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An Editorial on Lymphadenectomy in Esophagectomy for Cancer
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In esophageal cancer patients, the entire peri-esophageal
lymph node network is at risk for lymph node metastases
and therefore lymphadenectomy is a traditional part of
esophagectomy, aiming to maximize survival.' The extent
of lymphadenectomy is a continuous topic of debate,
especially in the current era of neoadjuvant treatment.
Neoadjuvant chemoradiotherapy (nCRT) according to the
CROSS regimen (5 cycles of carboplatin/paclitaxel com-
bined with 41.4 Gy radiation in 23 fractions) achieves
complete pathological response in almost 50% of patients
with squamous cell carcinoma and in 16-20% of patients
with adenocarcinoma of the esophagus.” Furthermore,
primarily irresectable tumors can in some cases be down-
staged by administering a prolonged CROSS regimen (6
cycles of carboplatin/paclitaxel combined with 50.4 Gy
radiation in 28 cycles), allowing esophagectomy with a
reported radicality rate of 92%." After observing these
positive effects of nCRT on pathological tumor and nodal
status, the need for extended thoracic lymphadenectomy
has been questioned for patients who undergo nCRT prior
to esophagectomy for cancer. Less aggressive lym-
phadenectomy could reduce the risk of iatrogenic injury to
structures such as the recurrent laryngeal nerves and tho-
racic duct. This might be especially relevant for the
increasing group of patients undergoing salvage
esophagectomy  after definitive chemoradiotherapy
(dCRT), as lymph node dissection can be challenging due
to extensive post-radiation fibrosis. The study by Mayanagi
et al. retrospectively evaluated the overall survival of a
selected population who underwent dCRT followed by
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salvage esophagectomy with selective dissection of clini-
cally positive lymph nodes based on PET-CT (i.e., node
picking), showing an overall 3-year survival of 60% and
overall postoperative morbidity rate that was comparable to
patients who underwent standard chemoradiotherapy fol-
lowed by esophagectomy with 3-field lymphadenectomy.’
Although these results seem promising, the study was not
designed to evaluate whether selective lymphadenectomy
is oncologically non-inferior to extended lymphadenec-
tomy during salvage esophagectomy in terms of survival.

In the debate on the optimal extent of lymphadenectomy
in esophageal resection, esophageal adenocarcinoma and
squamous cell carcinoma should be regarded as distinct
entities with different responses to nCRT. Although liter-
ature is scarce regarding salvage esophagectomy, more
evidence has emerged on the impact of lymph node yield in
‘standard’ planned esophagectomy after nCRT. While a
side-study of the CROSS trial suggested that patients with
esophageal adenocarcinoma may not benefit from an
extended thoracic lymphadenectomy after nCRT,’ a large
population-based study showed that increased lymph node
yield (i.e., > 15 nodes) is associated with improved overall
survival following esophagectomy for esophageal adeno-
carcinoma, even after nCRT.”® This association was less
evident for a smaller group of patients with squamous cell
carcinoma, which might be explained by better response to
nCRT and therefore less need for extended lymphadenec-
tomy.® These findings illustrate that the discussion on this
topic is still open, which also seems to be true for patients
undergoing salvage esophagectomy following dCRT.
While the observational findings by Mayanagi et al. sug-
gest that salvage esophagectomy with selective
lymphadenectomy for squamous cell carcinoma could
yield an acceptable survival rate, another study demon-
strated that the retrieval of > 15 lymph nodes significantly
improves overall survival in that same patient population.’
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More studies are warranted to evaluate the role of extended
lymphadenectomy in both planned and salvage
esophagectomy following CRT.

Ideally, lymph node dissection is limited to lymph nodes
that are truly metastasized. The challenge remains, how-
ever, in how to adequately identify lymph node metastases
during the preoperative workup. The reliability of clinical
lymph node staging is limited, particularly due to the poor
sensitivity of PET/CT scanning for the detection of eso-
phageal lymph node metastases [34—74%].'"° This means
that lymph node metastases are frequently missed in clin-
ical staging, which precludes any solid strategies for
targeted lymph node dissection and leads most Western
surgeons to prefer a two-field lymphadenectomy as a rou-
tine part of esophagectomy.'' This concept probably
applies to both patients undergoing planned esophagec-
tomy after nCRT and patients undergoing salvage
esophagectomy after dCRT. Yet, it remains unclear exactly
which lymph node stations should be part of this standard
two-field lymphadenectomy.'? Particular disagreement
exists on the necessity of dissecting the high mediastinal
paratracheal lymph nodes in patients with distal esophageal
tumors. Comparable to the rationale of surgeons perform-
ing selective lymphadenectomy in salvage
esophagectomy,” some surgeons only perform paratracheal
lymphadenectomy in cases with preoperatively identified
tumor-positive nodes in that region, as they are concerned
about iatrogenic injury to the recurrent laryngeal nerves.
However, in light of the limitations of current staging
techniques and the additional fact that paratracheal lymph
node metastases are found in up to 10% of patients who
undergo esophagectomy for cancer of the distal esophagus
or gastro-esophageal junction,'*'* routine paratracheal
lymphadenectomy may be justified from an oncological
perspective.

True tailoring of lymphadenectomy may become a
realistic possibility as our understanding of the spread
patterns of different esophageal tumors improves. The
Japan Esophageal Society (JES) and Japanese Gastric
Cancer Association (JGCA) recently collaborated to per-
form a prospective nationwide study investigating the
incidence of lymph node metastases for each separate
abdominal and mediastinal lymph node station in patients
with cancer of the gastro-esophageal junction, suggesting
that lymphadenectomy might be restricted to only the
abdominal field in cases where esophageal involvement is
limited (< 4 cm)."> The TIGER study is currently inves-
tigating this topic on a global scale and is expected to
provide more valuable insights.'® Furthermore, in the
future, intraoperative targeting of lymph nodes might
become realistic with the aid of indocyanine green (ICG)
imaging techniques.

In conclusion, current staging techniques alone are
probably not sufficient to guide a targeted lymph node
dissection in (salvage) esophagectomy, and further
research is required to gain insight into the balance
between oncological merits and clinical risks of extended
lymphadenectomy in esophageal cancer patients. As
highlighted by the results of Mayanagi et al.”, this dis-
cussion is also highly relevant for the growing number of
patients undergoing salvage esophagectomy following
dCRT.
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