Supplementary Information
Supplemental Figure Legends:
Figure S1
Cultured ganglia cells from 2-week old homozygous TH-MYCN+/+ mice or wild type littermates (WT) were subjected to NGF withdrawal or a 50% reduction in either oxygen (10%) or serum (1%). Neuroblast viability was measured by βIII tubulin staining.
Figure S2
(a) Cultured ganglia cells from 6-week old and 2-week WT mice, or 2-week old TH-MYCN+/+ mice were subjected to serum withdrawal and stained by immunofluorescence with an anti-p53 antibody (red) or DAPI (blue). Shown are representative images of cells for p53 expression (red) or DAPI (blue) in an immunofluorescent stain. (b) Cultured ganglia cells from 2-week old WT mice were subjected to serum withdrawal, Nutlin-3A treatment (10μM), or Quinacrine (QC) treatment (1μM). Shown are representative images of cells for p53 expression (red) or DAPI (blue) in an immunofluorescent stain.
Figure S3
Shown are representative images of cells for p53 expression (red), DAPI (blue) or GFP (green, indicating shRNA-expressing cells) in an immunofluorescent stain of ganglia cells 72h after adenoviral infection (as described in Figure 3C) and 48h after serum withdrawal.  The bar graph represents quantitation of the percentage of cells with a positive p53 level over 100 cells per samples.
Figure S4
BE(2)C human neuroblastoma cell lines were transfected with either a scrambled or a Bmi1-specific siRNA. Cells were treated with the inhibitor of protein synthesis cycloheximide (25 μg/ml) and lysed at the indicated times. Whole cell extracts were resolved by SDS-PAGE and analysed by western blotting using anti- p53, Bmi1 or actin antibodies.
Figure S5
(a) Human GST-Ring1A, GST-Ring1B fusion proteins, as well as GST protein, were produced in BL21 bacteria cells and purified on Glutathione Sepharose beads. Purified proteins were resolved by SDS-PAGE and detected by Coomassie Blue staining. (b) Whole cell extracts from SHEP cells transfected with a p53-expressing vector together with a Bmi1-expressing vector or a control vector, were incubated with recombinant GST, GST-Ring1A or GST-Ring1B proteins produced in bacteria and purified on glutathione sepharose beads. After incubation, these samples, as well the input (IN), were resolved by SDS-PAGE and analysed by western blotting using anti-p53 antibodies. (c and d) NBL-S (c) or SHEP (d) cells were transfected with either a Bmi1-flag expressing vector or a control vector, together with either an Ubiquitin-HA expressing vector or a control vector. Forty-eight hours after transfection, cells were treated with Nutlin (10 μM, 8 hours) and MG132 (15 μM, 5 hours) and lysed, and p53 expression was verified by western blot using anti-p53 antibodies.  (e and f) NBL-S (e) or SHEP (f) cells were transfected with either a scrambled or a Bmi-1 specific siRNA. After 24 hours, the same cells were transfected with either an HA-ubiquitin expressing vector or a control vector. Twenty-four hours later, cell were treated with MG132 (15 μM, 5 hours) and p53 expression was verified by western blot using anti-p53 antibodies. (g) The p53 substrate purified from SHEP cell was incubated in ubiquitination reactions containing the indicated components, and products were analysed by western blot using anti-p53 antibodies.
Figure S6
(a) Following GNPs transfection with either MYCN siRNA or control siRNA, total cellular mRNA was extracted to analyse the expression of the MYCN by semi-quantitative RT-PCR. (b) Pre-B cells in culture from 2-week old mice were infected with a lentivirus expressing GFP or Flag-tagged, full-length MYCN (FL-MYCN), before obtaining total protein extracts. A total of 100 μg of protein was used for each sample on the immunoblot, which has been labelled with an anti-Flag-tag antibody.
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