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synthesis After ampiification After prep and sequencing (BCsmolecular barcode)
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Numiber of differsnt oligomers = Qliserved EDC = 3
Median number of amplicons * Distincfoligomers = ObservedDC= 22378

initial prototype could possibly target the observed endogencus distinet coverage . N

(EDC), knowing that this value is lower than the input EDC due to assay losses ;";ﬁ??ﬁi ‘jf”e"([; Covege {ECYS
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{capture, figation, Himited sequance throughput. T

Input EDC x efficiency of assay = Observed EDC

FIGURE 3

Synthetic mutant melecules spans the variant basad on a sliding
window of increments of X bp steps.
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X= 160 f <endogenous distinct coverage of variant>

Endogenous distinct coverage

Distinet molecules spanning the variant when considering only
endogenous characteristic of each molecule: sequence and
orientation or, in terms of fragment afignment, START of alignment +
END of alignment + orientation.

Taking roughly the median of variants below 1% MAF (supermutant
fraction): 20

X=8
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Same sirateqy as SBSindels.
Syrboat chimerc seyusnce
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FIGURE 5

Exon 1 Exon 2 Exor 3

Normel sample
{not synthetic)

+ Synthelic sample can be restricted fe coding exons of genes affected by CNV

+ CNV methods does not require distinct coverage. We stltracommend applying sliding windows approach, in case distinet coverags is sventually takenintc
account by CNV detections methods.

+ Different proportions of normef and mutant dictates the CNV foid change.
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Dilutions should be performed with the assumption that the molecular weight of the genome equivalent for
synthetic sample and normal are very different.

Normal sample
Approximate

molecular weight of
exome aquivalent:
3310

Synthetic sample

Approxinale
molecular weight of
sxome squivalent:
overallsum of the
length of regions
covered

The DNA mags tc be usad in the diiution should be normelized by the
molecular weight of each substrate: normel of syrthelic sample
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