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Background Clinical Study

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
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landscape and improved survival of these patients. Ny by P Py
Clonal evolution Is considered a major cause of drug

resistance and non-invasive strategies to detect new

and evolving mutations can impact the delivery of Monitor Urine KRAS ctDNA for Monitor Urine KRAS CtDNA for

. . . Response or Treatment Failure Emergence of KRAS Mutations
personalized treatment. Moreover, non-invasive
techniques have the potential to transtorm the e Interim analysis of 4 metastatic CRC patients with positive KRAS tissue status
standard of response assessment in metastatic Liquid biopsy: urine as a source of CtDNA Metastases: liver, n = 3; lung, n =1
colorectal cancer (MCRC) and reduce the need for » Patients were monitored for KRAS ctDNA during chemotherapy
imaging in the management of CRC. FOLFOX, n = 4; surgery, n = 2

* Urine was collected every two weeks on treatment (x6), and with each radiologic scan (at 6-8 weeks)
Results
Urinary KRAS G12/13 Assay Monitoring ctDNA KRAS for Response to Chemotherapy

« Urinary ctDNA was extracted using Trovagene platform that preferentially isolates small fragmented DNA. Decrease in KRAS G12/13 mutational burden after 2 weeks of chemotherapy

 Highly sensitive, quantitative mutation enrichment PCR-NGS (MiSeq) assay for the detection of KRAS

codon 12/13 mutations in highly fragmented ctDNA. | - | |
« For greater sensitivity in fragmented ctDNA, the assay utilizes a 31bp footprint. A selective enrichment ¢ A concordant KRAS G12/13 mutation was detected in urinary ctDNA In 3 of 4 mCRC patients. In 1 of

correlates to treatment response

step for mutated DNA fragments suppresses wild-type (WT) sequence amplification with a blocker. 4 patients (patient with lung metastases), a difierent KRAS mutation was detected In urine after
Barcoded adaptor primers are added for compatibility with next generation sequencing (MiSeq). surgical resection of the primary tumor
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Conclusions Contact Information

 Dynamics of urinary ctDNA KRAS G12/13 mutational load correlated with clinical course in mCRC patients. 1. Afsaneh Barzi, MD, PhD
 Decrease In urine ctDNA KRAS G12/13 mutation levels after 2 weeks of chemotherapy detects molecular response in advance of radiographic response. barzia@usc.edu

* In one patient (Patient 1), radiographic progression was detected 3 months after rising ctDNA KRAS mutation was observed In urine.

« The ctDNA KRAS G12/13 assay can be used to guide treatment decisions in mCRC patients.

 Given these results, expansion of this cohort is underway to investigate the clinical utility of KRAS mutation copy number correlated to a spectrum of various

treatments for mCRC at different treatment stages. 3. Heinz-Josef Lenz, MD
lenz@med.usc.edu

2. Mark G. Erlander, PhD
merlander@trovagene.com
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