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Commentary: Esophageal
squamous cell carcinoma: A
disease requiring more research

Ke-Neng Chen, MD, PhD

The prospective study “Does FDG-PET/CT Have a Role in
Cervical Nodal Staging for Esophageal Squamous Cell Car-
cinoma?”’ conducted by Li and colleagues' investigated the
diagnostic value of positron emission tomography/
computed tomography (PET/CT) for cervical lymph node
metastasis (LNM) of esophageal squamous cell carcinoma
(ESCC). The study evaluated the sensitivity, specificity,
positive predictive value, negative predictive value, and ac-
curacy of PET/CT based on postoperative (3-field lymph
node dissection [3f]) pathology, and a comparison between
PET/CT and cervical ultrasound was also performed. The
results showed that there was no significant difference in
sensitivity, specificity, positive predictive value, negative
predictive value, or accuracy between PET/CT and ultra-
sound in terms of LNM diagnosis. The authors concluded
that PET/CT was not useful in the diagnosis of LNM.

There are several merits in this study: (1) It is a prospec-
tive and multicenter study; (2) both PET/CT and ultrasound
were performed preoperatively; and (3) most importantly,
patients were without induction therapy, and 3f were
routinely performed, so that direct comparison of preopera-
tive N-status and postoperative LNM could be done. How-
ever, the diagnosis and treatment in this study need to be
clarified, which, on the one hand, reflects that the existing
guidelines are not widely accepted in the current clinical
practice and, on the other hand, it fully reveals the
complexity of ESCC itself. Therefore, it is reasonable to
say that ESCC is a disease requiring more research.

For a long time, the treatment of ESCC has been surgery
alone or surgery plus postoperative adjuvant treatment, with
unsatisfactory effects. Therefore, clinicians have been
exploring more appropriate perioperative treatment that
can improve patients’ outcomes. After the failure of
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We should clearly note that PET/
CT in ESCC is not only limited to
detecting LNM, and the role of
PET/CT in systemic staging is
irreplaceable.

preoperative radiotherapy and the controversy of preopera-
tive chemotherapy, CROSS (Neoadjuvant chemoradiother-
apy plus surgery versus surgery alone for oesophageal or
junctional cancer)” and 5010° established the optimal posi-
tion of concurrent chemoradiotherapy in the neoadjuvant
setting of locally advanced ESCC. Our recent survey in
China also indicated that 80% of physicians accept induc-
tion strategies. What needs further exploration is the choice
among various preoperative treatments, such as chemo-
therapy alone, chemoradiotherapy, or other treatment
combinations.

The status of LNM is important in determining the treat-
ment strategy for ESCC. Worldwide, the staging systems of
ESCC used in clinical practice are the American Joint Com-
mittee on Cancer (AJCC) and the Japan Esophageal Society
(JES).4’5 The definitions of the T and M in the 2 systems are
basically the same. The major differences between the 2
systems are the definitions of LNM. In JES, the spatial re-
lations of LNM to the primary tumors are more emphasized.
Therefore, all LNM along the esophagus, including supra-
clavicular LNM, is defined as regional LNM, which is clas-
sified as N1 to N3 according to the distances to tumor and
could reflect patients’ survival after resection. Therefore,
the importance of surgical resection is emphasized. On
the other hand, AJCC focuses on gastroesophageal junction
adenocarcinoma, N staging is based on numbers of LNM,
and “‘cervical” is defined as distant metastasis, implying
the extent of esophagectomy without the dissection of cer-
vical LNM. The rationale behind 3f is that surgeons believe
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that it could cure the disease, and other potential reasons
include LNM could occur in any part along the esophagus
for ESCC of various locations. Second, the commonest
recurrence of ESCC postoperatively is LNM. Third, the
curative effect of systemic therapy for ESCC has been
limited in the past. Finally, it could provide more accurate
staging.

Nevertheless, the essence of the 2 staging systems for N
category is basically same in clinical significance. Udagawa
and colleagues® retrospectively analyzed 806 cases that un-
derwent 3f respectively and pointed out that both systems
(AJCC and JES) had similar prognostic value: the survival
curves of the patients by the 2 staging systems were fairly
overlapped. That is to say, 3f could not directly improve pa-
tients’ long-term survival, indicating that the diagnostic sig-
nificance is superior to its treatment significance.

Moreover, we should note that PET/CT in ESCC is not
only limited in detecting LNM. In other words, the determi-
nation of cervical LNM is not the major objective of PET/
CT. First, the theoretical basis of PET/CT is to screen the
whole body. Our previous study found that PET/CT could
identify 8% more metastases that were undetectable other-
wise by traditional imaging methods and thus avoided un-
necessary surgery.’” From this perspective, PET/CT is
irreplaceable in clinical practice. Second, due to its ability
to reflect metabolic levels, PET/CT is also an important
tool to evaluate the activities of tumors as well as efficacy
of induction therapy. Therefore, although the value of
PET/CT in the evaluation of LNM is relatively low, the
importance of PET/CT in treatment of ESCC should not
be underscored. Due to the deep location of esophagus, it
is not easy to confirm LNM. Therefore, the preoperative
evaluation is often based on clinical examinations,
including CT, ultrasound, magnetic resonance imaging,

and PET/CT. However, each examination has its own limi-
tations, and no one can replace the other. Therefore, the di-
agnoses of LNM require multiple dimensions to render the
most accurate staging as possible. In this regard, PET/CT is
undoubtedly a valuable examination.

To sum up, first, we should clearly recognize the irre-
placeable role of PET/CT in systemic staging. Second, mul-
tiple methods are needed in the evaluation of LNM to
maximize the diagnostic accuracy. Third, like other solid
malignancies, ESCC should be regarded as systemic dis-
ease, and no matter “how complete” the local treatment
is, induction systemic treatment for locally advanced
ESCC is undoubtedly necessary.
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