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Figure S1. Multi-sequence alignment of PI3Ko, mTOR and the template PI3Ky (a: PI3Ka and PI3Ky; b: mTOR and PI3KYy).
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Figure S2. Ramachandran plot of homology models by PROCHECH

3/6




Electronic Supplementary Material (ESI) for Medicinal Chemistry Communications
This journal is © The Royal Society of Chemistry 2013

Figure S3. Superimposition of homology models and the template (green: PI3Ky; yellow: PI3Ka; blue: mTOR).
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Table S1. Binding free energy contribution of the key binding-site residues calculated from the binding

energy decomposition (kcal/mol).

Compound 25 with mTOR

Residue AE 4w AE . AGgs AGsa AGhing
L2185 -0.871 -0.106 0.051 -0.14 -1.066
K2187 -0.217 2451 -2.215 -0.093 -0.074
D2195 -0.098 -1.932 0.281 -0.018 -1.767
Y2225 -1.151 -0.649 -0.33 -0.29 -2.42
12237 -0.87 0.049 -0.114 -0.187 -1.122
W2239 -6.34 -0.262 -0.282 -0.595 -7.479
V2240 -1.494 -4.4 0.808 -0.256 -5.342
P2241 -0.761 -1.154 0.531 -0.106 -1.49
C2243 -1.883 -2.362 -0.018 -0.264 -4.527
M2345 -1.493 0.056 -0.062 -0.172 -1.671
12356 -2.927 -0.707 -0.113 -0.309 -4.056
D2357 -1.226 -0.934 -0.89 -0.215 -3.265
Compound 65 with mTOR

Residue AE qw AE e AGgs AGsa AGhing
Q2161 -0.149 -0.253 0.262 -0.006 -0.146
12163 -0.014 0.047 -0.05 0 -0.017
T2164 -0.004 -0.05 0.05 0 -0.004
K2187 -0.926 3.075 -2.051 -0.259 -0.161
E2190 -0.091 1.673 -1.588 -0.002 -0.008
D2195 -0.367 0.112 -0.614 -0.16 -1.029
Y2225 -1.769 -1.041 0.634 -0.345 -2.521
V2227 -0.291 -0.081 0.028 -0.073 -0.417
12237 -1.739 -0.218 0.051 -0.22 -2.126
W2239 -5.659 -0.825 0.698 -0.509 -6.295
V2240 -1.087 -4.026 0.687 -0.271 -4.697
P2241 -0.189 -2.136 -0.12 -0.037 -2.482
A2248 -0.29 0.014 -0.142 -0.086 -0.504
M2345 -1.75 -0.091 0.081 -0.236 -1.996
12356 -2.996 -0.065 -0.328 -0.322 -3.711
D2357 -2.35 3.565 -3.11 -0.26 -2.155
F2358 -0.337 0.069 0.134 -0.047 -0.181
Compound 25 with PI3Ka

Residue AE 4w AE . AGgn AGsa AGhing
1800 -0.853 -0.148 0.089 -0.168 -1.08
K802 -0.408 2.113 -1.772 -0.159 -0.226
D810 -0.124 -2.269 0.258 -0.149 -2.284
Y836 -1.179 -1.784 1.04 -0.309 -2.232
1848 -1.285 -0.012 -0.078 -0.204 -1.579
V850 -4.902 0.201 -0.314 -0.195 -5.21
V851 -1.545 -4.037 0.956 -0.228 -4.854
R852 -0.656 -0.401 -0.005 -0.107 -1.169
S854 -0.485 -0.419 0.037 -0.208 -1.075
M922 -1.626 0.086 -0.099 -0.186 -1.825
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1932 -2.957 -0.846 -0.123 -0.297 -4.223
D933 -1.795 -0.481 -1.278 -0.228 -3.782
Compound 65 with PI3Ka

Residue AE g AE g AGgs AGsa AGhing
R770 -1.062 -4.156 2312 -0.286 -3.192
M772 -0.989 -0.292 0.306 -0.325 -1.3
S773 -1.609 -1.112 0.164 -0.254 -2.811
K802 -0.879 -6.857 3.696 -0.243 -4.283
D805 -0.114 2.661 -2.346 -0.003 0.198
D810 -0.657 -2.89 2.034 -0.169 -1.682
Y836 -1.785 0.246 -0.233 -0.33 -2.102
C838 -0.345 0.109 -0.158 -0.073 -0.467
1848 -1.839 0.248 -0.317 -0.275 -2.183
V850 -1.769 -0.694 -0.409 -0.217 -3.089
V851 -2.034 -3.967 0.578 -0.243 -5.666
R852 -0.166 -2.804 -0.825 -0.033 -3.828
Q859 -1.086 -0.693 0.231 -0.246 -1.794
M922 -1.761 0.269 -0.288 -0.205 -1.985
1932 -2.825 0.057 -0.485 -0.293 -3.546
D933 -2.171 4.378 -3.625 -0.253 -1.671
F934 -0.233 0.161 -0.051 -0.019 -0.142
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