[bookmark: _GoBack]Supplementary Figure S1. Expression of total and phosphorylated p53 protein. Western blot of p53 and pser15p53 six hours following drug pulses. Axitinib pulse does not induce p53 phosphorylation on serine 15, as opposed to doxorubicin. Hsp90 was used as loading control.
Supplementary Figure S2. Axitinib does not affect VEGFR1 (FLT-1) and VEGFR2 (KDR) genes expression in HUVECs. The expression of FLT-1 and KDR genes, encoding for VEGFR1 and 2 proteins, respectively, were addressed by Real Time PCR. Four days post Axitinib pulse, no changes were observed, as opposed to doxorubin-treated cells, which undergo a significant increase of both transcripts. Relative Quantities were calculated normalizing for TBP and are given relative to control HUVECs (untreated). n= 3 biological replicates.  * p value < 0.05; *** p value < 0.001.
Supplementary Figure S3. Axitinib alters the expression of Lamins in HUVECs. The expression of four components of the Lamin genes family was addressed by Real Time PCR. Four days post drug pulse, the expression of LMNB1, LMNB2 and LBR genes was significantly reduced both in Axitinib and doxorubicin-treated cells, accordingly  to what expected in a senescent cell model, while LMNA expression was not significantly affected (A). Time course analyzing transcripts expression up to 6 hours post drug treatments does not evidence any significant mRNA expression variation (B). Relative Quantities were calculated normalizing for TBP and are given relative to control HUVECs (untreated). n= 3 biological replicates.  **p value < 0.01; ***p value<0.001.
Supplementary Figure S4. Characterization of senescence induced by acute Axitinib exposure of glioblastoma cells. Axitinib pulse triggers senescence in U87MG cells, as addressed by SA-β-gal staining 4 days post-drug exposure (A), and ROS increase, as addressed by H2-CM-DCFDA staining and cytofluorimetric analysis (B). Co-treatment of Axitinib together with NAC or with KU-55933 does not prevent neither senescence induction, as addressed by SA-β-gal staining (C) nor Axitinib-dependent gene expression changes, as addressed by Real time PCR (D). Relative Quantities were calculated normalizing for TBP and are given relative to control HUVECs (untreated). n= 3 biological replicates.  *p value<0.05; **p value < 0.01; ***p value<0.001.

