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SPECIFIC COMMENTS TO AUTHORS

The authors propose an interesting study exploring the role of hypofractionation and
immunotherapy in oesophageal adenocarcinoma. The results of this study provide a
preclinical basis for randomised trials using hypofractionated treatment schedules
and/or adding immunotherapy to conventional radiochemotherapy. The only useful
addition, for future clinical use of the study results, is to discuss the possible patient

toxicity scenarios of a hypofractionated approach + concomitant immunotherapy.
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SPECIFIC COMMENTS TO AUTHORS

In the present manuscript, Donlon et al. evaluated the immunologic effect of
hypofractionated radiotherapy in oesophageal adenocarcinoma. English in this paper is
well written, and experiments are very well described. The figures are of quality and
data are exposed in a clear manner. Specific major concerns:  In the Figure 2, these
experiments should be performed in the OAC xenograft model instead of cell lines
because the anticancer effect of ICI is induced in the situation of the presence of CD8+ T
cells. What is the scientific rationale in the experimental design?  If the experimental
design in Figure 2 has a scientific rationale, what mechanisms might explain the
induction of anti-cancer efficacy of the combined RT and ICI in an experimental system
without CD8+ T cell? Some minor concerns: ~ Can you provide the original dot plots of

Flow cytometry in Figure 1?




