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Manuscript Number; XAGR-D-22-00492
Entitled; Embryo Ploidy Status Classification Through Computer-Assisted Morphology
Assessment

Dear Mr. Danardono:

Your manuscript cited above has received reviews by the consultants
of AJOG Global Reports. We are interested in giving your paper further consideration,
once you and your co-authors have addressed the comments of the reviewers.

If you choose to revise your manuscript, please submit all items on the following
checklist at the AJOG Global Reports Editorial Manager website. Revisions submitted
after the designated due date may be considered a new submission and undergo an
additional peer review process.

REVISION DUE NO LATER THAN: 02-21-2023

AJOG Global Reports Editorial Manager
website: https://www.editorialmanager.com/xagr/

The editors ask you to follow the revision instructions carefully. Incomplete revisions or
inadequate attention to detail may delay the editorial process or lead to rejection of the
manuscript.

Please complete the following checklist:

1. RESPONSE TO REVIEWER AND EDITOR COMMENTS - Please respond to the
reviewer and editor comments as described below. Regrettably, if incomplete the
revision cannot be considered.

HEADINGS (Reviewer #, Point #) and BULLETS (A, B, C, and D) are REQUIRED.
REVIEWER 1, POINT 1

A. Point made by the reviewer/editor.

B. Reply to the reviewer/editor (by the authors) - you may agree or disagree with the


https://www.editorialmanager.com/xagr/

comment - if you disagree, it is necessary to explain the reasons and provide evidence
in the form of references, if necessary, in support of your point.

C. Provide the specific page and line on which any changes were made.
D. Provide the textual change in quotations.

REVIEWER 1, POINT 2
(follow same A, B, C, D format)

REVIEWER 2, POINT 1
(follow same A, B, C, D format)

EDITOR COMMENT, POINT 1
(follow same A, B, C, D format)

2. TRACK CHANGES, EDITED MANUSCRIPT - Submit a copy of the revised
manuscript using the "track changes" feature on Microsoft Word or, if this feature is
unavailable, underline all changes

3. REVISED MANUSCRIPT - Submit a clean, non-edited final version of the revised
paper

4. SUBMITTING THE REVISION -

A. Please re-enter in EM the title of your paper if changes have been made to the
original title.

B. Ensure that all requirements have been completed in accordance with

the AJOG Global Reports Guide for Authors, with particular attention to Editorial
Policies (ie IRB information, conflict of interest statements, and that ALL authors have
signed a Statement of Authorship form

C. Submit figures and tables ONLY if the originals have been revised (if so, remove
previous versions). We encourage the use of color whenever possible in both figures
and tables (this is a free service)

D. Upload each figure in a separate file. Do not paste figure within the manuscript text

E. Please be sure to upload a copy of the revised manuscript with changes highlighted
and a clean copy of the revised manuscript.



We greatly appreciate your careful attention to these details. Again, we thank you for
your submission to AJOG Global Reports.

Research Elements (optional)

This journal encourages you to share research objects - including your raw data,
methods, protocols, software, hardware and more — which support your original
research article in a Research Elements journal. Research Elements are open access,
multidisciplinary, peer-reviewed journals which make the objects associated with your
research more discoverable, trustworthy and promote replicability and reproducibility.
As open access journals, there may be an Article Publishing Charge if your paper is
accepted for publication. Find out more about the Research Elements journals

at https://www.elsevier.com/authors/tools-and-resources/research-elements-
journals?dgcid=ec_em_research_elements_email.

Sincerely yours,
The Editors

AJOG Global Reports

EDITOR/REVIEWER COMMENTS:

Editor Comment(s):

In its current state, the level of English throughout your manuscript does not meet the
journal’s required standard. You may wish to ask a native speaker to check your
manuscript for grammar, style and syntax, or use the professional language editing
options available from Elsevier Author Services: https://webshop.elsevier.com/

Reviewer #1: This study developed a machine learning model for a non-invasive ploidy
status prediction and the model has the ability to predict aneuploid embryo with high
confidence level.

1.The sample size of this study was relatively small, especially in euploid group.
2.Lack of baseline for inclusion population.

3.The inclusion and exclusion criteria for images should be described in detail.

Reviewer #2: The study aimed to develop an artificial intelligence model to predict
ploidy status in human embryos. This is a topic of interest, and | appreciate that results
of two case study comparisons were presented. However | do have some concerns
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please see as the following:

1. As the authors mentioned, an optimal model should be able to classify different
classes with similar accuracy, precision and recall. While the most robust prediction
model, using Gradient Boosting algorithm, yielded good precision and recall in
predicting auploidy, it has very poor precision and recall in predicting euploidy (0.35 and
0.33 respectively). It seems the model has little value in predicting euploidy, this is
confusing.

2. | think the proportion of mosaic embryos in the study was relatively high
(416/1123=37%). Please describe what method was used for PGT-A (NGS? SNP
array? etc.); and how euploid, aneuploid, and mosaic was defined. Please also provide
more information on the study population.

3. For the binary classification of the embryos, | have some concerns with putting
mosaic embryos and aneuploid embryos into one classification. Recent studies have
shown that mosaic embryos could result in normal live births, especially low-level
mosaic embryos. As over one third of the embryos included in the model was
designated as mosaic, this could have a great impact on the model.

4. To help evaluate performance of the model, please add the receiver-operating
characteristic curve and precision-recall curve (with AUC value).

Editor: 1. Please address the points raised by the Reviewers, such as inclusion criteria
and mosaic embryo classification, etc.

2. Could you please discuss more about the unique of your Al model compared with
those preciously developed models?

3. Is it possible to test the performance of the Al model in another separate embryo
database?.



Manuscript Number; XAGR-D-22-00492R1
Entitled; Embryo Ploidy Status Classification Through Computer-Assisted Morphology
Assessment

Dear Mr. Danardono:

Your manuscript cited above has received reviews by the consultants
of AJOG Global Reports. We will be pleased to accept this paper for publication, once
you and your co-authors have addressed the comments of the reviewers.

If you choose to revise your manuscript, please submit all items on the following
checklist at the AJOG Global Reports Editorial Manager website. Revisions submitted
after the designated due date may be considered a new submission and undergo an
additional peer review process.

REVISION DUE NO LATER THAN: 03-26-2023

AJOG Global Reports Editorial Manager
website: https://www.editorialmanager.com/xagr/

The editors ask you to follow the revision instructions carefully. Incomplete revisions or
inadequate attention to detail may delay the editorial process or lead to rejection of the
manuscript.

Please complete the following checklist:

1. RESPONSE TO REVIEWER AND EDITOR COMMENTS - Please respond to the
reviewer and editor comments as described below. Regrettably, if incomplete the
revision cannot be considered.

HEADINGS (Reviewer #, Point #) and BULLETS (A, B, C, and D) are REQUIRED.
REVIEWER 1, POINT 1

A. Point made by the reviewer/editor.

B. Reply to the reviewer/editor (by the authors) - you may agree or disagree with the

comment - if you disagree, it is necessary to explain the reasons and provide evidence
in the form of references, if necessary, in support of your point.


https://www.editorialmanager.com/xagr/

C. Provide the specific page and line on which any changes were made.
D. Provide the textual change in quotations.

REVIEWER 1, POINT 2
(follow same A, B, C, D format)

REVIEWER 2, POINT 1
(follow same A, B, C, D format)

EDITOR COMMENT, POINT 1
(follow same A, B, C, D format)

2. TRACK CHANGES, EDITED MANUSCRIPT - Submit a copy of the revised
manuscript using the "track changes" feature on Microsoft Word or, if this feature is
unavailable, underline all changes

3. REVISED MANUSCRIPT - Submit a clean, non-edited final version of the revised
paper

4. SUBMITTING THE REVISION -

A. Please re-enter in EM the title of your paper if changes have been made to the
original title.

B. Ensure that all requirements have been completed in accordance with

the AJOG Global Reports Guide for Authors, with particular attention to Editorial
Policies (ie IRB information, conflict of interest statements, and that ALL authors have
signed a Statement of Authorship form

C. Submit figures and tables ONLY if the originals have been revised (if so, remove
previous versions). We encourage the use of color whenever possible in both figures
and tables (this is a free service)

D. Upload each figure in a separate file. Do not paste figure within the manuscript text

E. Please be sure to upload a copy of the revised manuscript with changes highlighted
and a clean copy of the revised manuscript.

We greatly appreciate your careful attention to these details. Again, we thank you for
your submission to AJOG Global Reports.



Research Elements (optional)

This journal encourages you to share research objects - including your raw data,
methods, protocols, software, hardware and more — which support your original
research article in a Research Elements journal. Research Elements are open access,
multidisciplinary, peer-reviewed journals which make the objects associated with your
research more discoverable, trustworthy and promote replicability and reproducibility.
As open access journals, there may be an Article Publishing Charge if your paper is
accepted for publication. Find out more about the Research Elements journals

at https://www.elsevier.com/authors/tools-and-resources/research-elements-
journals?dgcid=ec_em_research_elements_email.

Sincerely yours,
The Editors

AJOG Global Reports

EDITOR/REVIEWER COMMENTS:

Editor Comment(s):

Reviewer #2: Please consider adding method of PGT-A and threshold for euploid,
aneuploid and mosaic in the method section.
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Dear Mr. Danardono:

We are pleased to inform you that your submission number XAGR-D-22-00492R2
entitled, "Embryo Ploidy Status Classification Through Computer-Assisted Morphology
Assessment," is accepted for publication in AJOG Global Reports.

Most papers are available online, as an in-press accepted manuscript, within two
weeks. A PDF file of the accepted manuscript version is clearly marked, citable using
the DOI (Digital Object Identifier), and fully searchable. As the publication process
progresses the accepted manuscript version will be replaced by the proofed and typed
set version.

Once the document is typeset you will receive page proofs via email from the publisher
prior to publication. Please review the proofs carefully, respond to any queries promptly,
and return the proofs to the publisher within 48 hours. Any delay in returning the page
proofs may result in a significant delay in publication.

It is assumed that no part of this work; text, tables, and illustrations have been
previously published and that it will not be submitted elsewhere for publication without
the consent of Elsevier. The Managing Editor should be notified if there are any press
releases anticipated on accepted papers.

Thank you for submitting your work to us.

W e encourage authors of original research papers to share the research objects —
including raw data, methods, protocols, software, hardware and other outputs —
associated with their paper. More information on how our open access Research
Elements journals can help you do this is available

at https://www.elsevier.com/authors/tools-and-resources/research-elements-
journals?dgcid=ec_em_research_elements_email.

Sincerely,
The Editors

AJOG Global Reports

Comments:
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Eligible for a waiver?

If your manuscript was transferred from an Elsevier subscription journal and submitted
in this open access journal before 31 December 2023, you do not have to pay the article
publishing charge (APC). We will waive the APC.

How to get your APC waived?

Please use this webform to contact our support
team: https://service.elsevier.com/app/contact/supporthub/publishing/

You can then expect the following:
You will receive a voucher code upon successful validation.
You will receive an email with a link to the Rights and Access form.

Enter the voucher code in the Rights and Access form, in the Publishing options step
and complete the form.

Important note:
Please complete the Rights and Access Form within 14 days of receipt of the link to the

form. An open access invoice will be sent to you if you don’t complete the Rights and
Access form.


https://service.elsevier.com/app/contact/supporthub/publishing/

Dear Dr Gunawan,

Thank you for bringing this to our attention and we appreciate your patience while waiting for our
response.

I’'m pleased to inform you that the article publishing charge will be waived upon acceptance of your
article.

Please follow the voucher code template attached to redeem the voucher code. Your unique
voucher code is as follows: XAGR7XKGLIM3ATS

Should you have further concerns or inquiry, please do not hesitate to let me know. | would be more
than happy to assist you further.

With best regards,

Hazel Gret Celis
Researcher Support — Open Access


https://reedelsevier.sharepoint.com/:w:/r/sites/OG-ELSOATeam/Shared%20Documents/Voucher%20Codes/Templates%20for%20communication/ATS%20Voucher%20code%20template_author.docx?d=w67868802506848a794cb32df67fb94e8&csf=1&web=1

ELSEVIER

Dear Mr. Danardono,

Thank you for completing the Publishing Agreement Form
for your article Embryo Ploidy Status Classification Through
Computer-Assisted Morphology Assessment. Please find
attached a copy of the "Journal Publishing (License)
Agreement" which you completed online on May 17, 2023.

If you have any questions, please do not hesitate to contact
us. To help us assist you, please quote our article reference
XAGR_100209 in all correspondence.

Now that your article has been accepted, you will want to
maximize the impact of your work. Elsevier facilitates and
encourages authors to share their article responsibly. To learn about the many ways in
which you can share your article whilst respecting copyright,

visit: www.elsevier.com/sharing-articles.

We are committed to publishing your article as quickly as possible.

Kind regards,
Elsevier Researcher Support
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PLEASE DO NOT ALTER THE SUBJECT LINE OF THIS EMAIL

Our reference: XAGR 100209

Article reference: XAGR_XAGR-D-22-00492

Article title: Embryo Ploidy Status Classification Through Computer-Assisted Morphology
Assessment

To be published in: AJOG Global Reports

Dear Mr. Danardono,

We recently sent you proofs of the above-mentioned article. Our records indicate that we have
not yet received your proof corrections or your approval to publish the article without change.

Please review the proof and submit any corrections within 48 hours to help us publish your
article as quickly and accurately as possible.

Please click on the link below to access your proofs and the instructions for returning your
corrections.

https://elsevier.aptaracorp.com/authorproofs/home.jsp?id=d2007e5554a5f172802bb9d16607af5
1

If this link does not work, please copy the entire URL (noting that it may run on to a second line
in this message) into your browser.

If you have already returned your corrections within the past 24 hours then please ignore this
reminder.

Please note that once we receive your corrections, your article is considered finalized and
further amendments are no longer possible.

Thank you for your cooperation. Please contact us if you have any questions, and quote the
reference for your article, XAGR 100209, in all of your messages to us.

Kind regards,

Ms Susan Hurren

Journal Manager

Elsevier

E-Mail: s.hurren@elsevier.com
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