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Orthogonal implementation for dissemination
As an orthogonal approach to characterise dissemination patterns, we implemented the
published tool MACHINA1 (Methods: Inferring metastatic migration patterns). We observed
that for 90% (114/126) of tumours, the dissemination patterns were concordant with our
approach (Extended Figure 5h). For the cases with disparate dissemination classifications
(12/126), MACHINA defined the dissemination patterns as polyclonal while our approach
defined the cases as monoclonal (Extended Figure 5h). This is consistent with our method
being conservative and can be traced back to differing assumptions of the two methods;
MACHINA assumes no metastasis specific clones can exist, therefore the clone(s) must
have been missed within the primary. This can lead to multiple seeding events being
inferred. In fact, when relaxing the hypothesis to allow for seeding from sources other than
the primary, all 12 cases (100%) where the classifications differed, were predicted with
MACHINA to have a metastasis being seeded by another metastatic region compared to
only 6 out of the remaining 114 cases (5.3%). Conversely, our method for determining the
mode of dissemination (Methods: Classifying dissemination patterns) allows for metastasis
specific clones and predicts the seeding event to occur prior to this.
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