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Abstract:
The “oligometastatic” theory proposes that in some patients, metastasis is not

widespread but instead develops only in a limited number of sites and may be curable using
targeted local therapies, such as surgery or stereotactic ablative radiotherapy (SABR). Recent
randomized trials, including the SABR-COMET phase II trial in patients with 1-5 metastases, have
demonstrated that addition of SABR to standard of care (SOC) treatment significantly improves
outcomes. However, a biological definition of the oligometastatic state remains to be
established. This could aid in patient selection, identifying those most or least likely to benefit
from SABR. We have launched a phase III randomized trial for patients with 4-10
oligometastases (SABR-COMET10) that includes a multi-biomarker translational component
assessing circulating tumor cells (CTCs), circulating tumor DNA (ctDNA) and host immune cells.

Patients (n=159) are randomized to pre-specified SOC +/- SABR. Blood samples are
collected at 3 timepoints in both arms (randomization, 3-months post-randomization, and at



progression), and at 2 extra timepoints in the SABR arm (1-3 days after first fraction and 1-4
weeks after completing SABR). Analysis of CTCs is being carried out using CellSearch. Analysis of
ctDNA will include assessment of differences in concentration as well as
mutational/methylation changes. Finally, peripheral blood mononuclear cells (PBMC) will be
subjected to high-dimensional flow cytometry to determine differences in immune activation
and or exhaustion/suppression.

To date (09/21/2021), 87 patients have been enrolled. Of these, CTCs were detected in
~25% of patients at baseline/randomization with a range of 1-15 CTCs (mean 3 ± 2.8) and ~5%
having >5 CTCs. At follow-up, CTCs were detected in ~28% of patients at 3 months
post-randomization and ~11% at progression; both at a level of ≤5 CTCs. Ongoing analysis is
aimed at defining the relationship between CTCs and metastatic volume/sites of metastasis,
analysis of ctDNA and immune response, and correlation with oncologic outcomes. Our
ultimate goal is to identify novel blood-based biomarkers that can stratify truly oligometastatic
patients versus those with progressive metastatic disease, with the potential to shift the current
clinical paradigm by defining the oligometastatic state as a highly treatable or even curable
subset of metastatic disease.


