
26. Oppedijk V, van der Gaast A, van Lanschot JJB,
et al. Patterns of recurrence after surgery alone
versus preoperative chemoradiotherapy and
surgery in the CROSS trials. J Clin Oncol. 2014;32(5):
385-391. doi:10.1200/JCO.2013.51.2186

27. Yasuda T. Future treatment strategy for
esophageal cancer based on prediction of systemic
recurrence: significance of pathologic nodal status
after neoadjuvant chemotherapy. Ann Surg Oncol.
2018;25(8):2127-2128. doi:10.1245/s10434-018-
6544-0

28. Medical Research Council Oesophageal Cancer
Working Group. Surgical resection with or without
preoperative chemotherapy in oesophageal cancer:
a randomised controlled trial. Lancet.
2002;359(9319):1727-1733. doi:10.1016/S0140-
6736(02)08651-8

29. Allum WH, Stenning SP, Bancewicz J, Clark PI,
Langley RE. Long-term results of a randomized trial
of surgery with or without preoperative
chemotherapy in esophageal cancer. J Clin Oncol.
2009;27(30):5062-5067. doi:10.1200/JCO.2009.
22.2083

30. Kelsen DP, Ginsberg R, Pajak TF, et al.
Chemotherapy followed by surgery compared with
surgery alone for localized esophageal cancer.
N Engl J Med. 1998;339(27):1979-1984. doi:10.
1056/NEJM199812313392704

31. Kelsen DP, Winter KA, Gunderson LL, et al;
Radiation Therapy Oncology Group; USA
Intergroup. Long-term results of RTOG trial 8911
(USA Intergroup 113): a random assignment trial

comparison of chemotherapy followed by surgery
compared with surgery alone for esophageal
cancer. J Clin Oncol. 2007;25(24):3719-3725. doi:10.
1200/JCO.2006.10.4760

32. Nakamura K, Kato K, Igaki H, et al; Japan
Esophageal Oncology Group/Japan Clinical
Oncology Group. Three-arm phase III trial
comparing cisplatin plus 5-FU (CF) versus
docetaxel, cisplatin plus 5-FU (DCF) versus
radiotherapy with CF (CF-RT) as preoperative
therapy for locally advanced esophageal cancer
(JCOG1109, NExT study). Jpn J Clin Oncol. 2013;43
(7):752-755. doi:10.1093/jjco/hyt061

Invited Commentary

When East Meets West, Understanding Is a 2-Way Street
DuyKhanh P. Ceppa, MD; Daniela Molena, MD

The 5-year outcomes of the Neoadjuvant Chemoradio-
therapy for Esophageal Cancer 5010 (NEOCRTEC5010) trial, the
largest multi-institutional trial to our knowledge to compare
neoadjuvant chemoradiotherapy (NCRT) followed by sur-

gery with surgery alone for
patients with esophageal
squamous cell carcinoma

(ESCC), were reported by Yang and colleagues1 in this issue of
JAMA Surgery. The authors previously reported that 83% of
patients in this study who were randomized to receive NCRT
successfully underwent surgical resection, with the rate of R0
resection increasing from 91.2% without NCRT to 98.4%
with NCRT.2 Moreover, with the exception of postoperative
atrial fibrillation, postoperative complications, anastomotic
leak rates, and 30-day mortality rates were equivalent be-
tween the 2 groups. In the follow-up study, the authors re-
port an absolute benefit in 5-year disease-free survival of 20.6%
and 5-year overall survival of 10.8%. Furthermore, rates of lo-
coregional and distant recurrence were both significantly lower
in the NCRT group.

Whereas NCRT followed by surgical resection is consid-
ered the standard of care for esophageal cancer in European
and North American countries, it is not yet widely used in Asia,
where surgical resection alone remains the cornerstone treat-
ment for this disease. Prior studies have reported similar re-
sults for NCRT plus surgery; however, the number of patients
with ESCC in these series was small and perhaps insufficient
to change practice in Asia, where very high volumes of this dis-
ease are seen.3 Although there are important differences in

study design, the results of the NEOCRTEC5010 trial confirm
those of the ChemoRadiotherapy for Oesophageal cancer fol-
lowed by Surgery Study (CROSS) trial and now support a prac-
tice change in Asia.4 Perhaps most striking is the impressive
5-year overall and disease-free survival for both groups (59.9%
and 63.6% for those receiving NCRT plus surgery and 49.1%
and 43.0% for those receiving surgery alone). In Europe and
North America, the high rate of complete pathological re-
sponse after NCRT has led to an approach of surgery as needed
in the management of ESCC.5,6 However, the results of
NEOCRTEC5010 validate the role of surgery in the treatment
of this disease and serve as a testament to the value of a high-
quality procedure. The surgical procedure in NEOCRTEC5010
was strictly controlled, with the requirement for a transtho-
racic approach and a 3-field lymphadenectomy in all pa-
tients. The results of this surgical standardization suggest we
can do even better by combining NCRT with a well-executed,
planned esophagectomy and thereby avoid the increased post-
operative complications and poor oncologic outcomes that
come with a salvage procedure.7

We look forward to the results of the ongoing SANO trial,
which is randomizing patients to either active surveillance
or surgical resection after NCRT.8 Hopefully, this trial will
provide definitive answers to this East-West debate on the
role of surgery in the management of ESCC. Until then, we
should perhaps follow the lead of Asian colleagues and opt
for planned optimal surgery after NCRT to avoid recurrence
and prevent the harsh outcomes of salvage esophagectomy
for patients with ESCC.
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