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* The patient-centric liguid biopsy approach to detect changes in circulating tumor DNA B) = Figure 4. An MR outlier was shown to harbor mutations A) — e
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* We investigated this approach in the mCRC palliative treatment setting by exploring the
potential clinical utility of the validated Guardant Health Molecular Response (MR) algorithm.
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5- MR scores for this patient across all timepoints reflected an
METHODS o increase in MVAF compared to baseline (Fig 4B). R
+ GuardantOMNI™ detected a low level KRAS alteration B) °* Ry
70 baseline and longitudinal plasma samples (27-276 days post treatment) were collected from 14 \ , \ , P | , (KRAS G13D) in the baseline plasma sample of this e
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more targeted therapies. All patients were clinically stable or had clinical benefit over the course of  Figure 2. Mean VAF reductions from baseline are _ ; 3 + In addition, this patient develop}e/d both KRAS Q61I?I And
plasma collection. 6 patients had radiological response by RECISTv1.1 and 10 had tumor tissue-  Similar between early and late treatment . BRAF V600E mutations when on treatment.
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ES_003 Rectum Adenocarcinoma W, PT3pN2cM1  BRAF/ KRAS/ NRAS wildtype ~ CTx + anti-PD-L1 + anti-EGFR on-treatment timepoints trended in the same - i e MR score. | | | | s 018 Chems 174,0 0,0 N
ES_004 Rectum Adenocarcinoma v TXNXcM1  BRAF/KRAS/NRAS wildtype ~ CTx + anti-PD-L1 + anti-EGFR direction as the early 4-10 week on-treatment ' ' « All 5 patients with RECIST 1.1 information had ES_039 Chermo 15, 20 55,0 N
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ES_029 Colon Adenocarcinoma W, 0T4pN2 pM1b  BRAF/ KRAS/ NRAS wildtype ~ CTx + anti-PD-L1 + anti-EGFR . However, mVAF notably fluctuated in response to CTx only across treatment imepoints (Fig 3F and 3G) further investigation. ES_004 Chemo + anti-EGFR + anti-PD-L1 | 143,110 133, 150 Y PR
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number variations (CNVs), fusions, microsatellite instability high (MSI-High) status, and tumor - oo wer o — e —wsewex  treatment initiation with chemotherapy alone or combined with one or more targeted therapies (anti-PD-L1
mutation burden (TMB) was reported. Somatic classification and status of SNVs and Indels was — rosor cras T meare —wmimse  and/or anti-EGFR) are sufficient to support MR assessments to supplement patient response determined
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Guardant Health MR algorithm? With the caveat that we have analyzed small sample numbers, the data suggest that the molecular

oS s ¢ ’ . £s 003 . response profiles might differ between CTx only and CTx + targeted therapy in the treatment of metastatic
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RESULTS ..B) AN D) - ARDIG P1992p colorectal cancer in that molecular responses are stronger and more consistent with CTx + targeted
ol  lern Rssor _ T ao1vaseL therapies. Larger cohorts need to be investigated to draw definitive conclusions.
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« Aggregate count of somatic alterations detected in most prevalent mutated genes detected in plasma across gioo ~ NorcH1 miseal T RPis Kasoom * We also highlight the advantage of the patient-centric liquid biopsy approach to detect potential resistance
the patient cohort (Fig 1A) s T Nt R - PIKacA ESasK mutations prior to therapy initiation that may not be detectable in the diagnostic tissue sample?. This
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. All detected somatic ctDNA alterations, including fusions, CNVs, Indels, and SNVs per sample (Fig 1B). — FEncassices — e concept Is especially relevant to patients available for post-progression therapies where the diagnostic
Germline and somatic putative clonal hematopoiesis of indeterminate potential (CHIP) variants were excluded. —— RCTOR Hi3arT P tissue may not reflect the current genomic make-up of the disease.
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