Association of a ctDNA biomarker of treatment response with clinical outcomes in a real-world
pan-cancer cohort treated with tyrosine kinase inhibitors
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INTRODUCTION

SUMMARY

Clinical evidence suggests that early changes in circulating tumor
DNA tumor fraction (ctDNA TF) is predictive of patient response to
immune checkpoint inhibitors and may be used for treatment
response monitoring.

Applicability of longitudinal ctDNA TF biomarkers for assessing
treatment response to Tyrosine Kinase Inhibitors (TKIs) is not well
known.

Here, we evaluate our previously published algorithm, xM used for
treatment response monitoring (TRM), a novel approach for
determining quantitative changes in ctDNA TF utilizing diverse
genomic events, and its association of to outcomes in a real-world
pan-cancer cohort treated with TKI therapy.

e XM used for treatment response monitoring (TRM) is a robust, serial quantitative ctDNA TF algorithm that has the potential to be used
clinically as a dynamic quantitative biomarker to evaluate response to TKI therapy.

e In a real-world heterogeneous cohort, xM used for TRM molecular changes were significantly associated with patient outcomes (rwPFS
HR=0.45, p=0.02 and rwOS HR=0.16, p=0.005).

e This biomarker may help optimize treatment decision making and spare ineffective therapy for patients that do not respond to their TKI

regimen.
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Figure 1. Overview of algorithm design and components that feed into ctDNA

tumor fraction estimation
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