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The concept of local consolidative therapy (LCT) for
oligometastatic non-small cell lung cancer (NSCLC)
using radiation therapy and/or surgical resection has been
present for approximately two decades (1-3). However, data
supporting this approach has evolved from single-institution
retrospective series (which can be influenced by selection
bias) to multi-institutional randomized studies. This year,
Gomez and colleagues published longer term follow-up of
such a trial comparing LCT versus maintenance therapy/
observation (MTO) for patients with radiologically apparent,
oligometastatic NSCLC following first-line systemic
therapy (4). In that analysis, it was reported that not only was
the progression-free survival (PFS) significantly higher for
patients receiving LCT versus MTO (median 14.2 versus
4.4 months, respectively), but LCT patients also experienced
significantly longer median overall survival (OS) (median
41.2 vs. 17.0 months). There were no grade 3 or greater
toxicities. These differences were detected despite the fact
that almost half of the MTO patients had disease progression
and received salvage LCT. However, unlike upfront LCT,
salvage LCT did not lengthen median OS compared to
MTO (median 17.0 months).

These findings are certainly promising and exciting in
the context of other recent Phase II randomized trials. In

the SABR-COMET trial, Palma and colleagues used a
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slightly different approach-eligible patients could have up
to 5 metastatic lesions receiving definitive-intent dosing.
In that Phase II study, median OS in the SBRT arm was
significantly longer than in the patients receiving standard-
of-care palliative therapy, 41 versus 26 months (5). The idea
that consolidative radiation therapy could be used to keep
patients off systemic therapy following first-line treatment
is attractive from many perspectives—the patient, the payer,
and the physician. The differences in survival in both of
these randomized trials are staggering. One wonders what
the international multidisciplinary response would be if
the agent being tested was a new immunologic or targeted
agent rather than radiation therapy. That being said, there
are a number of questions that must be answered before we
can appreciate the true clinical impact that LCT could have
for the oligometastatic NSCLC population.

One such question is what the optimal dose and
fractionation are for LCT. In the Gomez trial, the LCT
group could receive SBRT, hypofractionated radiation
therapy, or concurrent chemoradiation therapy as the dose
and fractionation were at the discretion of the radiation
oncologist, with the intent of delivering curative-intent
treatment when possible (6). Additionally, some patients
were treated with a combination of palliative-intent
radiotherapy (to bone metastases) and definitive-intent
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Table 1 Current ongoing randomized controlled trials evaluating radiotherapy for local consolidation of all disease sites in oligometastatic

NSCLC
Study Trial type/status Number to accrue  Major inclusion criteria  Consolidative therapy approach Primary endpoint
SABR-COMET  Phase llI 159 Any malignancy with SBRT Overall survival
10 (5,7) 4-10 metastases
Gomez (4,6) Phase Il 49 (closed early due 1-3 metastases Palliative RT or SBRT or surgery Progression free
to early significance survival
in treatment arm)
NRG-LU002 Phase /11l 400 NSCLC 1-3 SBRT and/or surgery Phase Il—progression
metastases free survival
Phase lll—overall
survival
SARON (UK) (8) Phase 340 NSCLC with 1-3 Conventional RT or SBRT Overall survival
metastases (EGFR and
ALK negative)
OMEGA (ltaly) Phase I 195 NSCLC with 1-3 SBRT or RFA or surgery Overall survival
metastases
STOP-NSCLC  Phaselll 54 NSCLC with 1-5 SBRT Overall survival
(Canada) metastases
HALT (UK) (9) Phase /11l 110 NSCLC with 1-3 SBRT and systemic TKI Progression free
metastases showing survival
progression on TKI
NORTHSTAR Phase Il 143 EGFR+ NSCLC, stage Osimertinib + surgery and/or RT Progression free
(US) (10) lIB/IV not amenable to vs. osimertinib alone survival

curative-intent therapy

NSCLC, non-small cell lung cancer.

SBRT, or a combination of radiation therapy and surgery.
By comparison, in SABR-COMET, only ablative doses of
radiation could be used, and surgery was not allowed (5).
With this in mind, understanding the associated toxicities
will be key, as SABR-COMET showed a significantly
higher rate of Grade 2 or greater adverse events, including
treatment-related deaths in 5% of patients after SBRT.
These Phase II studies also included relatively small
participant numbers (by design) that limit sub-group
comparisons to determine which patients LCT benefits
most, and heterogeneity becomes inevitable between
treatment arms despite randomization. It is thus important
that these findings be validated by large Phase III
randomized controlled trials, such as those listed in Table 1.
We believe that results from Phase III trials are necessary
before LCT finds utility in standard clinical practice.
Additionally, enhanced tumor biomarkers, such as pre-and
post-treatment circulating tumor DNA burden, may help us
more accurately predict subgroup outcomes (11). Another
important aspect will be the transparent reporting of workflows
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for these patients—especially those receiving SBRT to >3
extracranial metastases. One can easily imagine the logistical
issues of trying to simultaneously or sequentially treat lesions
that are subject to motion (lung, liver) versus those that are
not (bone, brain), in terms of setup and motion management.
Careful design and analysis of clinical processes will be needed
for physicians, physicists, dosimetrists and therapists to avoid
errors (12). It is likely that new quality assurance pathways
will need to be created for comprehensive oligometastatic
SBRT cases. Finally, it remains to be determined whether
there are any differences in patient-reported outcomes (PRO)
and quality-of-life (QoL) assessments for patients treated
with conventional therapy versus LCT. While we presume
that increased time to progression of disease and resumption
of systemic therapy would be associated with improved
PRO/QoL outcomes, is there a threshold for the number
of treatment sites where this does not hold true? Similarly,
if we look at the history and legacy of phase III clinical trials
for brain metastases, is it possible that there are survival
benefits for some patient sub-populations but not others (13)?
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Prospective phase III trials such as those listed in Table 1 will
help us find these answers, and international collaboration and
support of these trials will be key to providing the best possible
care to our patients with oligometastatic lung cancer.
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