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Name: You Song 
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Review Information 
 
Date this checklist has been filled: 15/01/2025 
 
Date of final draft PDF snapshot proposed for external review: 15/01/2025 
 
 
General Observations and Conclusions of the Coach(es)/Reviewer(s) 
 
Description of major changes compared to the AOP outlined in the original 
submission/proposal by authors: AOP 398 has been developed much further compared 
to the original submission with the main Wiki page, KE pages and KER pages populated. 
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Summary of coach comments and author responses: 
Three rounds of coaching have been conducted. After the 3rd round of revision, the coach 
thinks that AOP 398 is ready for external review. The major coach comments and authors’ 
responses are listed below: 
 
1) Coach: Item “Overall AOP” - Please consider adding some text to “Consideration for 
potential applications” as the AOP has regulatory significance.   
Author: Some text now added. 
 
2) Coach: Item “Is a graphical representation included?” -  It is recommended to use the 
AOPWiki template for graphical illustration - to be consistent across Wiki. 
Author: Has been replaced on wiki now using the standard template format. 
 
3) Coach: Item “Is the level of support for essentiality of the KEs described and assessed 
in accordance with the OECD AOP Handbook?” - It is recommended to use bullet points 
(instead of long text) to more clearly demonstrate the following essentiality considerations: 
1) if KEup is taken way, KEdown cannot happen; 2) if KEup changes, KEdown always 
changes accordingly. 
Author: Have made an ’essentiality table’. 
 
4) Coach: Item “Has consideration been given to the level of support for the calls on the 
Overall WoE and the Quantitative Understanding? -  It is recommended to supplement a 
concordance table listing the empirical evidence supports (dose, time, incidence). 
Author: We don’t have much here. I suggest we keep as is, then respond to reviewer 
requests if any?     
 
5) Coach: Item “KE number, title  : 1880, Decreased, ALDH1A activity (including MIE and 
AO; copy this table for each KE)” - The current format is acceptable, but it is however 
reccomended to use terms such as ”increase”/”increased”, ”decrease”/”decreased” to 
describe directions of change - to be consistent for all KE names. 
Author: KE title changed to ’decreased’. 
 
6) Coach: Item “KE1880, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: retinoic acid biosynthetic process, Object: retinal 
dehydrogenase 1, Action: decreased. 
 
7) Coach: Item “KE1881, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: retinoic acid biosynthetic process, Object: all-trans-retinoic acid, 
Action: decreased 
 
8) Coach: Item “KE number, title : 1882, Disrupted, initiation of meiosis of oogonia in the 
ovary” - The current format is acceptable, but it is however reccomended to use terms 
such as ”increase”/”increased”, ”decrease”/”decreased” to describe directions of change - 
to be consistent for all KE names. 
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Author: Slightly changed, but kept ’disrupted’, which also is an embedded ontology term 
in Wiki. 
 
9) Coach: Item “KE1882, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: meiosis I, Object: oocyte, Action: disrupted 
 
10) Coach: Item “KE number, title  : 1883, Decreased, size of the ovarian reserve” - The 
current format is acceptable, but it is however reccomended to use terms such as 
”increase”/”increased”, ”decrease”/”decreased” to describe directions of change - to be 
consistent for all KE names. 
Author: Title changed. 
 
11) Coach: Item “KE 1883, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: ovarian follicle development, Object: ovarian follicle, Action: 
decreased. 
 
12) Coach: Item “KE number, title  : 405, disrupted, ovarian cycle” - The current format is 
acceptable, but it is however reccomended to use terms such as ”increase”/”increased”, 
”decrease”/”decreased” to describe directions of change - to be consistent for all KE 
names. 
Author: Changed to ’disrupted’. 
 
13) Coach: Item “KE 405, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: ovulation cycle, Object: ovarian follicle, Action: disrupted. 
 
14) Coach: Item “KE number, title  : 406, decreased, Fertility” - The current format is 
acceptable, but it is however reccomended to use terms such as ”increase”/”increased”, 
”decrease”/”decreased” to describe directions of change - to be consistent for all KE 
names. 
Author: Changed to ’decreased’. 
 
15) Coach: Item “KE 406, Are KE components defined using structured ontology terms 
(Process, Object, Action)?” – please add. 
Author: Added - Process: fertilization, Object: fertility, Action: decreased. 
 
16) Coach: Item “KER number, title  : 2401, Decreased, ALDH1A activity leads to 
Decreased, atRA concentration” - See recommendations for KE title improvements above. 
Author: Updated as a consequence of new KE titles. 
 
17) Coach: Item “KER 2401, Are uncertainties and inconsistencies described?” - If none, 
please add a sentence to state that there is no or very limited knowledge on this item. 
Author: I have added a short paragraph explaining some uncertainties. 
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18) Coach: item “KER 2401, Is Evidence Collection Strategy described?“ -  Pls briefly 
describe the strategy, e.g., systematic review, review by targeted search, review by data 
mining and meta/analysis, evidence from in-house data etc. 
Author: Added statement - This KER is considered canonical knowledge and supporting 
literature was sourced from e.g. key review articles from open literature. I.e. evidence was 
not sourced by systematic literature search strategies. 
 
19) Coach: Item “KER number, title: 2477, Decreased, atRA concentration leads to 
Disrupted, meiotic initiation in oocytes” - See recommendations for KE title improvements 
above. 
Author: Updated as a consequence of new KE titles. 
 
20) Coach: Item “KER 2477, Is Evidence Collection Strategy described?” - Pls briefly 
describe the strategy, e.g., systematic review, review by targeted search, review by data 
mining and meta/analysis, evidence from in-house data etc. 
Author: A description of systematic search strategy has been added. 
 
21) Coach: Item “KER 2477, Are uncertainties and inconsistencies described?” - If none, 
please add a sentence to state that there is no or very limited knowledge on this item. 
Author: Have added some plausible uncertainties. 
 
22) Coach: Item “KER 2477, Is Evidence Collection Strategy described?” - Pls briefly 
describe the strategy, e.g., systematic review, review by targeted search, review by data 
mining and meta/analysis, evidence from in-house data etc. 
Author: Some text added to search strategy. 
 
23) Coach: Item “KER number, title  : 2525, Decreased, ovarian reserve leads to disrupted, 
ovarian cycle” - See recommendations for KE title improvements above. 
Author: Title updated according to KE updates. 
 
24) Coach: Item “KER 2525, Are uncertainties and inconsistencies described?” - If none, 
please add a sentence to state that there is no or very limited knowledge on this item.. 
Author: This was already described. 
 
25) Coach: Item “KER 2525, Is Domain of Applicability described?” -  If possible, please 
add a few statements to describe the rationales for those listed in the DoA tables. 
Author:  Statements to sex and life stage applicability added. 
 
26) Coach: Item “KER number, title: 394, disrupted, ovarian cycle leads to decreased, 
Fertility” - See recommendations for KE title improvements above. 
Author: Updated with KE updates. 
 
27) Coach, Item “KER 394, If an existing KER is being adapted, have the previous authors 
been informed?” - Maybe simply send a message to Elise via AOPWiki or email? 
Author: Elise has been notified (in person discussions). 
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28) Coach: Item “KER 394, Is Evidence Collection Strategy described?” - Pls briefly 
describe the strategy, e.g., systematic review, review by targeted search, review by data 
mining and meta/analysis, evidence from in-house data etc. 
Author: This we cannot do, as it was developed by others (i.e. Grignard et al). From my 
understanding, this was not done systematically. 
 
29) Coach lead: a) Page 11 of the AOP Coach Checklist and Final Review Report, 
KER394, disrupted, ovarian cycle leads to be decreased, Fertility There are two checks 
(“Yes” and “Not applicable”) for "Has the KER already been used in other AOPs?", is there 
any specific reason for this? b) Page 20-21 of AOP398 AOP-Wiki Snapshot It seems that 
Sex Applicability is not defined in Domain of Applicability, and “The impaired fertility can 
be measured in both male and female species” is described in plausible domain of 
applicability. Should it be defined, or selected as “unspecific” in Domain of Applicability of 
KE406: decreased, Fertility? 
Author: a) I think this is a typo. KER394 is used in AOP-7, which has been 'under review' 
for many years. I.e. it is not yet 'endorsed'. b) That is correct, that sex domain is not 
specified for AO-406. I think this could be a valuable discussion at some stage if there 
should be two separate AOs for male and female 'decreased fertility'. The reason for not 
specifying it here, is that AO-406 is already included in other AOPs that describe infertility 
in both males and females. Instead, it is our AOP that has a 'female sex' restricted domain 
of applicability. 
Coach: My personal opinion is that it might be ok to add both male and female to the AO 
406 page, as this is considered a common and generalized outcome of several AOPs. You 
have already specified in the AOP main page that your AOP is applicable to female due to 
female-relevant upstream KEs, I think it is understandable to the reviewers or even 
regulators that the sex applicability of the AO can be different for different AOPs. 
Author: I have set it as ‘mixed’ as it can cover both sexes. 
Coach lead: I think that the Sex applicability of KE406 "decreased, Fertility" may be better 
to be "Unspecific" rather than "Mixed" in the currrent description. 
Or otherwise it is better to select both "male" and "female" (in that case, I am not sure how 
other genders are handled though). 
Author: It just occurred to me that I can add both male and female as sex term. I have 
therefore done so. Hope this is ok. If not, let me know and I will revert to 'unspecified' if 
you prefer. 
 
 
 
Checklist 
 
The following tables are checklists for the overall AOP and for the individual KEs and 
KERs. 
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Overall AOP Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Does the title of the AOP follow the correct convention 
(MIE or first KE leading to AO)?  

x    

Does the title of the AOP reflect its content/domain? x    

Is a graphical representation included? x    

Is it clear who the authors/developers of the AOP are? 
Contact information for one or more corresponding 
author(s) should be included.  

x    

Is the status of the AOP described? x    

Does the abstract concisely describe the main content of 
the AOP in a standalone manner?  

x    

Have prototypical stressors been identified for the MIE? x    

Has the regulatory relevance of the AO been described? x    

Is the domain of applicability of the AOP defined in 
accordance with the OECD AOP Handbook? 

x    

Is the level of support for essentiality of the KEs 
described and assessed in accordance with the OECD 
AOP Handbook?  

x    

Has consideration been given to the level of support for 
the calls on the Overall WoE and the Quantitative 
Understanding? 

x    
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KE number, title: 1880, Decreased, ALDH1A activity 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 

    

 

KE number, title: 1881, Decreased, all-trans retinoic 
acid (atRA) concentration 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 
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KE number, title: 1882, Disrupted, initiation of meiosis 
of oogonia in the ovary 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 

    

 

KE number, title: 1883, Decreased, size of the ovarian 
reserve 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 
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KE number, title: 405, disrupted, ovarian cycle 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 

    

 

KE number, title: 406, decreased, Fertility 
(including MIE and AO; copy this table for each KE) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KE already been used in other AOPs? x    

Has the KE been previously reviewed according to 
OECD requirements? 

   x 

If an existing KE is being adapted, have the previous 
authors been informed? 

   x 

Is the KE described in a way that allows its reuse in other 
AOPs (i.e. independent of this AOP)?  

x    

Is the biological context (level of organization, terms) 
specified? 

x    

Are KE components defined using structured ontology 
terms (Process, Object, Action)? 

x    

Is the KE description clear? x    

Are measurement methods specified, described and  
referenced? 

x    

Is the domain of applicability described? x    

(Only for AO) Is Regulatory Significance of the AO 
described? 

x    
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KER number, title: 2401, Decreased, ALDH1A activity 
leads to Decreased, atRA concentration 
(copy this table for each KER) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KER already been used in other AOPs? x    

Has the KER been previously reviewed according to 
OECD requirements? 

   x 

If an existing KER is being adapted, have the previous 
authors been informed? 

   x 

Is the KER described in a way that allows its reuse in 
other AOPs (i.e. independent of this AOP)?  

x    

Is biological plausibility described/discussed? x    

Is empirical evidence presented, referenced and 
discussed? 

x    

Are uncertainties and inconsistencies described? x    

Is Quantitative Understanding of the Linkage described? x    

Is Domain of Applicability described? x    

Is Evidence Collection Strategy described? x    

 

KER number, title: 2477, Decreased, atRA 
concentration leads to Disrupted, meiotic initiation in 
oocytes 
(copy this table for each KER) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KER already been used in other AOPs?    x 

Has the KER been previously reviewed according to 
OECD requirements? 

   x 

If an existing KER is being adapted, have the previous 
authors been informed? 

   x 

Is the KER described in a way that allows its reuse in 
other AOPs (i.e. independent of this AOP)?  

x    

Is biological plausibility described/discussed? x    

Is empirical evidence presented, referenced and 
discussed? 

x    

Are uncertainties and inconsistencies described? x    

Is Quantitative Understanding of the Linkage described? x    

Is Domain of Applicability described? x    
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Is Evidence Collection Strategy described? x    

KER number, title: 2481, Disrupted, meiotic initiation in 
oocyte leads to Decreased, ovarian reserve 
(copy this table for each KER) 

Yes For 
revision 

Revision 
agreed 

Not 
applicable 

Has the KER already been used in other AOPs?    x 

Has the KER been previously reviewed according to 
OECD requirements? 

   x 

If an existing KER is being adapted, have the previous 
authors been informed? 

   x 

Is the KER described in a way that allows its reuse in 
other AOPs (i.e. independent of this AOP)?  

x    

Is biological plausibility described/discussed? x    

Is empirical evidence presented, referenced and 
discussed? 

x    

Are uncertainties and inconsistencies described? x    

Is Quantitative Understanding of the Linkage described? x    

Is Domain of Applicability described? x    

Is Evidence Collection Strategy described? x    

 
 

KER number, title: 2525, Decreased, ovarian reserve 
leads to disrupted, ovarian cycle 
(copy this table for each KER) 

Yes 
For 

revision 
Revision 
agreed 

Not 
applicable 

Has the KER already been used in other AOPs?    x 

Has the KER been previously reviewed according to 
OECD requirements? 

   x 

If an existing KER is being adapted, have the previous 
authors been informed? 

   x 

Is the KER described in a way that allows its reuse in 
other AOPs (i.e. independent of this AOP)?  

x    

Is biological plausibility described/discussed? x    

Is empirical evidence presented, referenced and 
discussed? 

x    

Are uncertainties and inconsistencies described? x    

Is Quantitative Understanding of the Linkage described? x    

Is Domain of Applicability described? x    

Is Evidence Collection Strategy described? x    
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KER number, title: 394, disrupted, ovarian cycle leads 
to decreased, Fertility 
(copy this table for each KER) 

Yes For 
revision 

Revision 
agreed 

Not 
applicable 

Has the KER already been used in other AOPs? x    

Has the KER been previously reviewed according to 
OECD requirements? 

   x 

If an existing KER is being adapted, have the previous 
authors been informed? 

x    

Is the KER described in a way that allows its reuse in 
other AOPs (i.e. independent of this AOP)?  

x    

Is biological plausibility described/discussed? x    

Is empirical evidence presented, referenced and 
discussed? 

x    

Are uncertainties and inconsistencies described? x    

Is Quantitative Understanding of the Linkage described? x    

Is Domain of Applicability described? x    

Is Evidence Collection Strategy described?    x 

 


