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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 
trial1 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,1 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 

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,2 
while European guidelines suggest 41.4 Gy for SCC and do 
not clearly specify the dose for AC, suggesting nevertheless 
the CROSS protocol.3 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.4 Current data 
suggest that low-dose radiation may yield lower rates of 
pCR in patients with locally advanced esophageal cancer.5 
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.5 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.

FUNDING  Open access funding provided by University of 
Lausanne.

This article refers to: Mantziari S, Teixeira Farinha H, Messier 
M, et al. Low-dose radiation yields lower rates of pathologic 
response in esophageal cancer patients. Annals Surgical 
Oncology. (2023). https://​doi.​org/​10.​1245/​s10434-​023-​14810-8.

© The Author(s) 2024

First Received: 22 December 2023 
Accepted: 22 December 2023 
Published online: 11 January 2024

S. Mantziari, MD, MSc 
e-mail: styliani.mantziari@chuv.ch

http://orcid.org/0000-0003-1315-1898
http://crossmark.crossref.org/dialog/?doi=10.1245/s10434-023-14885-3&domain=pdf
https://doi.org/10.1245/s10434-023-14810-8


2516	 S. Mantziari et al.

DISCLOSURE  Dr. Guillaume Piessen received consulting fees from 
Nestlé and BMS, MSD and travel expenses from Medtronic.

OPEN ACCESS  This article is licensed under a Creative Commons 
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article’s Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

REFERENCES

	 1.	 van Hagen P, Hulshof MC, van Lanschot JJ, et al. Preoperative 
chemoradiotherapy for esophageal or junctional cancer. N Engl 
J Med. 2012;366(22):2074–84.

	 2.	 Ising MS, Marino K, Trivedi JR, et al. Influence of neoadjuvant 
radiation dose on patients undergoing esophagectomy and sur-
vival in locally advanced esophageal cancer. J Gastrointest Surg. 
2019;23(4):670–8.

	 3.	 Obermannova R, Alsina M, Cervantes A, et al. Oesophageal can-
cer: ESMO Clinical Practice Guideline for diagnosis, treatment 
and follow-up. Ann Oncol. 2022;33(10):992–1004.

	 4.	 Adenis A, Piessen G, LeSourd S, et al. Trimodality therapy with 
carboplatin/paclitaxel (CP) or FOLFOX (FFX) for esophageal/
esogastric junctional cancer (EC/EGJ): Expanded safety and effi-
cacy data from PROTECT. J Clin Oncol. 2023;41(4_suppl):370–
370. https://​doi.​org/​10.​1200/​JCO.​2023.​41.4_​suppl.​370.

	 5.	 Mantziari S, TeixeiraFarinha H, Messier M, et al. Low-dose 
radiation yields lower rates of pathologic response in esophageal 
cancer patients. Ann Surg Oncol. 2023. https://​doi.​org/​10.​1245/​
s10434-​023-​14810-8.

Publisher’s Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1200/JCO.2023.41.4_suppl.370
https://doi.org/10.1245/s10434-023-14810-8
https://doi.org/10.1245/s10434-023-14810-8

	ASO Author Reflections: Neoadjuvant Radiotherapy in Locally Advanced Esophageal Adenocarcinoma; Low-Dose Radiation, Low-Dose Expectations?
	Past
	Present
	Future
	References




