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Date: Jan 29, 2019
To: "Koji Matsuo" 
From: "The Green Journal" em@greenjournal.org
Subject: Your Submission ONG-18-2268

RE: Manuscript Number ONG-18-2268

Association of surgical volume for radical hysterectomy and survival of women with early-stage cervical cancer: A Japanese 
Gynecologic Oncology Group study

Dear Dr. Matsuo:

Your manuscript has been reviewed by the Editorial Board and by special expert referees. Although it is judged not 
acceptable for publication in Obstetrics & Gynecology in its present form, we would be willing to give further consideration 
to a revised version.

If you wish to consider revising your manuscript, you will first need to study carefully the enclosed reports submitted by 
the referees and editors. Each point raised requires a response, by either revising your manuscript or making a clear and 
convincing argument as to why no revision is needed. To facilitate our review, we prefer that the cover letter include the 
comments made by the reviewers and the editor followed by your response. The revised manuscript should indicate the 
position of all changes made. We suggest that you use the "track changes" feature in your word processing software to do 
so (rather than strikethrough or underline formatting).

Your paper will be maintained in active status for 21 days from the date of this letter. If we have not heard from you by 
Feb 19, 2019, we will assume you wish to withdraw the manuscript from further consideration.

REVIEWER COMMENTS:

Reviewer #1: The purpose of this manuscript was to "examine the association between surgical volume and survival of 
women with early-stage cervical cancer who underwent radical hysterectomy."  This was a retrospective cohort study of 
subjects who underwent radical hysterectomy between 1/2004 to 12/2008 at JGOG sites. 

1.  The authors note that they used "a universal data entry form for collecting clinical, tumor, treatment, and survival 
information from archived medical records."  Who extracted the archived medical records, reviewed the records and 
recorded the information on the universal data entry form?  Did one or more than one person review the records and 
record the data?  What was done to ensure accuracy of data entry on the form?  What was done if there was missing data? 

2..  Did one or more than one member of the research staff review the data on the universal data entry form and record it 
in the master excel data sheet?  The authors note that the principal investigator "reviewed the accuracy, consistency, and 
quality of the dataset". Please expand on what the principal investigator did to ensure accuracy, consistency and quality?  
What was the accuracy, consistency and quality of the data in the dataset?

3. How many JGOG designated institutions are there in Japan?  How were the 116 institutions who participated chosen to 
be involved in this study? In Japan do all JGOG-designated member institutions have fellowship-trained physicians?

4.  The authors note that "among 6,003 cases in the dataset, 5,964" were included in this study.  Why were the other 39 
cases excluded?

5.  Line 82: "a surgical volume". Should it be "surgical volume"?

6.  Line 204: "were more likely to be young whereas those in the low-volume group were old."  Please re-write this 
sentence.

7.  Line 213-214: "low-volume centers were more likely to receive neoadjuvant chemotherapy prior to RH whereas those in 
the high-volume centers".  Please re-write.

8.  Lines 283-285: "volume was somehow consistent to what observed in this study (≥21 cases a year), and similar trends 
have also been observed in endometrial cancer surgery."  Please re-write.

9.  Please carefully review references and make sure they conform to Green Journal's instructions for authors, esp et al.
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Reviewer #2: Matsuo et al present there manuscript looking at the association of surgical volume for radical hysterectomy 
and survival of women with stage I and II cervical cancer.

Given the current state of research in regards to open vs minimal invasive radical hysterectomy, a question regarding 
surgical volume is timely.  

However, There is too much bias in this paper to state that surgery at high volume centers is the reason for improved 
survival.  

Low/Moderate sites demonstrated a stark difference from what would be seen in academic/high volume centers.  The low 
and moderate sites were more likely to give neoadjuvant chemotherapy and perform surgery on bulky disease.  
Neoadjuvant chemotherapy has shown lack of benefit in multiple RCT trials both nationally and internationally.  Also 
surgery for bulky disease is not supported by clinical trials and the NCCN guidelines.  Therefore, what may really be being 
seen in this study is not a questions of surgical skill, but a question of quality of care at low/moderate vs high volume 
centers.  

Instead of focusing on surgical outcomes, a better question may be to look at outcomes in general.  Other studies 
published on cancer outcomes by volume centers, including uterine and ovarian, have focused on outcomes in general, 
rather than any one factor.  

Rigorous inclusion/exclusion criteria may be able to improve the ability to look at just surgery.

Reviewer #3: Matsuo et al. have submitted the analysis of JGOG institutions with the intent of investigating the role of 
surgical volume in radical hysterectomy outcomes.

Overall, the manuscript is well written, and the analysis is appropriate. Moreover, the manuscript is timely, given the recent 
literature highlighting the differences in minimally invasive hysterectomy and open approaches.

I have a few suggestions and questions for authors to address:

1. The inclusion of Stage II patients makes the applicability of this data in the United States limited, given that all these 
patients would have received primary chemoradiation. Authors should address this issue in the limitations.

2. The cases were from 2004-2008, which provides a challenge for this manuscript. In this time frame, several surgical 
innovations have happened and could undermine the results of this study. However, the core message of high-volume = 
better oncologic outcomes might not have changed. Nevertheless, authors should discuss this in the limitations of this 
study.

3. Methods: p-value minimization technique utilized by this paper is something I had not personally heard of before. 
However, based on their explanation, I am not very convinced that it is the right technique. Authors defined the volume 
cut-offs using the primary outcome (overall survival), then they analyzed the data and concluded that high-volume is 
associated with improved survival. There are two possible ways to address the problem:
a) Make arbitrary cut-offs (e.g <10 cases/yr, 10-20 cases/year etc.)
b) Use volume as a continuous variable. Then perform the analysis to define optimal cut-offs where adjusted survival 
changes. For example, if adjusted survival is statistically improved after 60 cases/year, then that becomes a better way to 
define the cut-off.

Once these issues are addressed, I think this manuscript is very timely. Given that we are now doing open radical 
hysterectomy and falling volume of radical hysterectomy in the US (PMID 30424895), centralization of radical 
hysterectomy should be advocated.

STATISTICAL EDITOR'S COMMENTS: 

1. lines 136-144: The method used to stratify surgical volume used the DFS by Cox PH regression to identify the three 
outcomes, which would essentially identify optimal cutpoints to highlight the differences.  Authors should also include: not 
just how many subjects, but how many centers were identified as high, medium or low volume centers.  Also, what were 
the results of analysis if another method were used to stratify, such as division into quartiles, or simply above/below the 
median.  In other words, a method that does not use the outcome data (DFS) to determine the group boundaries.

2. Table 1: To what extent could the differential rates of sampled lymph nodes have led to incorrect ascertainment of 
Clinical stage which in turn could have affected DFS etc?

3. General and Table 2: Were the outcomes of DFS, overall survival etc tested as to whether the distributions conformed to 
the assumptions of proportional hazards vs another distribution, e.g, Weibull?

View Letter ..

2 of 5 3/19/2019, 9:34 AM



4. Table 3: This Table is in an important format, but for the purposes of our readers, would be better to show with p-values 
how well matched the two data sets were after propensity score matching.  Could either include another column with 
p-values or include this Table (with SD) as supplemental table and main text Table 3 with p-values.

5. Fig 1: Were these categories stable over the 5 years or did some centers initially in low volume category have enough 
cases in later years to become mid-volume (line 204-205).  Seems clear from this figure that there were many more mid-
volume than high-volume centers and that the variability in low-volume centers is likely due to their low volume (ie, small 
sample sizes), hence wider CIs.  Again, should identify how many centers were in each category.

ASSOCIATE EDITOR - GYN:

Please insert a sentence at beginning of Abstract Results to orient the reader by stating either PFS or OS in the IB1-IIB or 
IB1 alone group

EDITORIAL OFFICE COMMENTS:

1. The Editors of Obstetrics & Gynecology are seeking to increase transparency around its peer-review process, in line with 
efforts to do so in international biomedical peer review publishing. If your article is accepted, we will be posting this 
revision letter as supplemental digital content to the published article online. Additionally, unless you choose to opt out, we 
will also be including your point-by-point response to the revision letter, as well as subsequent author queries. If you opt 
out of including your response, only the revision letter will be posted. Please reply to this letter with one of two responses:
1. OPT-IN: Yes, please publish my response letter and subsequent email correspondence related to author queries.  
2. OPT-OUT: No, please do not publish my response letter and subsequent email correspondence related to author 
queries.

2. As of December 17, 2018, Obstetrics & Gynecology has implemented an "electronic Copyright Transfer Agreement" 
(eCTA) and will no longer be collecting author agreement forms.  When you are ready to revise your manuscript, you will 
be prompted in Editorial Manager (EM) to click on "Revise Submission." Doing so will launch the resubmission process, and 
you will be walked through the various questions that comprise the eCTA. Each of your coauthors will receive an email 
from the system requesting that they review and electronically sign the eCTA.

Any author agreement forms previously submitted will be superseded by the eCTA. During the resubmission process, you 
are welcome to remove these PDFs from EM. However, if you prefer, we can remove them for you after submission.

3. Responsible reporting of research studies, which includes a complete, transparent, accurate and timely account of what 
was done and what was found during a research study, is an integral part of good research and publication practice and 
not an optional extra. Obstetrics & Gynecology supports initiatives aimed at improving the reporting of health research, 
and we ask authors to follow specific guidelines for reporting randomized controlled trials (ie, CONSORT), observational 
studies (ie, STROBE), meta-analyses and systematic reviews of randomized controlled trials (ie, PRISMA), harms in 
systematic reviews (ie, PRISMA for harms),  studies of diagnostic accuracy (ie, STARD), meta-analyses and systematic 
reviews of observational studies (ie, MOOSE), economic evaluations of health interventions (ie, CHEERS), quality 
improvement in health care studies (ie, SQUIRE 2.0), and studies reporting results of Internet e-surveys (CHERRIES). 
Include the appropriate checklist for your manuscript type upon submission. Please write or insert the page numbers 
where each item appears in the margin of the checklist. Further information and links to the checklists are available at 
http://ong.editorialmanager.com. In your cover letter, be sure to indicate that you have followed the CONSORT, MOOSE, 
PRISMA, PRISMA for harms, STARD, STROBE, CHEERS, SQUIRE 2.0, or CHERRIES guidelines, as appropriate.

4. Standard obstetric and gynecology data definitions have been developed through the reVITALize initiative, which was 
convened by the American College of Obstetricians and Gynecologists and the members of the Women's Health Registry 
Alliance. Obstetrics & Gynecology has adopted the use of the reVITALize definitions. Please access the obstetric and 
gynecology data definitions at https://www.acog.org/About-ACOG/ACOG-Departments/Patient-Safety-and-Quality-
Improvement/reVITALize. If use of the reVITALize definitions is problematic, please discuss this in your point-by-point 
response to this letter.

5. Because of space limitations, it is important that your revised manuscript adhere to the following length restrictions by 
manuscript type: Original Research reports should not exceed 26 typed, double-spaced pages (6,500 words). Stated page 
limits include all numbered pages in a manuscript (i.e., title page, précis, abstract, text, references, tables, boxes, figure 
legends, and print appendixes) but exclude references.

6. Titles in Obstetrics & Gynecology are limited to 100 characters (including spaces). Do not structure the title as a 
declarative statement or a question. Introductory phrases such as "A study of..." or "Comprehensive investigations into..." 
or "A discussion of..." should be avoided in titles. Abbreviations, jargon, trade names, formulas, and obsolete terminology 
also should not be used in the title. Titles should include "A Randomized Controlled Trial," "A Meta-Analysis," or "A 
Systematic Review," as appropriate, in a subtitle. Otherwise, do not specify the type of manuscript in the title.
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7. Specific rules govern the use of acknowledgments in the journal. Please note the following guidelines: 

* All financial support of the study must be acknowledged. 
* Any and all manuscript preparation assistance, including but not limited to topic development, data collection, analysis, 
writing, or editorial assistance, must be disclosed in the acknowledgments. Such acknowledgments must identify the 
entities that provided and paid for this assistance, whether directly or indirectly.
* All persons who contributed to the work reported in the manuscript, but not sufficiently to be authors, must be 
acknowledged. Written permission must be obtained from all individuals named in the acknowledgments, as readers may 
infer their endorsement of the data and conclusions. Please note that your response in the journal's electronic author form 
verifies that permission has been obtained from all named persons. 
* If all or part of the paper was presented at the Annual Clinical and Scientific Meeting of the American College of 
Obstetricians and Gynecologists or at any other organizational meeting, that presentation should be noted (include the 
exact dates and location of the meeting).

8. The most common deficiency in revised manuscripts involves the abstract. Be sure there are no inconsistencies between 
the Abstract and the manuscript, and that the Abstract has a clear conclusion statement based on the results found in the 
paper. Make sure that the abstract does not contain information that does not appear in the body text. If you submit a 
revision, please check the abstract carefully. 

In addition, the abstract length should follow journal guidelines. The word limits for different article types are as follows: 
Original Research articles, 300 words. Please provide a word count. 

9. Only standard abbreviations and acronyms are allowed. A selected list is available online at http://edmgr.ovid.com
/ong/accounts/abbreviations.pdf. Abbreviations and acronyms cannot be used in the title or précis. Abbreviations and 
acronyms must be spelled out the first time they are used in the abstract and again in the body of the manuscript. 

10. The journal does not use the virgule symbol (/) in sentences with words. Please rephrase your text to avoid using 
"and/or," or similar constructions throughout the text. You may retain this symbol if you are using it to express data or a 
measurement.

11. Please review the journal's Table Checklist to make sure that your tables conform to journal style. The Table Checklist 
is available online here: http://edmgr.ovid.com/ong/accounts/table_checklist.pdf.

12. The Journal's Production Editor had the following to say about the figures in your manuscript:

"Figure 1: This is difficult to read because it is so busy. Would it be possible to move the x-axis down to the bottom so it 
isn’t hidden by the data?
Figure 2: Please upload each of these graphs as a high res image (jpeg, tif, eps). Items pasted into other programs often 
lose resolutions and appear poorly in print.
Figure 3: Please upload each of these graphs as a high res image (jpeg, tif, eps). Items pasted into other programs often 
lose resolutions and appear poorly in print.
Appendices: Note that appendices should be named per the order in which the appear in the manuscript (ie, Appendix 1, 
Appendix 2, etc.). Please update the appendix file and the manuscript to reflect this."

When you submit your revision, art saved in a digital format should accompany it. If your figure was created in Microsoft 
Word, Microsoft Excel, or Microsoft PowerPoint formats, please submit your original source file. Image files should not be 
copied and pasted into Microsoft Word or Microsoft PowerPoint.

When you submit your revision, art saved in a digital format should accompany it. Please upload each figure as a separate 
file to Editorial Manager (do not embed the figure in your manuscript file). 

If the figures were created using a statistical program (eg, STATA, SPSS, SAS), please submit PDF or EPS files generated 
directly from the statistical program.

Figures should be saved as high-resolution TIFF files. The minimum requirements for resolution are 300 dpi for color or 
black and white photographs, and 600 dpi for images containing a photograph with text labeling or thin lines. 

Art that is low resolution, digitized, adapted from slides, or downloaded from the Internet may not reproduce. 

13. Authors whose manuscripts have been accepted for publication have the option to pay an article processing charge and 
publish open access. With this choice, articles are made freely available online immediately upon publication. An 
information sheet is available at http://links.lww.com/LWW-ES/A48. The cost for publishing an article as open access can 
be found at http://edmgr.ovid.com/acd/accounts/ifauth.htm. 

Please note that if your article is accepted, you will receive an email from the editorial office asking you to choose a 
publication route (traditional or open access). Please keep an eye out for that future email and be sure to respond to it 
promptly.
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***

If you choose to revise your manuscript, please submit your revision via Editorial Manager for Obstetrics & Gynecology at 
http://ong.editorialmanager.com. It is essential that your cover letter list point-by-point the changes made in response to 
each criticism. Also, please save and submit your manuscript in a word processing format such as Microsoft Word.

If you submit a revision, we will assume that it has been developed in consultation with your co-authors and that each 
author has given approval to the final form of the revision.

Again, your paper will be maintained in active status for 21 days from the date of this letter. If we have not heard from you 
by Feb 19, 2019, we will assume you wish to withdraw the manuscript from further consideration.

Sincerely,

The Editors of Obstetrics & Gynecology

2017 IMPACT FACTOR: 4.982
2017 IMPACT FACTOR RANKING: 5th out of 82 ob/gyn journals

__________________________________________________
In compliance with data protection regulations, please contact the publication office if you would like to have your personal 
information removed from the database.
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