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1% 1. B-Raf active site 9419 binding poses.
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19 2. The input ligands’ conformations in the B-Raf active site

Middle

B o Phe594
yriss?s

(a) Ring group of ligands and residues in the active site

(b) Head with Trp530 {¢) Head with Phe582 (cl) Head with Phe594

o o
> N

(€) Middle with Phe594 (f) Tail with His573

19 3. Active site A ligand ¢} residues A}o]¢] Weks 11¢] 9 -3 interaction.
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a4, 7 AlUA #kF ligand o &3kl Al e
Ne CHEMBLID  Molecular Formula Value (nhM) Assay Type pIC50
01 CHEMBL5112386 C25 H2T7 N3 02 9.0 IC50 5.046
02 CHEMBL4T0591 C22 H18 F3 N5 02 150 IC50 6.824
03 CHEMBLAT2450 C21 H16 F3 N5 O2 200 ICED 7699
04 CHEMBLAT1407 C24 H25 N5 02 150 IC50 7824
03 CHEMBL4AT1408 C21 H19 N5 02 480 ICa0 7.319
o0& CHEMBL486137 C22 H20 Br N2 O3 40 IC50 8.398
o7 CHEMBL4T0339 C22 H20 Br N3 02 140 IC50 7854
08 CHEMBLAT2448 C20 H16 Br N5 O2 190 ICED 7721
09 CHEMBLAT2449 C21 H16 F3 N5 O2 9500 IC5D 6.022
10 CHEMBLS513065 C20 H16 Br N5 02 2100 IC50 6.678
11 CHEMBL486943 C20 H16 Br N Q2 490.0 IC50 6.310
12 CHEMBL4AT2652 C22 H27 N3 02 280 IC50 7.553
13 CHEMBL486341  C28 H30 Br N5 02 410 IC50 7.387

3 1. The structures and observed B—Raf inhibitor activities.
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TrpS30[B] : -360.067 Phe582[B] : -230.054 PheS94[B] : -230054 . .~ PheS94[B] : -230.054 His573[B] : -223.408
No Head[A] "complex [AB]-[A] complex [AB]-[A] complex [AB]-[A] 1Al complex  [AB]-[A] TaillA]l “complex [AB]-[A]
[AB] -[B] [AB] -[B] [AB] -[B] [AB] -[B] [AB] -[B]

1 -243.271 -603.392 0.054 -473.155 -0.170 -473.157 -0.168 -373.333 -603.406 -0.001 -226.493 -449.901 0.000
2 -243.271 -603.393 0.055 -473.156 -0.189 -473.157 -0.168 -373.352 -603.405 -0.001 -226.492 -449.900 0.000
3 -243.268 -603.391 0.056 -473.150 -0.172 -473.155 -0.167 -373.343 -603.384 -0.002 -226.493 -449.901 0.000
4 -243 269 -603.382 0.056 -473.152 -0171 -473.155 -0.168 -373348 -603.401 -0.001 -226493 -449 901 0.000
5 -243.290 -603.391 0.034 -473.154 -0.190 -473.156 -0.188 -373.352 -603.405 -0.001 -226.491 -449 899 0.000
[ -243.291 -603.392 0.034 -473.153 -0.193 -473.158 -0.187 -373.348 -603.401 -0.001 -226.492 -449.900 0.000
7 -243.290 -603.391 0.034 -473.154 -0.191 -473.156 -0.188 -373.347 -603.400 -0.001 -226.492 -449.900 0.000
8 -243.292 -603.393 0.035 -473.156 -0.190 -473.157 -0.189 -373.350 -603.403 -0.001 -226.491 -449 899 0.000
il -243.291 -603.393 0.035 -473.147 -0.197 -473.168 -0.177 -373.346 -603.399 -0.001 -226.494 -449.902 0.000
10 -243.269 -603.392 0.056 -473.148 -0.174 -473.169 -0.134 -373.342 -603.393 -0.003 -226.492 -449.900 0.000
11 -243.270 -603.393 0.056 -473.149 -0.175 -473.169 -0.134 -373.341 -603.393 -0.002 -226.492 -449.900 -0.001
12 -243.290 -603.392 0.034 -473.154 -0.190 -473.158 -0.186 -372.998 -603.020 -0.032 -226.448 -450.008 0133
13 -243.271 -603.394 0.056 -473.150 -0.175 -473.164 -0.161 -373.351 -603.404 0.000 -226.493 -449.900 0.000

¥ 2. m—m interaction energies using Gaussian between ring groups of ligands and the

active site of B-Raf.

sum each -t Total -t

No. pIC50 MMGIBSADG

bind

1 8.046 -111.409 -132.861 -146.109
2 6.824 -105.003 -100.603 -133.403
3 7.699 -95.658 -107.187 -130.158
4 7.824 -107.615 -120.874 -142.215
5 7.319 -104.109 -110.558 -132.309
6 8.398 -119.561 -122.709 -148.061
7 7.854 -107.274 -118.915 -135.674
8 7721 -91.082 -110.428 -132171
9 6.022 -80.715 -92.515 -114.715
10 6.678 -86.255 -98.755 -113.755
11 6.310 -86.069 -95.069 -113.669
12 7.553 -98.428 -111.371 -132.928
13 7.387 -92.887 -104.309 -121.387

3 3. Summary of the observed data, binding affinity values by MMGBSA, and n—=



2013 EDISON | &tatsr ZE 3 99
LAAES2E nwinteraction Ol LA Xl HAHS S8t ligand binding energy & 4

[ ]

interaction energies.

48

B Ao = B-Raf protein 9 active site 94 receptor-ligand ¢ ZAgdYA =
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