Removal of end-repair from liquid biopsy library preparation reduces hypomethylation artefacts
and improves fragment-level accuracy in duet cfDNA assays for improved ctDNA detection and

tissue of orlgln determination
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data, we analysed a set of 1,068 genomic regions that are fully methylated at CpGs across all major human cell types®
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apparently fully-unmethylated fragments even when many CpGs are present in the fragment. This suggests that, in
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cytosines. During end-repair unmodified cytosines may be incorporated
independently of the modification state of the original molecule. This can
occur at 5 overhangs and also from nicks within a strand.
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