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BACKGROUND CTDNA SHEDDING & CLINICAL ACTIONABILITY SUMMARY

The field of oncology has increasingly embraced comprehensive genomic A ™ —— L B B. o .

profiling (CGP) to enhance treatment decision-making for late-stage solid : o th t '. *F . t . ACFOSS a” analyzed SO“d tumor typeS, d

tumor cancer patients. In particular, liquid biopsy CGP assays: N : i s Significant proportion Of cancers are

« Detect clinically actionable somatic mutations via circulating tumor DNA. ] .:;;. . | _g 5| hedders, Of Ce"-free circulatin

* Alleviate issues with sample availability, tumor heterogeneity, and " : 5 . .5: ! § OW S _ ] g
turnaround time in tissue-based CGP testing. ;: N .o .:° | % 50 tumor DNA, as evidenced by variant allele

Howeyer, current liquid bio_psies are geneI:aIIy unre1liable Tor the detection ) ; ,8 . :: VA 05% % o fractions (V AFS) of <0.5% on |IqU| d blopsy

of variants below 0.5% variant allele fraction (VAF)', leading to an unmet B S 4 . il e vaF 0.2% = Actionatle _ _

clinical need for a highly sensitive liquid biopsy: o1{ b et e : S oo = Cinially Even in the lowest Shedd|ng cancer typeS,

« Many cancers shed little ctDNA - %2 of SNVs are <0.5%, 4 <0.25% VAF.2

 Patients are similarly likely to respond to targeted therapy regardless of
driver mutation VAF level in blood.?™

Northstar Select is a CGP assay that leverages Quantitative Counting
Template™ (QCT) technology and innovations in chemistry, panel design,
and bioinformatics for greatly increased sensitivity. Here, we present:

« The clinical relevance of variants called by Northstar Select and their
indication of ctDNA shedding rates, across cancer types.

» Head-to-head comparison of results against on-market liquid biopsies.
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Fig 2. In a cohort with a high proportion of low ctDNA shedding cancers, Northstar Select detects clinically relevant results for ~70% of patients.
A. Median VAF of pathogenic SNVs and Indels for each patient estimates shedding rate. Reference values of 0.2% and 0.5% VAF reveal the number of ‘low shedder’ cancers.
B. Proportion of patients with at least one reported variant that is clinically actionable, pathogenic but not clinically actionable, or VUS, per cancer type.
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Northstar Select is highly sensitive for
clinically actionable variants.

In a head-to-head clinical validation,
Northstar Select demonstrates higher
sensitivity than on-market liquid
biopsies, due Iin large part to the detection
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g A g w PIGCA ompteaten) |3 | The majority of additional SNVs, Indels,
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Fig 3. Northstar Select demonstrates higher sensitivity & diagnostic yield than comparator assays.

Table 1. Variants with FDA-approved therapies
detected by Northstar Select vs. comparators.
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