KIT-D816H 0.3+0.1 0.3 +0.1 01+0.0 | 01%00 | 03%02
PDGFRA-wt <0.1 0.1%0.0 ; ] <0.1
KIT-wt 09+0.9 | 1.1+0.3 - - 0.1 +0.0
PDGFRA CTG IC,,
[nM]
GIST48B 209+45 | 305+125 | 60+17 | 1188+115 | 30433
T1-a-D842V 62 3+0 1£0 51 312
T1-a-D842V+G68OR 315+ 62 247+ 6 63+ 19 539 + 51 301 £ 48
T1-a- 44+ 4 23+ 4 10+ 1 3744 24+7
D842V+G652E/VE58A
c-KIT CTG GR,, [nM]
GIST-T1 17+0 2442 8+1 3246 -
T1-D816E 1742 20+ 4 102 28%2 -
T1-VB54A 45+ 2 57+4 23%5 62+ 19 -

Figure 7
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Example AZD7762 3a.19 3a.4 3a.8 3a.9
HTRF IC,, [nM]
PDGFRA-D842v 0.2+0.1 0.6+0.2 <0.1 2617 8.55.0
KIT-D816H 0.3+0.1 0.5%0.1 03+0.2 05+0.2 12104
PDGFRA-wt <0.1 - 0.1+0.0 1.6+0.3 51433
KIT-wt 0.9+0.9 - 0.1+0.1 0904 15+ 13
PDGFRACTGIC,,
[nM]
GIST48B 299 + 45 246 £ 58 230£13 565 + 106 1317 £75
T1-a-D842V 6£2 92 31 20+6 175 +£58
T1-a-D842V+G680R 315 +62 256 £19 202+8 625 + 89 3233 + 266
T1-a- 4414 78+ 31 212 13323 1108 £ 199
D842V+GB652E/V658A
¢-KIT CTG GR,, [nM]
GIST-T1 1720 - 83 237 227 + 81
T1-D816E 17+2 - 7+3 32+13 144 £ 114
T1-V654A 45+ 2 - 13 28+ 10 288 + 129
Figure 8
Example AZD7762 3a.11 3a.17 3a.19 3a.20
HTRF IC,, [nM]
PDGFRA-D842V 0.2£0.1 12:8 33+19 0.6+0.2 <0.1
KIT-D816H 0.3£0.1 2805 3413 0.5x0.1 0.1 0.1
PDGFRA-wt <0.1 8.7+0.2 - - -
KIT-wt 0.9x0.9 178 £ 77 - - -
PDGFRA CTGIC,,
[nM]
GIST48B 299 £ 45 3550 423 >10000 246 + 58 252 + 21
T1-a-D842V 6x2 358 + 114 3216725 92 30
T1-a-D842V+G680R 315162 | 6400£1826 9758+297 256 + 19 289 25
T1-a- 44+ 4 1917 £325 | 87211783 78 + 31 27+5
D842V+G652E/V658A
c-KIT CTG GR,, [nM]
GIST-T1 1750 | 2012100 | 3532% - 1543
T1-D816E 172 339+153 | Sie - - 12+3
T1-V654A 452 495 £ 185 6590 + 383 - 36+ 18

Figure 9
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Example AZD7762 3a.21 3a.23 3a.27 3a.28
HTRF IC,, [nM]
PDGFRA-D842V 0.2+0.1 <0.1 0.2+0.1 0.1+0.0 0.1+0.0
KIT-D816H 0.3+0.1 <0.1 0.1£0.0 0.5+0.1 0.5+0.1
PDGFRA-wt <0.1 - - 0.1 £0.0 0.1 £0.0
KIT-wt 0.9+0.9 - - 0.8+0.2 09+0.3
PDGFRA CTGIC,,
[nM]
GIST48B 299 + 45 2136 27525 152+ 35 1031 £17
T1-a-D842V 62 30 5%1 30 304
T1-a-D842V+G680R 315+ 62 213+6 249 + 16 2176 £38 | 2176 +38
T1-a- 44+ 4 282 383 247 £53 257 £ 53
D842V+G652E/V658A
¢c-KIT CTG GR,, [nM]
GIST-T1 1710 16+2 17+£3 312 131+16
T1-D816E 17+2 132 14 £ 1 22+3 663
T1-V654A 45+ 2 337 42+8 52+8 133 £ 30
Figure 10
Example 3a.29 3a.30 41 4.2 4.3
HTRF IC,, [nM]
PDGFRA-D842V 0.9+0.1 0.3+0.1 0.2+0.1 1.1+0.8 0.3+0.2
KIT-D816H 3.2%0.3 04 +£0.1 0.6+0.3 0.3+0.1 0.3+£0.3
PDGFRA-wt 0.5+0.1 0.5+0.1 - - -
KIT-wt 51+0.8 22+0.6 - - -
PDGFRA CTGIC,,
[nM]
GIST48B 300 £ 54 88 + 11 1161 £ 137 | 2500 + 312 2903+130
T1-a-D842v 1614 5+33 31+10 45+ 2 76+ 17
T1-a-D842V+G680R 349 + 24 194 + 13 1027 £119 | 1657 £ 125 30921364
T1-a- 120 + 40 58+ 15 195+ 34 313+ 16 572 £ 129
D842V+G652E/V658A
c-KIT CTG GR,, [nM]
GIST-T1 78 11 - 8312 197 £ 17 373 £43
T1-D816E 74+ 11 - 71+10 181 +4 204 £ 19
T1-V654A 160 £33 - 202 + 14 455 £ 101 466 + 99

Figure 11
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