Supplementary Figure – Fig1_suppl. Sequencing analysis of mutations in the TP53gene. BON1 cells harboring a p.R342Stop; c.1024 C>T in exon 10 of the TP53 gene (Fig. 1A_supplementary). NCI-H727 cells harboring an insertion ins p.162 Tyr-Lys-Gln (TAC AAG CAG) in exon 5 of the TP53 gene (Fig. 1B_supplementary) leading to an insertion of three aminoacids in the open reading frame (Fig. 1C_supplementary).
Supplementary Figure – Fig2_suppl. Western blot analysis of MDM2, p21, p53, pAMPK, AMPK, pCREB, CREB and HSP90 in p53wildtype GOT1 cells during incubation with the MDM2 inhibitor NVP-CGM097 for 2 hrs and 24 hrs, respectively. A representative blot out of three independently performed experiments is shown.
Supplementary Figure – Fig3_suppl. Western blot analysis of Actin, MDM2, pEGFR, EGFR, pAkt, Akt, pErk1/2, Erk1/2, pmTOR, mTOR, pS6, S6, p4EBP1 and 4EBP1 in p53wildtype GOT1 cells during incubation with the MDM2 inhibitor NVP-CGM097 for 2 hrs and 24 hrs, respectively. A representative blot out of three independently performed experiments is shown.
Supplementary Figure – Fig4_suppl. The IC50 of NVP-CGM097 in GOT1 cells incubated for 144 hrs was calculated from four independently performed experiments.
Supplementary Figure – Fig5_suppl. Cell viability assay of p53wildtype GOT1 cells during incubation with octreotide and the MDM2 inhibitor NVP-CGM097 for 144 hrs (Fig. 5A_suppl.) and 216 hrs (Fig. 5B_suppl.), respectively. Shown are the arithmetic means and standard deviation of four independent experiments. Statistical analysis with t-test showed significant results with * p<0.05, ** p<0.01, *** p<0.001.

Supplementary Figure – Fig6_suppl. Western blot analysis of p53, p21, pRb, Rb, pAkt, Akt, pS6, S6, p4EBP1, 4EBP1, pErk1/2, Erk1/2, Chk1, CDK1 (cdc2), cyclin B1, cyclin D3 and actin in p53wildtype GOT1 cells during incubation for 15 min, 30 min and 60 min with octreotide alone, NVP-CGM097 alone and octreotide plus NVP-CGM097. A representative blot out of two independently performed experiments is shown.
Supplementary Table – Tab1_suppl. Small molecule MDM2 inhibitors in clinical trials (adopted from Ref 11 – 14 and https://clinicaltrials.gov/ct2/search).
