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Will definitive chemoradiotherapy be a new normal for patients
with resectable locally advanced esophageal cancer?
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Nowadays, neoadjuvant chemotherapy or chemoradiother-
apy (CRT) followed by esophagectomy is the standard of
care for patients with resectable locally advanced esopha-
geal cancer worldwide [1-3]. On the other hand, for patients
unwilling to undergo esophagectomy, definitive CRT has
been an alternative treatment for those with advanced esoph-
ageal cancer [4]. However, there are several problems to
be resolved for conventional definitive CRT, such as a high
incidence of late toxicities and poor survival.

Japan Clinical Oncology Group (JCOG) recently con-
ducted a multicenter prospective trial (JCOG0909) of defin-
itive CRT followed by salvage treatment for cStage II/I11
esophageal squamous cell carcinoma. In the trial, the CRT
regimen and salvage treatments were modified to reduce
acute and late toxicities after treatments, and a new CRT
protocol was chosen based on the RTOG 9405 study, which
is the standard regimen in Western countries [5].

The current article by Hironaka et al. [6] reported on
the comparison of the acute adverse events and efficacy
of the definitive CRT among three primary tumor sites as
an exploratory analysis in JCOG0909 study. Ninety-four
patients (16, 59, and 19 patients in the upper, middle, and
lower thoracic groups, respectively) in total were included
in the analysis. As a result, attractively, severe hematologi-
cal toxicity such as Grade 3—4 leukopenia, neutropenia, and
thrombocytopenia was more frequently observed in the mid-
dle and lower thoracic esophageal cancer than in the upper
thoracic esophageal cancer. However, no survival difference
by primary tumor sites was observed in terms of efficacy
endpoints. These results might be due to the difference of
radiation fields in each primary tumor site, and the study
has provided a valuable signpost for clinical application of
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definitive CRT in cStage II/III esophageal squamous cell
carcinoma.

The 3-year overall survival curves observed in the study
seemed to be acceptable when we compare with neoadju-
vant chemotherapy or CRT followed by esophagectomy, sug-
gesting that modified definitive CRT with optimal salvage
treatment would be a promising option for patients with
cStage II/III esophageal squamous cell carcinoma who do
not want to undergo upfront esophagectomy. Further studies
such as exploration of molecular markers which can predict
the response to definitive CRT accurately is needed, but the
definitive CRT with salvage treatment may become a new
standard as esophagus-preservation therapy in resectable
locally advanced esophageal cancer.

Esophagus, the official journal of the Japan Esophageal
Society, provides significant studies as one of the leading
journals in the fields of benign and malignant diseases of
the esophagus. The impact factor reached 3.130 in 2019.
The journal welcomes original articles, review articles, and
short articles including technical notes and letters to the edi-
tor, which will contribute to a “new normal” in esophageal
studies.
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