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Background

Colorectal cancer (CRC) is the third cause of cancer mortality in the United States.
Despite advances in early detection, each year more than 50,000 patients are diagnosed

with metastatic disease. Combination chemotherapy, targeted drugs, and surgical 30 KRAS G12/13 mutant positive by tissue biopsy 30 KRAS wild-type by tissue biopsy
Interventions have revolutionized the treatment landscape and improved survival of these l l

Monitoring molecular response to chemotherapy by urinary KRAS
(Figures 3, 4, 5)

e Five patients with positive KRAS G12/13 status in urine at baseline were monitored on treatment (FOLFOX).
» Clinical responses determined by RECIST 1.1 criteria. Urinary ctDNA assessed at Cycle 4 Day 1,
contemporaneously with CT scans (Figure 3).

— Best Response by imaging: Partial Response (PR) was observed in 3 patients, Stable Disease (SD) was

Anti-EGFR plus Chemotherapy observed in 2 patienjts. _ _ _ _
E — Molecular response in urinary KRAS: KRAS mutation burden in urine decreased by more than 90% at

Cycle 4 Day 1 in all five patients who responded to FOLFOX (Figure 3).

e Decrease in urinary KRAS is observed after 2 weeks of therapy in patients with PR and SD
(Figure 4, representative patients shown).

* Monitoring by urinary KRAS allows to detect response and progression in advance of imaging (Figure 5).

Clinical Study
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60 Metastatic|CRC Patients

patients. Radiographic imaging in patients with mCRC is the current standard of care for
monitoring responses. At least 40% of patients with mCRC have tumor associated KRAS
mutations, and these may be detected in tumor DNA in plasma and urine. The aim of this
study was to correlate the dynamics of KRAS mutational load in urinary ctDNA with E
clinical responses in patients with mCRC.

Chemotherapy
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ctDNA KRAS G12/13 assay (Figure 1)

Urine (specimen collection kit available, room temperature stability = 2 weeks) Figure 5. Dynamics of urinary KRAS predicts clinical response in advance of imaging
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— Urine: Concordant KRAS G12/13 mutation was detected in 5 of 7 patients. In one additional patient
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