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Commentary: Adjuvant
chemotherapy after trimodal
therapy for esophageal carcinoma:
A bitter pill to swallow
Valerie X. Du, BA, and Shawn Spencer Groth, MD,
MS

CENTRAL MESSAGE

In patients with esophageal can-
cer who have residual nodal dis-
ease in an esophagectomy
specimen following neoadjuvant
chemoradiation therapy, adju-
vant chemotherapy is linked to
improved survival.
Valerie X. Du, BA, and Shawn S. Groth, MD, MS

Despite numerous contemporaneous advancements in
oncology care, the 5-year survival rate for locally advanced
esophageal cancer remains 30% to 50%, even with aggres-
sive multimodal therapy. In most centers in the United
States, the current preferred treatment approach for locally
advanced disease is concurrent neoadjuvant chemoradia-
tion followed by esophagectomy. However, many patients
have an incomplete primary tumor and/or nodal response
from neoadjuvant therapy and are at risk for systemic and
local failure despite an R0 esophagectomy. Although nodal
response is an important prognostic factor1 and adjuvant
chemotherapy may offer a survival advantage particularly
for patients with residual nodal disease,2 there is a lack of
direction from cancer treatment guidelines with regard to
which patients are most likely to benefit from adjuvant
systemic therapy. Indeed, for postesophagectomy node-
positive esophageal adenocarcinoma and squamous cell
carcinoma patients who received neoadjuvant chemoradia-
tion therapy, the National Comprehensive Cancer Network
recommends surveillance until disease progression and
offers no explicit recommendations for the role of adjuvant
treatment.3

Kandilis and colleagues4 assessed the influence of persis-
tently positive nodal disease after neoadjuvant chemoradia-
tion on survival for 509 esophageal adenocarcinoma
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patients who underwent esophagectomy at their institution
over a 12-year period.4 Similar to prior studies, they noted
a 22% complete pathologic response rate for adenocarci-
nomas treated with neoadjuvant chemoradiation, high-
lighting the importance of at least careful consideration of
esophagectomy independent of radiographic response to
neoadjuvant therapy.

At a median follow-up of 60 months, patients who had
persistently positive nodal disease had worse overall and
disease-free survival and had higher rates of distant
recurrence compared with patients who had a complete
pathologic response or who had residual primary tumor
but no nodal disease. Although the extent of lymphade-
nectomy did not influence survival, receipt of adjuvant
therapy was associated with 13.6-month improvement
in overall survival and a 10.8-month improvement in
disease-free survival for those patients with residual
nodal disease. The influence on disease-free survival
was more profound for those with N2 or N3 compared
with N1 disease.4

Although patients with persistently positive nodal
disease may benefit from adjuvant therapy, most cannot
tolerate it. Indeed, perioperative chemotherapy trials have
taught us that only 40% to 50% of patients who had it as
part of their initial treatment plan can tolerate a full course
of adjuvant therapy. Those who are unable to complete a
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planned course of adjuvant systemic therapy are likely at an
increased risk of systemic failure. Therefore, the goal of
neoadjuvant therapy should be to optimize nodal response
rates and convert node-positive disease to node-negative
disease before proceeding with esophagectomy, yet doing
so without subjecting patients to endless cycles of chemo-
therapy. One possible approach is to assess response mid-
treatment and alter the systemic therapy regimen if the
clinical response is not favorable, a concept being studied
in the Cancer and Leukemia Group B (Alliance) 80803
trial.5 Alternatively, patients who are nonresponders may
benefit from biomarker-directed neoadjuvant targeted ther-
apy or immunotherapy. Clinical trials to further evaluate
these strategies are needed.
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