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i Obtain one or more samples comprising tumour genetic material 1/1 0

and one or more germline samples
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i Determine the sequence contant of tha one or more samplas
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Identify positions where the sequence of the

tumour differs from the germline sequence
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For each sample comprising tumour ganetic material, obtain number of
reads that show a tumour spacific mutation, number of reads that show the
corresponding garmline allele and/or total number of reads at the location of

the tumour specific mutation
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Obtain at least one tumour fraction estimate, at least one set of

candidate joint and a
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Determine a posterior of the pecifi
mutation being clonal
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l Determine whether the tumour-specific mutation gives rise to a necantigen |
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Determine whether a tumour-specific mutation satisfies at least one criterion
on the results of step 20 and one criterion on the results of step 22

(57) Abstract: A method of determining whether a tumour-specific mu-
tation is likely to be clonal in a subject is provided. The method comprises
providing sequence data from one or more samples from the subject com-
prising tumour genetic material, the sequence data comprising for each
of the one or more samples, and determining the likelihood that the tu-
mour-specific mutation is clonal as a posterior probability depending on:
a prior probability of the mutation being clonal, and the probabilities of
observing the sequence data if the tumour-specific mutation is (i) clonal
and (ii) non-clonal, in view of a tumour fraction for each of the one or
more samples and one or more candidate joint genotypes. Related meth-
ods, systems and products are also described.
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