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Role of adjuvant therapy in esophageal cancer patients after
neoadjuvant therapy and esophagectomy
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Esophageal cancer is the seventh most common cancer
globally with a steadily increasing rate of incidence,
mortality (1), and proportion of adenocarcinoma over
squamous cell carcinoma (2). Despite advances in
screening, staging, and treatment; morbidity and mortality
of esophageal cancer remains a major concern with an
overall five-year survival of 20% (3). Treatment modalities
include surgical resection, chemotherapy, and/or radiation
therapy. Several studies, including the CROSS trial,
demonstrated significant improvement in survival using
neoadjuvant therapy which is now the standard of care
for Stage II and III esophageal cancer (4). In the United
States, National Comprehensive Cancer Network (NCCN)
guidelines recommend neoadjuvant therapy consisting
of chemotherapy and radiation therapy prior to surgery,
whereas, in Japan and the United Kingdom neoadjuvant
therapy consists of chemotherapy alone (5,6). Following
surgical resection, adjuvant therapy depends on resection
margin and tumor response with some patients being
observed and others receiving adjuvant chemotherapy or
immunotherapy (6).

Lee and colleagues in their meta-analysis attempt to
determine the role for adjuvant therapy in patients who
have undergone neoadjuvant therapy with surgically
negative margins (7). Their study looked at 10 cohort
studies and 1 randomized control trial aiming to compare
overall survival at 1 year and 5 years in patients treated
with neoadjuvant therapy and surgery vs. patients treated
with neoadjuvant therapy, surgery and adjuvant therapy (7).
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The results of their meta-analysis claim improvement
in overall survival at 1 and 5 years in those patients who
received adjuvant therapy, however, this seems limited
to the patients who received neoadjuvant chemotherapy.
There did not appear to be an increased survival advantage
of adjuvant chemotherapy in patients who received
neoadjuvant chemoradiation therapy or those with
squamous cell carcinoma. In addition, they saw increased
survival advantage of adjuvant chemotherapy in the mixed
node group compared to node positive group, suggesting
responders to preoperative chemotherapy were more likely
to benefit from adjuvant chemotherapy. Their results do
suggest that adjuvant chemotherapy could have a role in
specific circumstances. More recent trials using adjuvant
immunotherapy, which they do mention, have very
promising results and adjuvant immunotherapy will likely
play a much larger role in esophageal cancer treatment in
the future (8-10).

The advances in genetic profiling and immunologics will
hopefully continue to provide additional information and
targets for adjuvant chemotherapy. Kelly and colleagues
show improved survival using adjuvant Nivolumab in a
subset of esophageal cancer patients after neoadjuvant
chemoradiation therapy and surgery (9). NCCN guidelines
now recommend Nivolumab as adjuvant therapy after
surgical resection in patients with residual disease (6).
Rubhstaller and colleagues also had some promising results
using cetuximab as an adjunct to chemoradiation therapy
and surgery (10). As more immunotargets are discovered
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(i.e., CTLA-4 inhibitors and those yet to be discovered) the
ability to personalize chemotherapy will likely soon be a
reality and standard of care.
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