A method for Quantifying circulating tumor DNA level and Molecular Response using Methylome Sequencing
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Results

Introduction

Circulating tumor DNA (ctDNA) level and change in ctDNA
level on-treatment are promising tools for predicting patient
prognosis and response to therapy.
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LoD was determined as the minimum cTF level at which
>=95% of replicates exhibited methylation signals derived
from tumors. LoQ was defined as the minimum cTF level at
which the coefficient of variation (CV) across replicates was
less than 30%. The accuracy of methylation-based cTF was
compared to cTFs derived from the maximum MAF of somatic
mutations on 5,045 clinical samples of cancer patients.
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Clinical titrations = clinical cancer samples experimentally titrated into a
cancer-free donor sample at known fractions
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Specifically, in two technical replicates of a clinical

colorectal cancer (CRC) sample with titration levels at -40%

Methylation
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0.5% and 0.3% cTF, the methyl cTF was estimated
based on thousands of regions, whereas the genomic
cTF can only be estimated from three detectable
somatic mutations (Figure 3 and Table 2).

Figure 3 & Table 2. Methylation signals and somatic mutations in two pairs of
replicates of clinical titrations (0.5% vs 0.3% cTF).

Conclusions

e With methylome sequencing, GuardantINFINITY enables accurate quantification of ctDNA level with a
liquid-only approach, providing advantages compared to traditional quantification with somatic VAF:

o GuardantINFINITY accurately detects and quantifies cTF in patients without detectable somatic
mutations, offering more patients easy-to-access longitudinal ctDNA monitoring tools.

o Based on thousands of differentially methylated regions, the quantitation from GuardantINFINITY
provides greater precision in repeated measurement compared to somatic VAF.

For more information, visit www.guardanthealth.com



