AB42 AB40 AB38

B RO7019009|  ze) to DMSO-treated) (Rel. to DMSO-treated) (Rel. to DMSO-treated)
DMSO 1 1 1 1 1 1 1 1 1 1 1 1
50 nM 0.51 034 0.31 050 | 0.83 061 064 072|264 383 367 3.08
250 nM 041 014 023 023 | 062 026 024 036 | 448 6.25 6.35 5.61
500 nM 0.22 0.08 0.16 0.22 | 0.31 018 0.13 034|734 675 7.05 5.80

RO7019009 AB38 AB40 AB42
[lg(M)] (% from vehicle-treated) | (% from vehicle-treated) | (% from vehicle-treated)
-10.3345 989 1005 1022 | 915 99.7 1025 | 913 100 102.7
-9.5563 108.7 106.3 110 95.8 97.1 106.5 | 90.9 955 1013
-8.77815 | 1251  129.7 130.2 | 96.4 948 1122 | 83.9 82.5 96.4
-8 183.4 188.8 191 76.3 62.1 83.2 54.7 49.3 67.5
-7.22185 264 2297 3129 | 373 29.8 39.2 19.2 20.6 27.7
-6.4437 374.8 383.3 449.7 | 12.8 10.8 13.1 2.1 n.d. n.d.
-5.66555 | 389.7 545 4252 4.6 4.1 4.5 n.d. n.d. n.d.

D RO7019009 AB42 (H4/sw) AB42 (N2a/sw) RO7019009 AB42 (HEK293/sw) RO7019009 Notch1
[lg(M)] (% from vehicle-treated) (% from vehicle-treated) [lg(M)] (% from vehicle-treated) [lg(M)] (% from vehicle-treated)
-10.505 97.4 -10.3345 91.3 100 102.7 85 1036  102.9
9.89791 | 805 84.4 96.1 102 99.6 100 |105.6 89.8 140.1 145.9 108.9 71.8 -9.5563 90.9 95.5 101.3 -8 1037 107.5
939794 |77.8 756 849 88 989 100.8 916|925 91.0 933 948 647 626 -8.77815 83.9 82.5 96.4 75 97.1 114
-8.89794 |59.1 545 836 833 101.1 88 903|531 434 581 844 395 514 -8 54.7 49.3 67.5 7 1011 101.2
839794 |37.2 356 485 601 606 69.1 715|424 415 27.8 324 153 179 -7.22185 19.2 20.6 27.7 6.5 94.9 98.8
-7.89794 | 154 142 207 282 287 421 368|180 155 49 58 77 60 6.4437 2.1 nd. n.d. 6 101.1 95.6
-7.39794 109 101 121 89 62 123 97 |79 87 21 34 38 57 55 104.8 95.9
-6.89794 3 27 38 27 15 33 31|57 52 34 46 38 25 5 94.2 83.6
639794 |14 13 1 12 06 12|33 45 34 46 26 441
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Source Data Figure 3



