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500 \

Generate sequence reads from a tumor nucleic acid sample, a
noncancerous nuckeic acid sample, and a non-tissue nucleic acid sample
505

é

Generate a tumaor variant call file, a noncancerous variant ¢call file, and a
non-tissua variant call file
510

l

Compare the tumor variant call file to the noncancerous variant call file to
generate a list of somatic variants
515

é

Comparing the list of somatic variants to the non-tissue variant call file to
generate a list of candidate somatic variants
520

‘

Generate, by a classification machine learning modsal, scores for each of
the candidate somatic variants in the list of candidate somatic variants
825

:

Determine a clDNA status for the patient based on the scores
530

Generate a report that provides the ctDNA status for the patient
235

FIG. 54
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Access a labeled training datasst.

[y

0

L

Perform an iterative training process (o train a classification model using
the labeled fraining dataset

(o
N

Output the trained classification model.

1oy
N
L]

FIG. 58
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268 stage il patients with post-surgery
blood available. All patients received ACT.

Patients excluded:
Blood collected on day 1-2 post-surgery (14)
Tumeor biock from primary tumor not available {(13)

243 patients with post-surgery blood AND
tumor tissue available.

Patients excluded:
Insufficient tumor tissue to isolate DNA (3)
insufficient DNA for the assay (5)
Insufficient post-surgery cfDNA for the assay (5)
QC-failure (19)

209 patients included in PROVENCS3 study.

FIG. 84
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outcome

o below thresh

o above thresh
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Reference ctDNA Level (%)
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