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Surgery for stage IV non-small cell lung cancer?
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Textbook approaches for the role of surgery in non-
small cell lung cancer (NSCLC) are straightforward;
surgery alone for stage I tumors, surgery followed by
adjuvant chemotherapy for stage II disease, a persistent
but controversial role as part of multi-modality treatments
for stage IITA disease, but with IIIB and stage IV disease
typically being approached as surgical no-fly zones except
for rare circumstances. Like most things in life however,
disruption is everywhere. The “textbook” paradigm is
getting turned on its ear, most profoundly in the setting of
limited burden stage IV disease or “oligometastatic” lung
cancer.

Historically, limited retrospective case series have
suggested a potential role for surgery in limited NSCLC
metastatic disease (1,2). Favorable outcomes have been
described for the application of surgery to isolated
metastases of the brain or adrenal glands in conjunction
with removal of the lung primary lesion (3). Although these
results have suggested that there may be a subset of patients
with limited metastatic disease that could benefit from
aggressive local therapy, this concept has remained on the
fringe until recent publication of the Gomez trial results (4).

The concept of clinically significant oligometastases was
first introduced in 1995 by Hellman and Weichselbaum (5),
who proposed that patients with limited metastatic disease
might benefit from local therapy. Depending on how you
define it, oligometastatic disease is found in approximately
7% of patients newly diagnosed with NSCLC (6). This
problem of definition has been one of the main stumbling
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blocks to advancing the science. What really constitutes
limited or oligometastatic NSCLC? Multiple “consensus
statements” have been brought forward (7-9) to capture the
idea of a favorable clinical state with evidence of treatment
response, more indolent biology, a limited number of
disease sites, and therefore the possibility for enhanced
disease free and even overall survival (OS) (10).

The dilemma in all of this is that talking heads do not
change clinical practice, properly done clinical trials do.
Gomez et al. at MD Anderson took the effort to write
down a definition and test it in a randomized, phase II
clinical trial to formally address the question of whether
aggressive local therapy (either surgery and/or radiation)
for advanced disease really provides clinical benefit. Their
initial report in Lancet Oncology in 2016 (11) from multiple
institutions demonstrated benefit for stage IV NSCLC
patients with 3 or less metastases, and no progression 3 or
more months after systemic therapy (platinum doublet or
agents targeting EGFR mutation or ALK rearrangement).
In the study, randomization was done (1:1) to maintenance
therapy or observation (M'T/O), or to local consolidative
therapy (LCT) to all active disease sites. Initial trial (11)
closed prematurely following accrual and randomization of
49 patients, given that it demonstrated an observed 8-month
benefit in progression-free survival (PFS) in the LCT ws.
MT/O group. These intriguing findings have held up in the
updated results, recently published in the Fournal of Clinical
Oncology (12) included OS data, PFS (the primary end-point
of the study), and toxicity. During a median follow-up of

7 Thorac Dis 2020;12(4):1612-1614 | http://dx.doi.org/10.21037/jtd.2020.03.32


https://crossmark.crossref.org/dialog/?doi=10.21037/jtd.2020.03.32

Journal of Thoracic Disease, Vol 12, No 4 April 2020

38.8 months, median PFS was 14.2 months in LCT group
vs. 4.4 months in the MT/O group (P=0.014). Median OS
was 41.2 months in LCT group vs. 17.0 months in the MT/
O group (P=0.017). No additional severe (grade 3 or higher)
toxicities were reported in either treatment arm. Survival
after progression was also prolonged in the LCT group,
37.6 vs. 9.4 months M'T/O; P=0.034).

A number of important points are worth noting. First,
the OS benefit in the treatment arm that initially was
assigned to receive LCT, was observed despite being
allowed to crossover from the MT/O arm to the LCT arm
at the time of progression. Second, early closure of the
study resulted in a smaller sample size and therefore limited
the ability to perform subsequent exploratory subgroup
analyses as to who benefitted most. Also, importantly, given
that this study opened in 2012, it did not include immune
checkpoint inhibitors as part of systemic therapy regimens.

Many questions remain. What is the real dividing line
(definition of oligometastatic disease) where benefit lies?
Will this continue to expand in the immunotherapy era?
For which lesions is surgery vs. SBRT best applied? What is
the best dose/fractionation regimen for radiation treatment
to individual lesions? In the setting of immunotherapy, does
focal radiation augment tumor antigenicity and treatment
efficacy? How can this approach be reliably applied to
routine clinical care? Many trials are now ongoing to
address these and other related questions. Kudos to
the authors of the Gomez trial for their persistence in
completing a real-world, practical study with practice
changing results.
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