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through a low-cost, low invasiveness and widely available test, similar to what the Pap to be slightly lower on average, which may be a result of reduced noise in the saliva
test has done for cervical cancers. 0.005 ’

samples. PacBio called slightly more microsatellites as unstable on average across
samples, despite having a similar number of callable loci across technologies.

In this assay, for each subject, an intra-uterine brush sample is collected along with a
saliva sample. The genomic DNA is extracted from both these samples, captured using
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probes with a total size of 146.46 kb using SureSelect XT HS (see target design), o A 0.6 R?=0.999 . B
sequenced at 20 million reads to a median DNA fragment depth of at least 80% at 1000x, ® 0.05
and deduplicated using UMIs. In parallel, uncaptured libraries are also used for Low-pass © L0 ..
whole genome sequencing (LP-WGS). Somatic and copy number variants are called, as 5 0.003 EOA ém
well as germline variants for 10 genes, and microsatellite instability (MSI) status is s * duplex £ £
determined for known microsatellite loci within the target region. Separately, clinical MSI T * hybrid éos %0-02 pt ¢
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As the ability to detect early stage cancers relies on high sensitivity and specificity, we D 0.1 lllumina thresholds

were interested in testing the PacBio Onso sequencing by binding (SBB) technology

which promises much higher sequencing qualities and better performance in 0.001
homopolymer regions, thus should potentially increase variant detection and MSI calling

performance.
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