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[Abstract] Objective To explore the effects and possible mechanisms of the novel pan- FGFR
inhibitor BGJ398 on KG-1 cells in vitro. Methods Effects of BGJ398 on cells proliferation were detected
by CCK-8, the apoptosis was assessed by Annexin V-FITC. Reverse transcriptionquantitative polymerase
chain reaction (q- PCR) analysis was used to detect the expression of apoptosis- related genes B cell
lymphoma- 2 (Bcl-2) and caspase- 3. Western blotting analysis was performed to explore the proteins
expression levels of Bcl-2, caspase-3 and the expression of p-AKT, p-S6K, p-ERK and FGFR1. Results
BGJ398 effectively inhibited cell proliferation by dose-dependent manners. BGJ398(1.4 pmol/L) induced
apoptosis of KG-1 cells by 36.4%, compared with 4.5% in the control group(P <0.001). Treatment with
BGJ398 at 1.4 umol/L led to significant increases in the expression levels of caspase-3, and decreases in the
expression of Bcl-2 (P <0.005). In accordance with these results, Western blot analysis further confirmed
the increased expression of Bcl-2 protein along with elevated caspase-3 activity. In addition, BGJ398
markedly down-regulated FGFR10P2-FGFRI1 fusion protein, p- AKT and p-S6K expression, but not p-
ERK expression. Conclusion Novel pan- FGFR inhibitor BGJ398 substantially suppressed KG-1 cell
growth and induced apoptosis by inhibiting the expression of FGFR1, p- AKT, p- S6K and regulating
apoptosis-related proteins.

[Key words] Tyrosine kinase inhibitor BGJ398; FGFR1; KG-1 cells; 8pll myeloproliferative
syndrome
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