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First of all, we would like to congratulate Dr. Verdial et al.
for their recently published article entitled “A prediction
model for nodal disease among patients with non-small cell
lung cancer” (1). Dr. Verdial and co-workers have analyzed
their experience in mediastinal nodal staging for non-small
cell lung cancer (NSCLC), based on the recommendations
of the current guidelines, in order to find out a better model
to predict nodal disease and reduce the need of invasive
staging procedures.

American and European guidelines for mediastinal
lymph node staging recommend pathologic certification
of mediastinal involvement in the following situations:
abnormal hilar or mediastinal lymph nodes [>1 cm on
computed tomography (CT) or increased uptake on
positron emission tomography (PET) or PET-CT],
tumours >3 cm or central tumours. Other characteristics,
such as adenocarcinoma cell type or high maximum
standardized uptake (SUVmax) value of the primary tumour,
are also mentioned in guidelines as factors increasing the
risk of lymph node involvement (2,3).

Actually, these clinical situations described above have
different probabilities of mediastinal nodal disease (4). For
example, Lee et al. (5) observed that the prevalence of occult
mediastinal metastasis in clinical (c) stage I central tumours
(located in the two internal thirds of the thorax) was 21.6%.
The prevalence of mediastinal disease in ¢N1 tumours
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varies from 26%, in a prospective multicenter study by
Decaluwé ez al. (6), to 40.7%, in a series of tumours staged
with video-assisted mediastinoscopic lymphadenectomy
(VAMLA) published by Call ez 4/. (7). This last publication
is useful to introduce the concept that the more intensive
the exploration, the higher the rate of occult N2 disease
found (8). Also, the combination of clinical, radiological and
laboratory tests may increase the likelihood of identifying
mediastinal involvement. This is the case of Koike er 4/. who
observed a prevalence of 34% of mediastinal metastases
when combining age, preoperative serum carcinoembryonic
antigen (CEA) level, tumour size and consolidation/tumour
ratio on high resolution CT (9). These situations illustrate
the difficulty of detecting preoperatively N2 disease and its
heterogeneity.

Indeed, the objective of guidelines on preoperative
mediastinal staging is to detect N2 disease before lung
resection to better stratify patient’s prognosis and
offer the best treatment strategy, which may include
chemotherapy (ChT) or chemoradiotherapy followed or
not by surgery, according to the consensual decision of the
multidisciplinary committee. As the authors of the article
comment on, although induction and adjuvant ChT seem
to be associated with similar survival, completion of the
whole treatment protocol is more frequently achieved
when induction treatment is administered (10). Moreover,
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the authors suggest that the importance of mediastinal
staging is to identify multistation N2 disease because these
patients will not benefit from surgery. But if the therapeutic
plan is not going to change or if it will change only when
multistation N2 is detected, then the staging strategy and
guidelines should change. Studies showing better prognosis
in single station or unsuspected N2 disease are validated
with a systematic nodal dissection (11,12). If the objective of
preoperative guidelines is focused on detecting the subgroup
of patients with multistation involvement (to avoid a futile
surgery), a thorough exploration of the mediastinum is
needed, probably with a transcervical lymphadenectomy,
to offer the highest certainty in the identification of nodal
involvement, in terms of number of nodes and stations
involved (7,13).

Classically, a pathologic (p) N2 rate of less than 10% is
considered a factor of good quality of the staging protocol (3).
Assuming that preoperative mediastinal staging guidelines
have the objective of detecting N2 disease preoperatively,
it is important not only to reduce the false positive rate of
the protocol, but also its false negative rate. Dr. Verdial
et al., with their proposed model, based on radiographic
and metabolic studies (tumour size, central tumour, hilar/
mediastinal lymphadenopathies, SUVmax of the primary
tumour and of the hilar/mediastinal lymph nodes), try to
reduce the use of invasive tests that can cause discomfort or
serious risks to the patient. Indeed, complication rate for
endosonography techniques is low (around 2%), and for
surgical exploration of the mediastinum it varies from 2%
(for mediastinoscopy) to 4-9% (for VAMLA) (14). These
techniques are usually indicated following a sequence in
which the less invasive exploration is performed as a first
step, followed by a more invasive exploration to validate
negative results. Although not free of risks, these techniques
can avoid an unnecessary surgery, which is associated to
a complication rate ranging from 18% to 35% (15,16),
and also give the opportunity of setting a multimodality
treatment.

Finally, when evaluating a staging protocol, it is
important to define the gold standard that will validate the
negative results. In the article by Verdial ez 4/., the median
of lymph nodes sampled was 1 (range, 0-3) hilar and 4
(range, 1-8) mediastinal nodes. Although the subanalysis of
the population with 3 or more lymph nodes sampled did not
observe any changes in their predictive model, the sample
size was reduced. Ideally, systematic nodal dissection is the
most accurate lymphadenectomy to verify the false-negative
and the false-positive rate (referred by the authors as the
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proportion of patients without nodal disease but presenting
with some radiologic or metabolic indication for an invasive
staging procedure), especially when the objective of the
study is to try to modify an established protocol.

In conclusion, Dr. Verdial et a/. have shown their
experience and results in mediastinal staging based on
their daily clinical practice, with the objective to create a
prediction model for nodal disease and reduce the false-
positive rate of the staging protocol. Besides reducing the
number of invasive explorations, it is also important to
reduce the false negative rate, to avoid unnecessary lung
resections and give the chance of receiving the appropriate
oncological treatment for a locally advanced lung cancer.
Therefore, we encourage Dr. Verdial ef 4/. to continue
their work to validate their results with a higher number of
patients, but also focusing on the false negative rate of their
staging protocol.
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