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Table 1
and for CYP450 3A4
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Inhibitory activities of compounds for p110a, p1104, p110d and p110y, for in vitro metabolic clearance using rat liver microsomes,
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Compd < R R R IC./umol-L" CL CYP
ompd.
P ! 2 3 pl10a pl10g pl106 pl10y  /uL'min"-mg' IC_/pmol-L"
[}
5 2-t-Bu N CH, ?—(NHQ 0.007 5 1.8 0.35 0.21 62 >10
()<L
6 2-t-Bu CH CH, " NH, 0.014 4.4 0.33 0.43 77 >10
o]
7 2-t-Bu CH CH, LE N/CHG 2.7 >9.1 4.2 4.6 104 Not test
8 2-t-Bu CH CH, LE 0.62 49 0.59 0.93 186 Not test
()€
9 2-t-Bu CH CH, NTN M<NH2 >9.1 8.2 33 >10 36 Not test
o]
10 2-1-Bu N CH, =, 0.019 12 0.29 0.32 44 Not test
e 2
()<
11 % CH CH, N NH, 0.005 1.2 0.29 0.25 29 >10
CF3 MLN
()<
12 2L CH CH, L, 0.019 41 2.0 11 41 >10
CN MLM
()<L
13 2-i-Pr N CH, W NH, 0.016 4.0 0.96 1.4 36 >10
()<L
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()<
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()<L
19 = N CH, N NH, 0.012 3.1 0.81 0.69 47 >10
CH, 3 L
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Figure 1 Proposed binding mode of compound 5 in the ATP pocket of PI3Ka. Hydrogen bonds are represented as dashed lines
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Table 2 Inhibition of Akt phosphorylation in ratl-myr-p110x
cells
Compd. IC,/umol-L"
ratl-myr-pl10a  ratl-myr-pl10f  ratl-myr-p1100
4 0.13 2.1 0.62
5 0.039 3.1 1.5
6 0.061 8.1 0.72
7 >10 >10 5.8
8 2.5 >10 0.77
9 Not test Not test Not test
10 0.23 6.4 1.6
11 0.074 2.2 1.2
12 0.64 >10 >10
13 0.10 5.9 1.3
14 0.44 7.3 >10
15 4.6 >10 >10
16 0.14 2.4 2.9
17 0.34 >10 4.9
18 0.17 44 2.5
19 0.15 9.6 3.0
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