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EGFR L858RT790M jc . 1.2 nM EGFR L858RT790M c. - 0.8 nM
EGFR "7 IC5): 169.2 nM EGFR WT IC5: 329.7 nM
H1975 ICso: 18 nM H1975 ICsp: 2 nM
A431 ICsy: 0.706 uM A431 ICsy: 1.404 uM
F=24.3% F=10%

9s

EGFR M8S8RT790M G 2 nM
EGFR VT ICsy: 181.9 nM
H1975 IC5o: 40 nM

A431 ICsp: 1.388 uM
F=16%

Structural optimization of pyrido[2,3-d]pyrimidin-7-ones yielded new selective EGFR'™*M

inhibitors. Compound 9s exhibited good pharmacokinetic properties with F value of 16%, and

inhibited EGFR-®#¥T"M kinase and H1975 cells with | Cs, values of 2.0 and 40 nM, respectively.
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