AOP 272 on Deposition of energy leading to lung cancer
Verification of AOP readiness for CRPPH[footnoteRef:1] / WNT and WPHA submission [1:  Nuclear Energy Agency Committee of Radiological Protection and Public Health (CRPPH)] 

[bookmark: _GoBack]A few EAGMST members, mainly from the EAGMST subgroup on AOP external review, have volunteered to conduct the verification that the AOPs which have previously been through external review have been adequately revised by their authors and are ready for CRPPH / WNT and WPHA submission.
A teleconference was held on 26 October 2021 to discuss the outcomes of the verification and finalise the recommendation to EAGMST. 
Participant in the TC:
	External review subgroup(including ad hoc participants)
	AOP 272 authors

	Rex FitzGerald
Bette Meek
Shihori Tanabe
Yhun Yhong Sheen
Andrea Terron
	Vinita Chauhan




Outcome of AOP verification for AOP 272
	Verification conducted by
	Comment
	Outcome of verification teleconference held on 26 October 2021

	Shihori Tanabe
	See below
	All comments have been addressed at or following the TC.

	Rex FitzGerald
	See below
	 - 



Overall recommendation: The AOP is ready for CRPPH submission for endorsement

OECD EAGMST External Review Subgroup
AOP272 “Deposition of energy leading to lung cancer” verification
October 20th, 2021
[Reviewer 1. Shihori Tanabe, Ph.D.]
National Institute of Health Sciences, Japan

Overall, the AOP272 is very well developed, and the authors have responded to the external reviewers’ comments. The followings are rather my personal comments with intent to improve AOP272 and in hopes that the future development of radiation AOP network will proceed.

1. The entire flow of AOP272 seems to be reasonable in terms of radon-induced lung cancer, whereas, ideally, “direct deposition of energy” would be more specific for radiation in the future networking of radiation AOPs. The AOP is well developed as a whole.

2. The differences between alpha-particles, beta-particles, and gamma-ray would need to be considered in the view point of the route of radiation exposure. This AOP leading to lung cancer may be applicable at least to the radiation isotopes 222Rn, 232Th, 238U, and 239Pu. The consideration of the route of radiation exposure, especially inhalation, would be important in the future AOP network development.

3. The authors may have to decide the future directions in the radiation AOP network, whether low or high LET would be focused. It seems that high LET is focused in AOP272.

4. Can the title of KE155 be changed into “Inadequate DNA repair” from “N/A, Inadequate DNA repair” in the current AOP-Wiki? If it is possible, the flow would be clearer, if not, it can be remained as it is.

5. It seems that references Okayasu, R. (2012a) and (2012b) are the same at page 36 in the “272-2021-10-01T10-15-16+00-00.pdf” file and at page 17 in the “Radon AOP snapshot_track changes_edits_06262021.doc” file. It seems that Friedland, W. et al. is not cited in the text, although it is listed in the References in the same page. Douglass M. et al. etc. are cited in the text in both the PDF and word files, whereas Douglass, M. et al. are listed in the References only in the PDF file. It is understandable, since this is such a huge document, please kindly be advised to carefully re-check your references and correct the citations accordingly as well.


[Reviewer 2. Reginald Edward FitzGerald, Ph.D.]
University of Basel, Switzerland

Verification texts:
-------------------------------
According to AOP272 snapshot ("AOP272 snapshot_track changes_ edits_06262021") and "Authors Responses to Radon AOP reviewers comments July2021", the six main review issues were resolved or adequately addressed:
1+2: Deposition of energy as stressor
3. Several downstream KEs result from impaired DNA repair.
4. Missing KEs and risk factors
5. Data on molecular and cellular mechanisms not included
6. Relevant literature missing.
 
Revisions:
1. Explanation for "deposition of energy" as MIE added in the background section.
2. Information on relevant KEs (i.e. oxidative stress, inflammation and cell death) which are networked to AOP272 was added in the background section.
3. Addition of smoking as risk modulating factor added in the background section
4. References provided by reviewers added within the appropriate KERs.
-------------------------------
Therefore, I conclude that the review for AOP272 is verified.
