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Commentary: Think systemically,
act locally
Brendon M. Stiles, MD

CENTRAL MESSAGE

Surgery remains a good option
for local consolidative therapy
for select patients with metasta-
tic lung cancer.

T
H
O
R

Brendon M. Stiles, MD

It is open season on oligometastatic cancer. Spurred on by a
handful of key publications, the concept of local consolida-
tive therapy (LCT) for patients with metastatic lung cancer
is gaining traction. A search of ClinicalTrials.gov for the 2
terms yields 37 trials, the vast majority utilizing stereotactic
radiation therapy rather than surgery for LCT. The defini-
tion of oligometastatic itself seems to be a moving target,
with initial studies defining oligometastatic as either 1 to
3 lesions or 1 to 5 lesions, whereas newer studies push the
number even higher.1,2 In this context, it is important to un-
derstand the data and existing limitations on LCT. The trial
reported by Gomez and colleagues1 was a multicenter,
phase II study of 74 patients with stage IV lung cancer
who did not progress after initial systemic therapy, subse-
quently randomized to LCT (ie, radiation therapy or resec-
tion of all lesions) or standard therapy. LCT patients had
longer progression free survival (11.9months vs 3.9months;
hazard ratio, 0.35; 95% confidence interval, 0.18-0.66).
Despite that impressive difference, the number of patients
was small, the inclusion criteria were broad, and most
importantly progression free survival may not be the best
surrogate for efficacy given that sites of potential progres-
sion were all treated in 1 of the arms and not the other, mak-
ing radiographic assessment distinct between the 2 arms. In
Stereotactic Ablative Radiotherapy versus Standard of Care
Palliative Treatment in Patients with Oligometastatic Can-
cers, another randomized phase II trial (this time only using
stereotactic radiation for LCT), the authors did show a
strong trend toward a difference in overall survival favoring
LCT (41 months vs 28 months; hazard ratio, 0.57; 95%
confidence interval, 0.30-1.10).2 However, the trial
included patients with multiple tumor types and differing
numbers of metastases that were unbalanced between
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arms. Additionally, there were more adverse events in the
LCT arm and a reported 4.5% rate of treatment-related
death in the stereotactic radiation group.
Regardless of criticisms, there is an overwhelming in-

terest in stereotactic radiation therapy for LCT for oligo-
metastatic lung cancer. This is based on the low early
treatment-related morbidity and presumed excellent local
control (>90%) of stereotactic radiation. However, Mitch-
ell and colleagues3 remind readers not to forget surgery as
an option for local control, pointing out that in experienced
hands surgery is associated with low perioperative mortal-
ity and excellent long-term results in this setting. In their
retrospective study of select patients with metastatic
lung cancer undergoing surgery (n¼ 25), therewere 0mor-
talities at 90 days and the median postoperative survival
time was 55.2 months, with a 5-year overall survival of
48%. Clearly, patient selection matters and a criticism
should be that perhaps patients were too carefully selected,
with only 25 patients undergoing operation in 18 years. Se-
lection bias therefore makes it impossible for us to draw
any conclusions regarding overall efficacy of LCT. Never-
theless, by comparing these patients with those treated
with radiation therapy at their center who were also care-
fully selected (albeit differently) over the same time
period, the authors make the important point that results
with surgery at least seem potentially comparable to those
achieved with radiation therapy. How then should we
decide whether the local in LCT should be surgery or
radiation?
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Undoubtedly, this is a difficult, patient-specific question
that will ultimately require randomized data to answer. In
the lung, for tumors or lymph node metastases that require
conventionally fractionated radiation therapy rather than
stereotactic radiation, given the expected higher local fail-
ure rate and morbidity of conventional radiation, one might
instead consider surgery if the disease burden is resectable
by lobectomy. Alternatively, if it is believed that a pneumo-
nectomy is needed to obtain an R0 resection, radiation ther-
apy would seem to be a rational choice given the potentially
high morbidity and mortality following pneumonectomy at
many centers. I hypothesize that the molecular status and
systemic treatment utilized for individual patients might
also be important. Radiation therapy, because of the delayed
cell kill and potential immune priming effect, may ulti-
mately become the LCT treatment of choice for patients
treated with immunotherapy. However, for patients with
specific driver mutations treated with targeted therapy (eg,
epidermal growth factor receptor mutations and anaplastic
large-cell lymphoma kinase rearrangements) in whom
known resistance mutations evolve in small subpopulations
of cells, complete early eradication of all of the disease be-
comes more critical. The 60% complete pathological
response rate reported after stereotactic radiation in the
Measuring the Integration of Stereotactic Radiotherapy
Plus Surgery in Early-Stage Non–Small Cell Lung Cancer
1506 The Journal of Thoracic and Cardiovascular Sur
trial (acknowledging the possibility that there could poten-
tially be ongoing cell kill after 10 weeks), may not be
adequate to avoid acquired resistance in persister cells in
these patients’ tumors.4 Perhaps in those situations surgery
should be favored if it can be done safely. Either way, as sys-
temic control continues to improve and as patients with
metastatic lung cancer live longer on targeted therapy or im-
mune checkpoint blockade, I agree with the authors that lo-
coregional control will become more important. LCT is
here to stay.
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