Supplementary Figure 1
(A) Histograms showing the relative luciferase activity measured in Cal27 cells knocked-out for PTEN by CRISPR/Cas9 gene editing (Cal27 k/o PTEN AB/2) transiently transfected with either PTEN-3’UTR reporter gene or PTEN-CDS reporter gene and 0 (blue dashed line) or 20 or 40 μM of miR-17-5p mimic oligonucleotide. (B) PTEN protein relative expression levels evaluated by ELISA assay in Detroit562 cells expressing endogenous (mimic ctrl) or high levels of miR-17-5p (mimic miR-17-5p). (C) Average fold change of converted PI(4,5)P2 from PI(3,4,5)P3 measured by ELISA assay in the same lysates of Detroit562 cells described in B.

Supplementary Figure 2
A. EC50 of the response to the indicated drugs evaluated by ATPlite viability assay in two clones of Cal27 cells knocked-out for PTEN (AB/2 and AB/7) and in control KO Cal27 cells. B. Expression of PTEN and GAPDH proteins evaluated by western blot in Detroit562 and Cal27 cell lines transfected with a control siRNA (siSCR) or two different siRNAs directed to PTEN. C-D. Colony-forming assays performed in Detroit562 and Cal27 cell lines transfected as in (A).

Supplementary Figure 3
A. Colony-forming assays of parental and R500 Detroit562 cells treated with the indicated doses of alpelisib. B. Colony-forming assays of R500 Detroit562 cells transfected with siRNAs directed to c-Myc (siMyc) or control siRNA (siScr) treated with the indicated doses of alpelisib. C. Expression of c-Myc evaluated by RT-qPCR in R500 Detroit562 cells transfected with siRNAs directed to c-Myc (siMyc) or control siRNA (siScr). D. Histogram showing the percentage of cell viability of R500 Detroit562 cells, either transfected with a control inhibitor or with miR-17-5p inhibitor, treated with the indicated doses of alpelisib. E. Expression of miR-17-5p evaluated by RT-qPCR in R500 Detroit562 cells, either transfected with a control inhibitor or with miR-17-5p inhibitor. F-G. Histograms showing the percentage of cell viability (F) or colony counts (G) of parental Detroit562 cells expressing endogenous (mimic ctrl) or high levels of miR-17-5p (mimic miR-17-5p). H. Expression of miR-17-5p evaluated by RT-qPCR in parental Detroit562 cells expressing endogenous (mimic ctrl) or high levels of miR-17-5p (mimic miR-17-5p).
Data are represented as mean +/− SD. Statistics (t-test): *p<0.05.

Supplementary Figure 4
A-B. Histograms showing the percentage of cell viability of parental and R500 Detroit562 cells treated with the indicated doses of Verteporfin (A) or Defactinib (B) for 48h.

