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Model compound studied by ab initio calculations.
Using the DFT-B3LYP/6-31G** method, the pseudo cyclic confor-

Figure 1

mation B is predicted to be more stable than the extended confor-

mation A
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(Furet P, Caravatti G, Guagnano V, et al. Entry into a
new class of protein kinase inhibitors by pseudo ring
design. Bioorg Med Chem Lett, 2008, 18: 897-900).
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Table 1
b: BaF3-TEK FGFR cell proliferation inhibition

Figure 2 Crystallography of compound 3 with FGFR1
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Structures and FGFR3 biochemical and cellular potencies of N-aryl-N-pyrimidin-4-yl ureas. a: GFGR3-K650E kinase inhibition;
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Table 2 Profile of compounds 11-17 in a panel of human cyto-

chrome P450 isozymes. BFC: 7-Benzyloxy-4-(trifluoromethyl)-cou-
marin; DBF: Dibenzylfluorescein, MFC: 7-Methoxy-4-trifluoro-
methylcoumarin; CEC: 3-Cyano-7-ethoxycoumarin; AMMC: 3-[2-

(N,N-Diethyl-N-methylamino)ethyl]-7-methoxy-4-methylcoumarin
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Table 3  Selectivity of 11 in a panel of BaF3 cells. Q indicates

presence of juxtamembrane domain in the TEL-kinase construct

BaF3 cell IC, /nmol-L" BaF3 cell IC, /nmol-L"
FDFR3 2.0 VEGFR2-Q 938
FGFR3-Q 0.7 VEGFR1-Q 1510
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Figure 3 a: Structure of infigratinib; b: Crystallography of infigratinib with FGFR1; ¢: Docking of infigratinib to FGFR3. The dotted lines

denote hydrogen bindings
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& 119 Bl ¥ 3 F (Guagnano V, Furet P, Spanka C, et al.
Discovery of 3-(2,6-dichloro-3, 5-dimethoxy-phenyl)-1-
{6-[4- (4-cthyl-piperazin-1-yl) -phenylamino] -pyrimidin-
4-yl} -1-methyl-urea(NVP-BGJ398), a potent and selec-
tive inhibitor of the fibroblast growth factor receptor
family of receptor tyrosine kinase. J] Med Chem, 2021,
54:7066-7083).



