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            Abstract
Metastases remain the leading cause of cancer-related mortality. The oligometastasis hypothesis postulates that a spectrum of metastatic spread exists and that some patients with a limited burden of metastases can be cured with ablative therapy. Over the past decade, substantial advances in systemic therapies have resulted in considerable improvements in the outcomes of patients with metastatic cancers, warranting re-examination of the oligometastatic paradigm and the role of local ablative therapies within the context of the improved therapeutic responses, shifting patterns of disease recurrence and possible synergy with systemic treatments. Herein, we reframe the oligometastatic phenotype as a dynamic state for which locally ablative, metastasis-directed therapy improves clinical outcomes, including by prolonging survival and increasing cure rates. Important risk factors defining the metastatic spectrum are highlighted that inform both staging and therapy. Finally, we synthesize the literature on combining local therapies with modern systemic treatments, identifying general themes to optimally integrate ablative therapies in this context.


Key points
	
                  Metastases remain the leading cause of cancer-associated mortality; however, the oligometastasis hypothesis postulates the existence of a spectrum of metastatic spread.

                
	
                  In the context of modern systemic therapies and improved cancer detection, the oligometastatic phenotype is framed as a dynamic state within which local ablative therapies improve clinical outcome, including prolonging survival and achieving cure.

                
	
                  The definition of the oligometastatic state should be expanded beyond the number or size of metastases, and incorporate clinical risk factors, tumour biology, host biology and novel biomarkers that intersect to define the metastatic spectrum.

                
	
                  Blood-based biomarkers (such as circulating tumour DNA) might help select patients across the metastatic spectrum for systemic therapy and/or local therapy.

                
	
                  As imaging modalities are improved and become more sensitive, it will become increasingly possible to detect and locally ablate all oligometastases (including those previously undetectable with less-sensitive imaging techniques), potentially facilitating the de-escalation of systemic therapy.

                
	
                  In patients who are unable to be cured with ablative metastasis-directed therapies, cytoreduction might still improve the efficacy of systemic therapies via several mechanisms, such as elimination of subclones poised to confer resistance; thus, the integration of local therapies with evolving systemic treatments could result in long-term survival.
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                    Fig. 1: The oligometastatic state across primary cancer types.[image: ]
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