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Radical local therapy in combination with standard treatment for
oligometastatic stage IV non-small-cell lung cancer
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Recently, Gomez and colleagues reported the results of a
randomized phase II study that aimed to assess progression-
free survival (PFS) between aggressive local consolidation
therapy versus maintenance therapy or observation in
stage IV non-small cell lung cancer (NSCLC) patients
with three or fewer metastases remaining after first-line
systemic therapy (1). Although systemic therapy, including
cytotoxic chemotherapy, and molecular targeted therapy are
standard of care for stage IV NSCLC patients and improve
overall survival (OS) and quality of life (QOL), stage IV
NSCLC patients are generally considered to be incurable
and mostly treated with a palliative intent. However, some
patients once considered incurable sometimes seem to
be potentially curable. One such example is patients with
oligometastatic disease. Previous retrospective studies have
suggested that a limited number of metastases was a positive
prognostic factor in patients with metastatic NSCLC (2)
and, in addition, aggressive local therapy has demonstrated
survival benefits in patients with oligometastases compared
with patients who have not received local therapy (3-5).
Furthermore, several prospective studies have also shown
clinical benefits of aggressive local therapy in patients
with oligometastatic NSCLC. A prospective, single-arm
phase II trial of surgery or radiotherapy in combination
with systemic chemotherapy in 40 patients with one to
five metastases was conducted by De Ruysscher ez 4/. In
this trial, median OS was 13.5 months and median PFS
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was 12.1 months (6). In another phase II study conducted
by Iyengar et al., 24 stage IV NSCLC patients with no
more than six sites of extra-cranial disease who failed early
systemic chemotherapy were treated with radiotherapy
and concurrent erlotinib until disease progression. In this
trial, the median PFS was 14.7 months and median OS was
20.4 months (7). These growing evidences have been
recognized in the European Society For Medical Oncology
(ESMO) and National Comprehensive Cancer Network
(NCCN) guidelines, which recommend consideration of
radical local treatment as an option for selected patients
with oligometastatic disease (8,9).

Although these studies hypothesized that patients
with oligometastases may be potentially curable when
all detectable lesions can be radically treated with local
treatment, such as surgery or radiotherapy, the definition
of oligometastases varies between the studies (10-12). In
addition, almost all the studies were in a non-randomized
setting with a small sample size. The only randomized III
trial to date was for NSCLC patients with oligometastases
limited to brain metastases, demonstrating no clinical
benefits of aggressive local therapy (13). Therefore,
prospective randomized data supporting improved PFS or
OS are lacking.

Here, with regard to Gomez’s study (1), there were
characteristic points compared with previous studies. First,
oligometastases was defined as less than three lesions and
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limited to the patients without progression after upfront
systemic chemotherapy. This definition was not applied in
previous studies, and this clinical scenario was applicable
to the patients with curable intent. Second, this was
the first randomized trial comparing the standard of
care treatment group, that is, maintenance therapy or
observation after first-line chemotherapy. Consequently,
this trial demonstrated that local consolidative therapy
improved PFS in patients with oligometastatic NSCLC
who received induction systemic chemotherapy. The
median PFS was 11.9 months (90% CI, 5.72-20.90)
in the local consolidative therapy group, compared to
3.9 months (90% CI, 2.30-6.64) in the standard therapy
group [HR 0.35 (90% CI, 0.18-0.66); P=0.0054].
Interestingly, time to the appearance of a new lesion was
longer among patients in the local consolidative therapy
group than among patients in the maintenance treatment
group [11.9 months (90% CI, 5.7-not evaluable) vs.
5.7 months (95% CI, 3.1-7.0); P=0.0497]. Local
consolidative therapy may also be able to increase the time
to appearance of new sites of disease.

However, there are some limitations to Gomez’s study.
This study was initially planned for 94 patients; however,
because of the benefits observed in the study group, the trial
was stopped early. Thus, the study does not have the power
to detect OS benefits, and crossover between both groups
may have decreased these effects. Additionally, although
the characteristics of both groups were well-balanced in
this study, there were two ALK positive patients in the local
consolidative therapy group compared with no ALK positive
patients in the control group. It is evident that ALK-positive
patients have significantly longer PFS by receiving ALK-
inhibitors compared with cytotoxic chemotherapy (14), thus
this imbalance would have influenced the improved PFS in
the local consolidative therapy group.

Nonetheless, these results showed that NSCLC stage
IV patients with oligometastases, defined as three or fewer
lesions, may benefit from aggressive local therapy after
standard chemotherapy. If validated in larger studies, the
findings would report on both OS and QOL, and could
represent a dramatic shift in clinical care for NSCLC
patients. Although there were no considerations about
immunotherapy in this study because immunotherapy was
not standard therapy for stage IV NSCLC when this study
was conducted, immunotherapy is markedly changing
treatment strategies for NSCLC; therefore, we hope that
further studies will be designed to include immunotherapy
and make future findings more applicable to the treatment
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options available to patients.

Acknowledgements

None.

Footnote

Conflicts of Interest: The authors have no conflicts of interest
to declare.

References

1.  Gomez DR, Blumenschein GR Jr, Lee JJ, et al. Local
consolidative therapy versus maintenance therapy or
observation for patients with oligometastatic non-small-
cell lung cancer without progression after first-line
systemic therapy: a multicentre, randomised, controlled,
phase 2 study. Lancet Oncol 2016;17:1672-82.

2. Albain KS, Crowley JJ, LeBlanc M, et al. Survival
determinants in extensive-stage non-small-cell lung cancer:
the Southwest Oncology Group experience. J Clin Oncol
1991;9:1618-26.

3. Griffioen GH, Toguri D, Dahele M, et al. Radical
treatment of synchronous oligometastatic non-small
cell lung carcinoma (NSCLC): patient outcomes and
prognostic factors. Lung Cancer 2013;82:95-102.

4. Pfannschmidt J, Dienemann H. Surgical treatment of
oligometastatic non-small cell lung cancer. Lung Cancer
2010;69:251-8.

5. Norihisa Y, Nagata Y, Takayama K, et al.Stereotactic body
radiotherapy for oligometastatic lung tumors. Int J Radiat
Oncol Biol Phys 2008;72:398-403.

6. De Ruysscher D, Wanders R, van Baardwijk A, et al.
Radical treatment of non-small-cell lung cancer patients
with synchronous oligometastases: long-term results of a
prospective phase II trial (Nct01282450). ] Thorac Oncol
2012;7:1547-55.

7. Iyengar P, Kavanagh BD, Wardak Z, et al. Phase II
trial of stereotactic body radiation therapy combined
with erlotinib for patients with limited but progressive
metastatic non-small-cell lung cancer. J Clin Oncol
2014;32:3824-30.

8. Novello S, Barlesi F, Califano R, et al. Metastatic non-
small-cell lung cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up. Ann Oncol
2016;27:v1-v27.

9. NCCN Clinical Practice Guidelines in Oncology. Non-

atm.amegroups.com Ann Transl Med 2017;5(7):165



Annals of Translational Medicine, Vol 5, No 7 April 2017

10.

11.

12.

Small Cell Lung Cancer Ver 7.2015. Available online:
https://www.nccen.org/professionals/physician_gls/f_
guidelines.asp

Niibe Y, Hayakawa K. Oligometastases and oligo-
recurrence: the new era of cancer therapy.Jpn J Clin Oncol
2010;40:107-11.

Collaud S, Stahel R, Inci I, et al. Survival of patients
treated surgically for synchronous single-organ metastatic
NSCLC and advanced pathologic TN stage. Lung Cancer
2012;78:234-8.

Ashworth A, Rodrigues G, Boldt G, et al. Is there an

Cite this article as: Yoshida H, Kim YH. Radical local therapy

in combination with standard treatment for oligometastatic

stage IV non-small-cell lung cancer. Ann Transl Med
2017;5(7):165. doi: 10.21037/atm.2017.03.56

© Annals of Translational Medicine. All rights reserved.

13.

14.

atm.amegroups.com

Page 3 of 3

oligometastatic state in non-small cell lung cancer?

A systematic review of the literature. Lung Cancer
2013;82:197-203.

Lim SH, Lee JY, Lee MY, et al. A randomized phase III
trial of stereotactic radiosurgery (SRS) versus observation
for patients with asymptomatic cerebral oligo-metastases
in non-small-cell lung cancer. Ann Oncol 2015;26:762-8.
Solomon BJ, Mok T, Kim DW, et al. First-line crizotinib
versus chemotherapy in ALK-positive lung cancer. N Engl
J Med 2014;371:2167-77.

Ann Transl Med 2017;5(7):165



