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Figure 1 Docking of 5 in the p110y crystal structure
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Table 1 Inhibition of PI3K by typical compounds
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PI3-kinase inhibition K/umol-L"'

Compd. R o110, 1100 1105 1105 fMLP ICSU/umol‘LI

5 - 0.11 0.11 0.21 1.43 2.8
6 H 0.23 0.20 0.19 1.36 1.93
7 Cl 0.057 0.035 0.079 1.30 1.93
8 Br 0.032 0.011 0.061 0.55 0.34
9 F 0.183 0.122 0.247 1.41 0.22

10 CN 0.062 0.045 0.079 0.76 0.30
1 CF, 0.061 0.028 0.074 0.87 0.29

12 - 0.110 0.030 0.019 0.41 0.32

13 - 0.260 0.190 0.260 1.94 1.76




- 786 -+ 222224 Acta Pharmaceutica Sinica 2024, 59(3): 784-788

Table 2  Structure and activity of typical compounds with elongation of right-hand side fragment
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Compd. R PI3-kinase inhibition K/umol-L"'
pl110a p110y p110J pl10p

14 H 0.187 5.81 3.62 >10

15 F 0.050 3.06 2.90 >10

16 CF, 0.020 1.14 1.67 >10

17 - 0.005 0.53 0.22 2.0

18 - 0.040 1.19 0.54 2.94

19 - 0.11 0.12 0.003 0.86

20 - 0.15 1.02 0.004 0.34

21 - 2.13 0.02 0.28 0.09

22 - 1.89 0.088 0.74 0.25

23 - 1.40 0.036 0.47 0.32

Table 3 The pharmacokinetics of typical compounds in rats
Compd. T _/h C_/umol'L"  AUC/umol-L"-h Fl% CL/mL-min" kg t,/h V. /Lkg'

17 4 0.28 4.1 21 21 0.7 1.29
20 8 0.05 0.69 3 18 0.6 0.4
22 0.5 1.72 10.8 57 23 0.8 1.4
23 1 0.49 4.3 24 4.0 1.8 0.6

Figure 2 Proposed binding mode of compound 17 in the ATP
pocket of PI3Ka. Hydrogen bonds are represented as dashed lines
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Inhibition of p110a, p1104, p1106 and p110y activity, in vitro metabolic clearance using rat liver microsomes and CYP450 3A4
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27 CH z'y\f CH, 0.019 4.1 2.0 1.1 41 >10
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28 N S CH, 0.016 40 0.96 1.4 36 >10
'3
CH
29 CH 2 ”H°C>L; CH, 27 >9.1 42 4.6 104 Not test
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38 DX, CH, 0.012 3.1 0.81 0.69 47 Not test
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Figure 3 Crystal structure of PI3Ka in complex alpelisib with

26. Hydrogen bonds are represented as dashed lines



