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N1 small-cell lung cancer: where should thoracic surgeons dare?
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Small cell lung cancer (SCLC) has always been an insidious
field for thoracic surgeons, due to unclear possible
indications and deceiving results. The majority of studies
regarding surgery for SCLC are dated and the poor
outcomes obtained have discouraged their continuation.
Nevertheless, since platinum-based chemotherapy protocols
have been introduced and the use of new technologies, such
as PET scan, allowed a more careful and precise staging,
new possible indications raised. To date, surgery plays a
very marginal role in the treatment of SCLC and major
oncological guidelines indicate a resection only in case of a
very limited disease (T1-2NOMO), which account for less
than 5% of all diagnosed SCLC (1); in this highly selected
group of patients, surgery associated with adjuvant therapies
bring to an impressive 65% 5-year survival.

Yang and his colleagues (2) focused on clinical N1
patients, a group of localized disease which is usually not
indicated for surgery. They should be congratulated.

Based on the National Cancer Data Base, they selected
1,041 patients with a clinical T1-3N1 histologically
confirmed small-cell lung cancer and they compared
outcomes of those who received definitive concurrent
chemo-radiation [945] versus those who were operated
on followed by adjuvant chemotherapy with or without
radiation [96]. The authors found a significantly better
survival for patients treated with surgical resection and
adjuvant chemotherapy with or without radiation (5-year
survival 31.6% vs. 27.9%; P=0.03), that was confirmed
also in multivariate setting (HR, 0.74; 95% CI: 0.56-0.98;
P=0.04). These interesting results were tested also in a
propensity match analysis, that compared 87 patients of
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each group with similar preoperative and demographic
characteristics; this analysis showed a 33.3 months median
overall survival for patients in the surgery arm, significantly
higher than survival of patients in the chemo-radiation
arm (21.1 months, P=0.03). Interestingly patients who had
an adjuvant chemo-radiation treatment after surgery had
a better survival than those who received only a chemo
adjuvant therapy (HR, 0.44; 95% CI: 0.23-0.85; P=0.01).
Concurrently, authors analysed outcomes of T'1 and T2
subgroups using a propensity matched analysis between
surgical and non-surgical groups. In T'1 group surgery with
consequent adjuvant therapies had a significant advantage in
term of OS, and showed a clear trend, despite no significant
differences, in T2 group. Authors correctly declared the
main limitations of their study, which are the retrospective
nature and the lack of some important data which might
have helped to clear the real impact of surgery on outcomes;
in particular only “curative” resections were taken into
account, but both lobectomies and wedge resection were
performed.

Only two prospective trials analysing the role of surgery
are available (3,4), but their results are not favourable
to surgery (5); nevertheless, both of them are more than
20-year-old and they are biased by old staging technology,
PET and EBUS/EUS procedures were not available and
patients selection was not accurate as it might be nowadays.

Conversely, current available guidelines (6,7) suggest the
use of surgery for localized disease, in particular in case of
clinical NO patients. Clinical N-positive patients are still
mainly not referred to thoracic surgeon; although previous
experiences showed low survival, a careful selection of N1
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patients may lead to satisfactory results as showed in the
study of Yang, or potentially reach even better outcomes.
In this study, none of the patients in the surgery group
received a pneumonectomy which is related to higher
postoperative morbidity and mortality (8) and might
significantly impair patients’ performance status and their
possibilities to undergo further adjuvant or recurrence
therapy; conversely, many of the older paper report a
significant pneumonectomy rate. Consequently, a pre-
operative indication for a pneumonectomy may be a contra-
indication for SCLC surgery and particularly in case of N1
disease.

Interestingly, Yang did not find any statistical significant
difference between patients who underwent anatomical and
non-anatomical resections in terms of survival; although
the real meaning of this results is not completely clear, the
role of anatomical resection, which is stressed by NCCN
guidelines, may not be so determinant in SCLC surgery,
when surgery is always part of a multimodality treatment.

Adjuvant chemotherapy is mandatory after surgery, while
additional radiation is usually reserved to patients that have a
pathological nodal involvement (6). The role of neoadjuvant
is still unclear and results are inconsistent (9-11).

In their paper, Yang and his colleagues reported
11 cases of upstaging and 10 patients with downstaging, but
comparison of outcomes of these subgroups has not been
reported. Interestingly, despite histological confirmation of
nodal involvement was not performed in all patients, clinical
stage was confirmed in the majority of cases; nevertheless,
as N status is definitely a key factor influencing outcomes,
a careful histological or cytological investigation of nodal
involvement should be always carried out to better stratify
patients excluding N2 involvement and to correctly assign
all of patients to the best treatment.

Recently, the International Association for the Study
on Lung Cancer (IASLC) introduced a new proposal for
N staging in non-SCLC (12) which suggests the use of
not only of an anatomical criterion for the definition of
N1 and N2, but also a quantitative criteria consisting in
the number of lymph-node stations involved; the use of
this new proposal in the staging of SCLC might not only
add prognostic information, but it might be also useful in
patients’ stratification and selection for surgery.

Small numbers, retrospective setting of the series,
heterogeneous indications are the main limitation to
understand the real role of surgery for this subgroup of
patients with clinical positive N1; however, this paper
points a new ray of light on a dark territory where thoracic
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surgeons should dare to explore, but stronger prospective
evidences are mandatory to correctly understand the
potential benefit of surgery for these patients and to safely
direct our clinical practise.
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