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Responses to reviewers #3 - AOP 263 report 
 
Dear Editor and Reviewers, 
 
Please find below a list of revisions to the manuscript and AOPWiki. We hope the 
revised AOP report fulfills the requirements for publication in Environmental 
Toxicology & Chemistry. 
 
 
Sincerely, 
Dr. Song and Dr. Villeneuve 
August 5, 2021 
 
 

❑ List of revisions 
 

AOP report 
1. Line 90-91, added “These AOPs are considered highly relevant and applicable to both 

human health and ecological risk assessments.” 
 

2. Line 102, added “on” 
 
3. Line 104-107, added “Moreover, it is biologically plausible that population decline is a 

potential higher level AO linked to growth inhibition, but the relationship warrants further 
development for empirical support and will not be included in the current AOP described 
herein.” 

 
4. Line 109-110, revised to “partitioning of protonophores (uncouplers) into the inner 

mitochondrial membrane is known to uncouple OXPHOS, leading to dissipation of proton 
motive force and subsequent reduction in ATP synthesis.” 

 
5. Line 127-134, revised to “binding of protons in the inter membrane space, transportation 

of protons across the inner mitochondrial membrane (uncoupling action) and dissipation 
of protonmotive force. The first two actions are considered difficult to measure, whereas 
the third can be proportionally indicated by mitochondrial membrane potential, proton 
leak and/or oxygen consumption rate. The three intermediate events are therefore 
considered as Key Event Components (Ives 2017) to support the MIE in the AOPWiki. It 
should be noted that “dissipation of protonmotive force” is an important event that is 
relevant to many other AOPs and has a great potential to be considered as an independent 
key event in the future with the evolvement of knowledge and analytical technology.” 

 
6. Line 222, deleted “that” 

 
7. Line 282, added “(including human)” 

 
8. References, added “Ives C, Campia I, Wang R-L, Wittwehr C, Edwards S. 2017. Creating a 

Structured Adverse Outcome Pathway Knowledgebase via Ontology-Based Annotations. 
Applied In Vitro Toxicology 3:298-311. DOI: 10.1089/aivt.2017.0017.” 
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AOPWiki 
9. Main page, Abstract, revised to “This AOP is of high regulatory relevance, as it is 

considered applicable to both human health and ecological risk assessments.” 
 
10. Event 1446 page, Key Event Component: Added 3 KE components to support the MIE 

 

Process Object Action GO ID 

proton binding mitochondrion increased GO:1901691 

oxidative phosphorylation uncoupler 
activity 

mitochondrion increased GO:0017077 

regulation of mitochondrial 
membrane potential 

mitochondrion decreased GO:0051881 

 
 


