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datasets/EGAD00001005500). Data for 1000 genomes in plink2 format are available at: https://www.cog-genomics.org/plink/2.0/resources#1kg_phase. Databases
of super-enhancers are available at https://asntech.org/dbsuper/ (DBSuper database) and http://www.licpathway.net/sedb/ (SEdb database). All other data are
available in the article, Supplementary Information or available from the authors upon reasonable request.

We sequenced 87 tumors samples using whole genome analysis. As acral melanoma is a rarer subtype of melanoma, sample size was limited
by the availability of appropriate samples. We recruited as many patients as possible. As this is the largest study to date of whole genome
sequenced acral melanoma samples and more than 50 more than the previous largest study, we considered this sample number sufficient.

Exclusion criteria were not pre-established. Of the 87 acral tumors described in this study, no data were excluded from the analyses unless the
relevant clinical data was not available for this patient. Samples where data was not available for that variable were excluded from statistical
comparisons where no clinical data was available for that parameter (These samples are listed as "Not available" for that parameter is
Supplementary Data 1). Associations of melanoma specific survival with SPRED1 mutation, PTEN mutation and presence of complex
chromosomes, associations of tumor thickness, tumor T Classification, and the presence of ulceration with TCGA molecular subtypes and
number of rearrangements, were limited to those samples had such data available (as listed in Supplementary Data 1). Analysis of
associations with RNA expression was confined to those 63 samples that had matching RNAseq data available - this included associations of
gene expression with mutations, expression of PD-L1, TERT and immune cell deconvolution by CIBERSORT.

Each sample was sequenced once. It is standard practice to sequence each sample once for whole-genome sequencing and it is not typical to
sequence the same samples multiple times, this is a cohort study and all patients represent biological replicates. This study represents the
largest cohort of a rare subtype of melanoma, and this was a descriptive study, not an experimental study, therefore replication in another
dataset is not possible at this time. The variant calling pipelines used in this study have been previously validated and used in a number of
other published genomic sequencing studies (including Newell et al, 2019, https://doi.org/10.1038/s41467-019-11107-x; Hayward et al, 2019
https://doi.org/10.1038/nature22071).

Randomization was not applicable since this study comprised whole-genome sequencing of an unselected series of tumours.

No blinding was undertaken - this was a descriptive study, not an experimental study.




