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Trinucleotide context is not sufficient to predict base mutability.
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To understand how well the trinucleotide context of each unique nucleotide substitution predicts base mutability, all biopsied individuals were split into two groups (Group 1 and Group 2), which were similar in ages. Within these groups, each substitution was sorted by nucleotide and trinucleotide identity. Sorted substitutions were then plotted by their VAF and compared between Group 1 and Group 2. If trinucleotide context is sufficient to predict how often and to what a nucleotide mutates, it would be expected that the comparison between Groups 1 and 2 would result in a uniformly clustered set of variants. If this were the case, the R-squared value would be small as the variant population would not fit a line (for example, the distribution could reflect a round cluster, if substitution frequencies are not correlated in the different sample sets but driven by chance). Alternatively, if factors other than just trinucleotide context were important in determining the mutability of a particular context, it would be expected that variant comparisons between Groups 1 and 2 would strongly adhere to a y=x line and therefore have a high R-squared value. For each context, the R-squared values are shown for the comparisons between Groups 1 and 2. With most comparisons showing a high R-squared value, it is clear that trinucleotide context is not sufficient to predict base mutability.
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Supplementary Table 2

C>T
R-Squared
0.942188
0.942336
0.914237
0.952932
0.958693
0.884787
0.907913
0.919144
0.98003
0.999966
0.937916
0.935708
0.939775
0.927451
0.907147
0.929315

p-value
0

O O O O O O O O o o o o o o o

T>A
R-Squared
0.165416
0.373684
0.50136
0.556291
0.34038
0.503585
0.46375
0.82306
0.34038
0.491406
0.57064
0.928586
0.960272
0.933907
0.750916
0.536645

p-value
0.001692
0

O O O O O O O O O O o o o o

T>C
R-Squared
0.582888
0.373684
0.50136
0.556291
0.34038
0.503585
0.46375
0.82306
0.560237
0.491406
0.57064
0.928586
0.960272
0.933907
0.750916
0.536645

p-value

0

O O O O O O O O O O o o o o o

T>G
R-Squared
0.582888
0.838034
0.595753
0.488577
0.622346
0.690602
0.999989
0.871428
0.658504
0.77013
0.77013
0.627575
0.350091
0.999998
0.739989
0.408415

p-value
0

O O O O O O O O O O o o o o o




