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Supplementary Fig. 1. Stimulation with 0.1 mM Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR), in basal medium (designated AA-Pi-) does not induce mineralization of 17IIA11 cells. Mineral deposition was exploited by Alizarin Red S staining (left column) and Von Kossa staining (right column) after stimulation for 4 (A) or6 days (B) 
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Supplementary Fig. 2. Osteogenic-related gene expression is not affected by stimulus with Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR). The effect of Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR), at different concentrations on the expression of osteogenic genes was studied by qRT-PCR after stimulation for 24 hours or 4 or 6 days. Multiple statistical comparisons were performed by one-way ANOVA, P values for Runx2: *p = 0.0235, **p = 0.0079, ***p = 0.0002; for Sp7: *p = 0.0204, **p = 0.0045, ***p = 0.0004, ****p < 0.0001; for Col1: *p = 0.0421, **p = 0.0025, ***p = 0.0006, ****p < 0.0001

[image: ]
Supplementary Fig. 3. The gene expression of phosphatases (ALP, PHOSPHO1, and Smpd3) was poorly affected by Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR). The effect of Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR), at different concentrations on the expression of osteogenic genes was studied by qRT-PCR after stimulation for 24 hours or 4 or 6 days. Multiple statistical comparisons were performed by one-way ANOVA, P values for ALP: **p = 0.0049, ****p < 0.0001; for PHOSPHO1: *p = 0.0479, **p = 0.0017, ***p = 0.0002, ****p < 0.0001; for Smpd3:  **p = 0.0024, ****p < 0.0001.
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Supplementary Fig. 4. MV release is strongly affected by Ca2+, as CaCl2, or Sr2+, as strontium ranelate (SR). 17IIA11 cells were stimulated for 24 h with basal medium; osteogenic medium (medium containing AA+Pi); Ca2+, as CaCl2, in medium containing AA+Pi, or Sr2+, as strontium ranelate (SR), in medium containing AA+Pi.. Data are represented as the mean values of three independent experiments. Reddish shadow represents the standard deviation of each experiment. 
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