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Introduction

« Genome-wide cell-free DNA (cfDNA) fragmentation patterns have previously
been demonstrated to distinguish with high sensitivity and specificity between
plasma samples from individuals with and without cancer’

Objectives

+ To evaluate the cfDNA fragmentation assay as a blood-based screening test to
detect multiple different solid tumors

Methods

Plasma Samples

- Samples from 281 patients referred to Diagnostic Outpatient Clinic of the Herlev
and Gentofte Hospital (Copenhagen University Hospital, Copenhagen,
Denmark) due to non-organ specific signs and symptoms of cancer

cfDNA Fragmentation Approach (adapted from Cristiano et al)!

Noninvasive cancer screening (DELFI)

\wo\ea_sﬁjqi.gfﬁ ted D/V4

White-blood-cell-derived cfDNA Tumor-derived cfDNA *;

M/\MWW%/WW“\"MVHM\,«M’L“’M“\“\M’“%M\*”\JW”’/W\”\P’”‘“’“"\’V\N
e N VA L e N T

15 16 17 18 19 20 21 22

Cancer Healthy

Genome Position

Learning }) ~
’)\J

Biliary Breast Colon  Gastric Lung  Ovarian Pancreas

- cfDNA fragmentation approach was performed as previously described?:

— cfDNA extracted from plasma, processed into sequencing libraries, examined by
low-coverage whole-genome sequencing (WGS), mapped to the genome, and
analyzed to determine cfDNA fragmentation profiles across the genome

— Machine learning used to generate a DELFI score and to classify individuals as
healthy or having cancer
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Results

Performance of cfDNA Fragmentation Assay for Survival by DELFI Score
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« Within 3 months of inclusion, 74 patients were diagnosed with 1 of 16 different
solid cancers while 207 patients did not have cancer
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Overall Performance of cfDNA Fragmentation Assay for

. - Higher DELFI scores were associated with a decreased overall survival,
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Specificity

AUC of receiver operating characteristic (ROC) for analysis of 74 individuals with Stage |1-IV cancer and 207
non-cancer controls.
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