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Please summarize the main findings of the study.
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Since the paper is a design study on a novel facility based on an innovative particle acceleration system, there are
no specific finding.
See a more detailed discussion in the detailed report attached.
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Please highlight the limitations and strengths.

(Q Reviewer 1 | 09 Jul 2020 | 11:44 #1

The main strength is that, if implemented, the facility envisioned in this study will potentially allow to gain
insights on the radiobiological mechanisms at play in phenomena such as the reduced radiation-induced toxicity
in normal tissue warranted by the FLASH effect as well as the use of proton mini/micro beams. The clinical
relevance of the study in the outlmed facmty is also a major pomt The major Ilmltatlon is a;ilghmo_my_bﬂmen

frame no cost- effectlveness evaluatlon no mention on the actual overall cost. Th|s may be |mportant in light of

the argued need to abate costs for hadrontherapy.
See a more detailed discussion in the detailed report attached.
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Please comment on the methods, results and data interpretation. If there are any objective
errors, or if the conclusions are not supported, you should detail your concerns.

(C Reviewer 1 | 09 Jul 2020 | 11:44 #1 KL: 10Jul20: No action
| don't think this is rigorously applicable for this paper. The rationale, simulation-based approach and
consequent results are sound.
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Is the English language of sufficient quality?
- Yes

Is the quality of the figures and tables satisfactory?
- Yes

Does the reference list cover the relevant literature adequately and in an unbiased manner?
- Yes

Are the statistical methods valid and correctly applied? (e.g. sample size, choice of test)
- Not Applicable

Are the methods sufficiently documented to allow replication studies?
- Yes

Are the data underlying the study available in either the article, supplement, or deposited in a repository?
(Sequence/expression data, protein/molecule characterizations, annotations, and taxonomy data are required to
be deposited in public repositories prior to publication)

- Not Applicable

Does the study adhere to ethical standards including ethics committee approval and consent procedure?
- Not Applicable

Have standard biosecurity and institutional safety procedures been adhered to?
- Not Applicable

Please provide your detailed review report to the editor and authors (including any comments
on the Q4 Check List):

& Reviewer 1 | 09 Jul 2020 | 11:44 #1
Although | checked that the reference list is adequate, there is a disagreement on two of those, which | strongly KL; 10Jul20: Fix in paper, comment in letter.
believe must be replaced as illustrated in the attached detailed report. 3
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