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No sample size calculations were performed for the experiments reported in this study. For animal studies, 9 biological replicate animals were
used per treatment group based on previous experiments using this model that achieved appropriate statistical power with this sample size.
Three independent biological experiments were performed for all experiments, with the exception of polysome profiling validation
experiments (Figure 2 and S3) and polysome protein precipitation experiments (Figure 6). Each independent experiment contained
appropriate technical replication, as determined by the standard deviation across technical replicates. We included more technical replicates
to determine the mean from assays with higher intrinsic variation, for example Seahorse assays which assess metabolism in live cells, in real
time, and electron acceptor rescue studies.

The following data exclusions were made:

- One out four biological replicates for the polysome profiling analysis was excluded due to high variability between this sample and all other
biological replicate samples of the same condition. Inclusion of this data point would have lead to data misinterpretation and was therefore
removed from the analysis completely. The data and all analyses presented in the manuscript is from 3 independent biological replicates thus
still provides adequate statistical power for analysis and ensures reproducibility of the observations across independent measurements.

Exclusion criteria was not predetermined, but assessed from MDS and PCA plots.

- Seahorse assays were performed as 4-5 technical replicates in each independent biological replicate experiment. In some experiments,
technical replicates were omitted from the analysis if they were extreme outliers due to the nature of these experiments - dynamic metabolic
measurements in live cells, in real time.

We have used biological (not technical) replicates in this study to demonstrate statistical significance (by a defined methodology). We have
made efforts to clearly describe in the manuscript text, relevant Methods sections and Figure Legends precisely how we chose biological
replicates (i.e. animal numbers or independent repeats of in vitro experiments). For example, for the western blot assays and proliferation
assays, we have shown representative data in the main figure but we have performed at least three independent experiments, unless
otherwise stated.

For mouse experiments, once tumours reached an average volume of 100mm3, mice were randomized into groups of 9 for therapy studies.
For the genome wide screen, controls were randomized across alternating wells, on 2 different regions of each plate to minimize plate
location effects. For tissue culture experiments, treatments were not randomized but performed in predetermined wells/dishes following a
treatment layout. For these experiments, randomization was not applicable and predetermined plate layouts were essential to appropriately
perform the experiments.

For all tissue culture experiments, investigators were not blinded. Due to complex siRNA and CRISPR genetic modifications, together with drug
treatments, a single investigator was responsible for all steps of the experiment and therefore could not be blind to the various conditions in
each well. However, for in vivo experiments, technicians responsible for tumour measurements and subsequent statistical analyses were
blinded to the nature of the experimental groups. Only the chief investigator, Dr. Lorey Smith, who did not participate in the experiments
beyond generation of cell lines, knew the identity of the experimental groups.




