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Cancer

Cancer Fibroblast growth factor 
receptor (FGFR)

In vitro studies suggest covalent, ATP-competitive 
FGFR inhibitors could help treat tumors with 
resistance mutations in the FGFR gene. In a panel 
of cancer cell lines sensitive to FGFR inhibitors 
and in cell lines with known resistance mutations 
in FGFR, two FGFR inhibitors that covalently 
bind the conserved p-loop cysteine caused more 
potent inhibition of cell proliferation than the 
clinical-stage FGFR inhibitor BGJ398. In an 
ovarian cancer cell line dependent on both FGFR 
and EGFR, one of the inhibitors covalently bound 
both receptors and caused more potent inhibition 
of cell proliferation than a noncovalent variant 
or BGJ398. Next steps could include testing the 
inhibitors in animal cancer models. 
Novartis AG has the selective FGFR inhibitor 
BGJ398 in Phase I testing to treat cancer.
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