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Target
Checkpoint Kinase (Chk)

Research area
Cancer

Molecular formula C19H19N7O2

Molecular weight 377.3999

STRUCTURE

DESCRIPTION

BBI-2779 is a potent, selective and orally bioavailable inhibitor of CHK1 with biochemical IC50 of 0.5 nM and cellular 
IC50 of 3 nM (pCHK1-S345 activity in HT29 cells), 160-fold selective for CHK1 over CHK2.

BIOLOGICAL ACTIVITY

In Vitro
BBI-2779 selectively eliminates ecDNA-positive tumor cells by exploiting transcription-replication conflicts to induce 
synthetic lethality, and blocks ecDNA-mediated acquired resistance to targeted therapies in in vitro models[1].

BBI-2779 potently and selectively inhibits CHK1 in a cell-free biochemical assay with an IC50 of 0.3 nM and 160-fold 
selectivity over CHK2; it inhibited CHK1 activity, with an IC50 of 3 nM in HT29 cells[2].

BBI-2779 (3-12 nM; 24 h) induces dose-dependent replication stress and DNA damage, measured via pCHK1-S345, 
pRPA2-S8, and γH2AX expression, preferentially in ecDNA-positive COLO320DM colorectal cancer cells compared to 
chromosomal amplification-positive COLO320HSR cells[2].

In Vivo
BBI-2779 (30 mg/kg; p.o.; every other day; 27 days) alone drives significant tumour growth inhibition in ecDNA-
positive gastric cancer xenografts, and in combination with Infigratinib (HY-13311) (15 mg/kg; p.o.; once daily; 27 
days) induces potent tumour regression and prevents ecDNA-mediated acquired resistance to FGFR inhibition[2].

SOLUBILITY

Soluble in DMSO
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