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Background

Tamoxifen resistance (TamR) in ERα-positive breast cancer (BC) remains a major therapeutic challenge with many relapse cases. Insulin-like growth factor binding proteins (IGFBPs) play a role in this phenomena. Previously, our knockdown studies suggested that IGFBP-2 and IGFBP-5 could influence tamoxifen sensitivity in MCF-7 cells. Therefore, we examined whether these effects could be replicated by the presence of exogenous IGFBPs.

Methodology

Tamoxifen-resistant (Tam-S) MCF-7 cells and tamoxifen-resistant (Tam-R) variants were seeded at 5000/well in 96-well microtitre plates, treated with the concentrations range 0-100 nM of IGF-1, IGFPB-2 or -5 for 48 hrs and subsequent sensitivity to 4-hydroxytamoxifen (4-HT) was determined via WST-1. 

Results

Wt and Tam-R MCF-7 cells responded in a dose-dependent fashion to IGF-1 over the concentration range 0-100 nM. A maximum response was at 10nM and cells responded to IGF-1 concentrations as low as 0.1 nM. Wt cells were more sensitive to IGF-1 stimulation than TamR cells. IGFBP-2 has no consistent dose-dependent effect of binding protein in either wt or TamR cells. IGFBP-5 has a stimulatory effect on both cell lines. IGF-1 ± IGFBP-2, analysis indicated a significant inhibition of IGF-1 activity at each concentration of growth factor in the presence of 10nM IGFBP-2 (p<0.001).

Conclusion 

Neither extracellular IGFBP-2 nor IGFBP-5 affected tamoxifen sensitivity in either wt or TamR cells.
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