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List of supporting information:
Fig.S1 TRPV2 or TRPV1 silencing. The efficiency of TRPV2 (A) or TRPV1 (C) silencing was evaluated by qRT-PCR. mRNA levels were normalized for GAPDH expression. Data, the mean ± SD of three separate experiments, are expressed as fold changes respect to siGLO. *p < 0.01 vs siGLO. TRPV2 (B) or TRPV1 (D) downregulation assessed by western blot. Immunoblots are representative of separate experiments. GAPDH was used as loading control. Data of the densitometric analysis are the mean ± SD of three different experiments and are expressed as fold by using siGLO as control. *p < 0.01 vs siGLO cells. 
Fig.S2 Effect of CBD treatment in PBMCs or red blood cells from blood of healthy donors. A) Biparametric analysis of Annexin V vs PI staining in PBMCs treated with CBD 25 µM or vehicle for 24h. Treatment with H2O2 was used as positive control. Numbers in quadrants represent the percentage of: lower right single PI positive, upper right double positive; lower left double negative, upper left single Annexin positive cells. B) Statistical analysis of the percentage of PI positive cells found in CBD- or vehicle-treated cells. Data are the mean ± SD of three different experiments. C) Cytofluorimetric analysis by using Annexin V staining of red blood cells treated for 24h with CBD 25 µM or vehicle. Treatment with H2O2 was used as positive control. D) Bars represent the statistical analysis of the MFI values shown as mean ± SD of three different experiments. E) ROS production was analyzed by using DCFDA staining and cytofluorimetric analysis in red blood cells treated with CBD 25 µM or vehicle. Treatment with H2O2
 was used as positive control. F) Bars represent the statistical analysis of the MFI values shown as mean ± SD of three different experiments. G) [Ca2+]i  mobilization assay was performed by Fluo-3 staining  in CML cells treated with CBD or  pretreated with tranilast and then stimulated with CBD for 1 min. Bars represent the statistical analysis of the MFI values shown as mean ± SD of three different experiments. *p<0.05 vs vehicle-treated cells; **p<0.05 vs CBD-treated cells. H) ROS production was assessed by DCFDA staining and FACS analysis in CML cells treated with vehicle or with CBD (IC50) for 1 and 4h. I) Bars represent the statistical analysis of the MFI values shown as mean ± SD of three different experiments. *p<0.05 vs vehicle-treated cells. 
Fig.S3 CBD treatment inhibits cell proliferation. A) Statistical analysis of the MFI values found in CBD- or vehicle-treated CML cells for 24h after staining with PI. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle. B) Statistical analysis of the MFI values related to BrdU incorporation found in CBD- or vehicle-treated CML cells for 24h. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle.
[bookmark: _GoBack]Fig.S4 CBD treatment impairs mitochondrial integrity. A) Statistical analysis of the % of depolarized cells found in CBD- or vehicle-treated CML cells after JC-1 staining. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle. B) JC-1 staining and cytofluorimetric analysis in PBMCs treated with CBD at 25 µM or with vehicle for 24h. Data are representative of three separate experiments. C) Statistical analysis of the percentage of cells with reduced Mitobright fluorescence found in CBD- or vehicle-treated CML cells for 24h after Mitobright staining. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle. D) Statistical analysis of the MFI values found in CBD- or vehicle-treated CML cells for 24h after COX IV staining. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle. E) Statistical analysis of the MFI values found in CBD- or vehicle-treated CML cells for 24h after Mtphagy dye staining. Data are the mean ± SD of three different experiments. *p<0.05 vs vehicle. F) Western blot analysis of LC-3 II in CML cells pretreated with BAF for 1h before the addition of CBD at IC50 dose for 12h. GAPDH was used as loading control.
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