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Description automatically generated][image: ][image: ]a Inhibition of kinase activity determined in two-fold dose-response assays. 
b Ratio of HsCK1a IC50 / CaYck2 IC50. 
c Inhibition of wild type C. albicans fungal growth. 
d Compound remaining after 30 min incubation in mouse liver microsomes (MLM) determined by LC-TOFMS.
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Table 1. Bioactivity and metabolic stability of GW analogs
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Compound Core R CaYck2 HsCKla Fungal C. albicans MLM

ECq (uM)*  ECsy (uM)? selectivity MICyo stability
(fold)® (nM)* (% remain)®
GW A 6-Me 0.11 25 22 125 <1
1a B 6-Me 0.63 1.7 2.6 >100 0
1b B 6-OMe 0.26 1.0 39 50 2
1c B 6-tBu 0.70 6.1 8.6 >100 67
1d B 6-Et 0.49 1.7 35 50 0
1e B 6-CN 0.10 0.92 92 50 80
1f B 6-F 0.06 14 23 50 75
1g B 6-CF; 0.63 84 13 >100 84
1h B 6-cPr 0.18 0.91 5.1 50-100 0
1i B 6-nPr 0.15 0.97 6.5 >100 0
2a A 6-CN 0.08 1.9 24 125 66
2b A 6-F 0.13 24 18 25 53
2c A 6-CF; >1.0 >15 - >100 90
2d A 6-OMe 0.15 24 16 125 16
2e A 6-OH 0.11 1.6 14 >100 36
2f A 5-Me 0.13 2.0 16 >100 1
2g A 5-CN 0.17 0.73 43 >100 46
2h A 5-CF; >1.0 >15 - >100 5
2i A 5-OMe 0.11 2.1 19 >100 34
2j A 5-tBu 0.22 8.7 39 >100 31
2k A 5-OH 0.10 0.84 8.6 >100 47
21 A 4-Me >1.0 >15 - 100 <1
2m A 4-F 0.20 55 27 25 34
2n A 4-OMe 0.12 49 41 25 1
20 A 4-CN >1.0 >15 - >100 25
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