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Commentary: Induction
immunotherapy for esophageal
cancer: A safe start
Mark Onaitis, MD

CENTRAL MESSAGE

Induction immunotherapy in
conjunction with chemoradia-
tion does not seem to increase
perioperative risk.
Mark Onaitis, MD

Immunotherapy is revolutionizing the care of patients with
cancer, and data are gradually emerging regarding its
efficacy for each individual cancer type. Of particular
relevance to surgeons are studies that investigate the safety
and effectiveness of the addition of induction
immunotherapy to the CROSS regimen that is standard of
care for locally advanced disease.1 In lung cancer, induction
immunotherapy has been shown in small trials to be safe.2

The current paper3 examines safety and feasibility of
esophageal resection in a cohort of 25 patients with
esophageal adenocarcinoma undergoing induction immuno-
therapy in addition to standard chemoradiation by comparing
them with 143 patients who underwent induction
chemoradiation without immunotherapy over the same
3-year time frame. Encouragingly, they found no increased
morbidity and mortality in the immunotherapy group.

While this initial report is promising, several unanswered
questions remain. These can be categorized into operative
questions and oncologic questions. The oncologic questions
are fascinating and beyond the scope of the current paper.
The patients studied here are part of a phase I/II trial that
will begin to demonstrate whether immunotherapy is
effective in esophageal adenocarcinoma, which patients
may benefit, and what level of expression of PD1/PDL-1
augurs success. Certainly, the high mutation rate of
esophageal carcinoma is promising.

The current study begins to answer the operative
questions. Although no statistically significant increases in
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morbidity were noted, the study is clearly underpowered to
identify what may be clinically significant differences. The
fact that the patients receiving immunotherapy had a mark-
edly greater rate of major pulmonary complications despite
fewer pre-existing pulmonary comorbidities is concerning.
Given that pulmonary complications are the largest predictor
of perioperative death after esophagectomy and that
immunotherapy may cause significant pneumonitis, this
issue must be watched closely, as the authors acknowledge.
The good news is that 72% of patients in the immunotherapy
group underwent successful minimally invasive esophagec-
tomy, which is known to have one half the pneumonia rate
of open cases. The patients thus do not seem to demonstrate
the enlarged adherent lymph nodes that have been described
to lead to at least a 50% conversion rate for lung surgery after
induction immunotherapy.4

All in all, this is a promising start to the induction immu-
notherapy era for junctional esophageal adenocarcinoma.
Safety of surgery leads to a world of possibilities for the
future.
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