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PAST

Neoadjuvant treatment with either chemotherapy alone
or chemoradiation (nCRT) has led to significant survival
improvements in patients with esophageal cancer. However,
large-scale data comparing chemoradiation protocols with
each other remain scarce, resulting in high variability of
treatment strategies in clinical practice. The 2012 CROSS
trial! established low-dose (41.4 Gy) radiotherapy with car-
boplatin-paclitaxel as the current standard of care in many
centers, offering pathologic complete response (pCR) in 49%
of patients with squamous cell cancer (SCC) and 23% with
adenocarcinoma (AC).

PRESENT

Despite the compelling evidence suggesting a clear nCRT
survival benefit compared with surgery alone,! the ‘strict’
41.4 Gy CROSS low-dose regimen has not been univer-
sally adopted worldwide. The reasons for that seem mostly
related to local center and physician experience, as well as
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apprehension to undertreat bulky tumors with low-dose radi-
ation. Currently, North American protocols recommend a
neoadjuvant radiation dose between 41 Gy and 50.4 Gy,
while European guidelines suggest 41.4 Gy for SCC and do
not clearly specify the dose for AC, suggesting nevertheless
the CROSS protocol.® As for the chemotherapy backbone of
neoadjuvant treatment, the carboplatin-paclitaxel regimen
commonly used with the low-dose CROSS protocol was
recently associated with higher rates of severe postopera-
tive complications compared with FOLFOX.* Current data
suggest that low-dose radiation may yield lower rates of
pCR in patients with locally advanced esophageal cancer.’
The difference may not be significant in SCC, but patients
with AC treated with the low-dose regimen appear to have
lower chances in obtaining pCR.> Although patient survival
is not necessarily correlated with pCR and the risk of added
radiation-related morbidity (for doses > 55 Gy) needs to
be considered, complete clinical/pathological response after
CRT becomes an increasingly relevant outcome per se.

FUTURE

Major ongoing clinical trials are currently evaluating the
watch-and-wait strategy for patients with complete response
after nCRT, and their results may shape the future of esopha-
geal cancer treatment. It is thus particularly important to
be cautious of the risk of under-treating patients with AC
with low-dose radiation, as they represent the predominant
histological type in many regions worldwide.
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