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Dear Prof. Bourne,  

 

Manuscript ID BMJ.2015.024934 entitled "Defining safe criteria to diagnose miscarriage: a prospective 

observational multicentre study"  

 

Thank you for sending us this paper, which we were pleased to have the chance to consider and enjoyed 

reading. We recognise its potential importance and relevance to general medical readers, but I am afraid 

that we have not yet been able to reach a final decision on it. This is because several important aspects of 

the work still need clarifying.  
 

We hope very much that you will be willing and able to revise your paper as explained below in the report 

from the manuscript committee meeting, so that we will be in a better position to understand your study 

and to decide whether The BMJ is the right journal for it.  

 

Many thanks again. We look forward to seeing your revised article within a month and, we hope, to 

reaching a decision.  

 

** THE REPORT FROM THE MANUSCRIPT COMMITTEE MEETING, REVIEWERS’ REPORTS, AND THE BMJ’S 

GENERAL REQUIREMENTS FOR RESEARCH PAPERS ARE AVAILABLE AT THE END OF THIS LETTER.**  
 

 

First, however, please read these four important points about sending your revised paper back to us:  

 

1. Deadline: Your revised manuscript should be returned within one month.  

 

2. Online and print publication: All original research in The BMJ is published with open access. The full text 

online version of your article, if accepted after revision, will be the indexed citable version (full details are 

athttp://resources.bmj.com/bmj/about-bmj/the-bmjs-publishing-model), while the print and iPad BMJ will 
carry an abridged version of your article, usually a few weeks afterwards. This abridged version of the 

article is essentially an evidence abstract called BMJ pico, which we would like you to write using a 

template and then email it to papersadmin@bmj.com (there are more details below on how to write this 

using a template). Publication of research on bmj.com is definitive and is not simply interim "epublication 

ahead of print", so if you do not wish to abridge your article using BMJ pico, you will be able to opt for 

online only publication. Please let us know if you would prefer this option.  

If/when your article is accepted we will invite you to submit a video abstract, lasting no longer than 4 

minutes , and based on the information in your paper’s BMJ pico evidence abstract. The content and focus 

of the video must relate directly to the study that has been accepted for publication by The BMJ, and 

should not stray beyond the data.  
 

3. Open access publication fee: The BMJ is committed to keeping research articles Open Access (with 

Creative Commons licences and deposit of the full text content in PubMedCentral as well as fully Open 

Access on bmj.com). To support this we are now asking all authors to pay an Open Access fee of £3000 on 

acceptance of their paper. If we accept your article we will ask you to pay the Open Access publication fee; 

we do have a waiver policy for authors who cannot pay. Consideration of your paper is not related to 

whether you can or cannot pay the fee (the editors will be unaware of this), and you need do nothing now.  

 

 
How to submit your revised article: Log into https://mc.manuscriptcentral.com/bmj and enter your Author 

Center, where you will find your manuscript title listed under "Manuscripts with Decisions." Under "Actions," 

click on "Create a Revision." Your manuscript number has been appended to denote a revision.  

 

You may also click the below link to start the revision process (or continue the process if you have already 

started your revision) for your manuscript. If you use the below link you will not be required to login to 

ScholarOne Manuscripts.  

 

https://mc.manuscriptcentral.com/bmj?URL_MASK=8219a162edd34aedaca729b951ece669  

 
You will be unable to make your revisions on the originally submitted version of the manuscript. Instead, 

revise your manuscript using a word processing program and save it on your computer.  

 

Once the revised manuscript is prepared, you can upload it and submit it through your Author Center. 

When submitting your revised manuscript, you will be able to respond to the comments made by the 

reviewer(s) and Committee in the space provided. You can use this space to document any changes you 

make to the original manuscript and to explain your responses. In order to expedite the processing of the 

revised manuscript, please be as specific as possible in your response to the reviewer(s).  

 
IMPORTANT: Your original files are available to you when you upload your revised manuscript. Please 

delete any redundant files before completing the submission.  

 

 

Yours sincerely,  

 

Rebecca Burch, MD  

Associate Editor, The BMJ  

rburch@bmj.com  



 

 

 
As well as submitting your revised manuscript, we also require a copy of the manuscript with changes 

highlighted. Please upload this as a supplemental file with file designation ‘Revised Manuscript Marked 

copy’.  

 

IMPORTANT: Your original files are available to you when you upload your revised manuscript. Please 

delete any redundant files before completing the submission.  

 

 

INFORMATION ON REVISING THE CONTENT AND FORMAT OF YOUR ARTICLE  
 

**Report from The BMJ’s manuscript committee meeting**  

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are not an 

exact transcript. Members of the committee were: Jose Merino (chair), Jon Deeks (statistician), Rebecca 

Burch, Georg Roeggla, Tiago Villaneuva, Wim Weber, Kristina Fister, Rubin Minhas.  

 

Decision: request revisions  

 

Detailed comments from the meeting:  
First and foremost, please revise your paper to respond to all of the comments by the reviewers. Their 

reports are available at the end of this letter, below.  

 

Please also respond to these additional comments by the committee:  

 

*We would like clarification about ethical approval. Although these data were collected as part on an audit, 

this is a sensitive topic and it seems unusual that no attempt to obtain ethical approval was made.  

 

*Editors noted some confusion around whether this was an audit or whether this is a prospective study. 
More clarification of terminology would be helpful.  

 

*Reviewers were concerned about the reliability of ultrasound and editors noted as well that ultrasound is 

quite operator dependent. How was this issue addressed?  

 

*Although this paper is an extension of previous work, and thus incremental to some degree, editors felt 

that this paper had important practical implications for patients.  

 

*We noted that the comparison (reference) group was viability at 11-14 weeks but there is no description 

of how this was verified.  
 

*Different centers had different criteria for classifying a pregnancy as being of unknown viability, and the 

criteria also changed over the course of the study. How does this heterogeneity affect the findings of the 

study?  

 

*Our statistician raised the following concerns as well:  

 

- It is interesting that they present values of sensitivity and specificity with confidence intervals but not the 

positive predictive value. The positive predictive value (really they quote post test probabilities of) is 
probably the most important parameter here, as you need the probability that a pregnancy is viable given 

the observed test results. Unfortunately the samples get very small for the PPVs e.g 2 out of 49 (first result 

top of page 11) gives a PPV of 5% with a 95% CI from 0.6% to 16.9%. (Another example: Proportion 0/12 

for example – upper limit of CI goes up to 26% could be viable, so that’s very high.) There is a level of 

uncertainty that is not fully acknowledged.  

 

- We would like to see the combinations of the individual factors evaluated as well.  

 

- Lack of a reference standard as others have said  

 
- The many abbreviations hampered readability in some places.  

 

 

IMPORTANT  

When you revise and return your manuscript, please take note of all the following points about revising 

your article. Even if an item, such as a competing interests statement, was present and correct in the 

original draft of your paper, please check that it has not slipped out during revision.  

 

a. In your response to the reviewers and committee please provide, point by point, your replies to the 
comments made by the reviewers and the editors, and please explain how you have dealt with them in the 

paper. It may not be possible to respond in detail to all these points in the paper itself, so please do so in 

the box provided  

 

 

b. If your article is accepted it will then be edited, proofed, and - after your approval - published on 

bmj.com with open access. This open access Online First article will not be a pre-print. It will represent the 

full, citable, publication of that article. The citation will be year, volume, elocator (a unique identifier for 

that article): eg BMJ 2008;337:a145 — and this is what will appear immediately in Medline, PubMed, and 



other bibliographical indexes. We will give this citation in print and online, and you will need to use it when 

you cite your article.  

 
c. Please write an abridged version of the article for the print and iPad BMJ using the appropriate BMJ pico 

template for your study's design. Please be reassured that it doesn't take long to complete this. When your 

BMJ pico is ready please email it to papersadmin@bmjgroup.com.The templates for you to download are at  

http://resources.bmj.com/bmj/authors/bmj-pico  

 

 

d. Please include these items in the revised manuscript to comply with BMJ style:  

 

Title: this should include the study design eg "systematic review and meta-analysis”  
 

Abstract  

structured abstract including key summary statistics, as explained below (also see 

http://resources.bmj.com/bmj/authors/types-of-article/research)  

for every clinical trial - and for any other registered study - the study registration number and name of 

register – in the last line of the structured abstract.  

 

Introduction  

this should cover no more than three paragraphs, focusing on the research question and your reasons for 

asking it now  
 

Methods:  

for an intervention study the manuscript should include enough information about the intervention(s) and 

comparator(s) (even if this was usual care) for reviewers and readers to understand fully what happened in 

the study. To enable readers to replicate your work or implement the interventions in their own practice 

please also provide (uploaded as one or more supplemental files, including video and audio files where 

appropriate) any relevant detailed descriptions and materials. Alternatively, please provide in the 

manuscript urls to openly accessible websites where these materials can be found  

Results  
please report statistical aspects of the study in line with the Statistical Analyses and Methods in the 

Published Literature (SAMPL) guidelines http://www.equator-network.org/reporting-guidelines/sampl/  

 

summary statistics to clarify your message. Please include in the results section of your structured abstract 

(and, of course, in the article's results section) the following terms, as appropriate:  

 

For a clinical trial:  

• Absolute event rates among experimental and control groups  

• RRR (relative risk reduction)  

• NNT or NNH (number needed to treat or harm) and its 95% confidence interval (or, if the trial is of a 
public health intervention, number helped per 1000 or 100,000)  

 

For a cohort study:  

• Absolute event rates over time (eg 10 years) among exposed and non-exposed groups  

• RRR (relative risk reduction)  

 

For a case control study:  

• OR (odds ratio) for strength of association between exposure and outcome  

 
For a study of a diagnostic test:  

• Sensitivity and specificity  

• PPV and NPV (positive and negative predictive values)  

one or more references for the statistical package(s) used to analyse the data, eg RevMan for a systematic 

review. There is no need to provide a formal reference for a very widely used package that will be very 

familiar to general readers eg STATA, but please say in the text which version you used  

for articles that include explicit statements of the quality of evidence and strength of recommendations, we 

prefer reporting using the GRADE system  

Discussion  

please write the discussion section of your paper in a structured way, to minimise the risk of careful 
explanation giving way to polemic.Please follow this structure:  

statement of principal findings of the study  

strengths and weaknesses of the study  

strengths and weaknesses in relation to other studies, discussing important differences in results and what 

your study adds. Whenever possible please discuss your study in the light of relevant systematic reviews 

and meta-analyses (eg Cochrane reviews)  

meaning of the study: possible explanations and implications for clinicians and policymakers and other 

researchers; how your study could promote better decisions  

unanswered questions and future research  
 

Footnotes and statements  

 

What this paper adds/what is already known box (as described at 

http://resources.bmj.com/bmj/authors/types-of-article/research)  

 

ID of ethics committee approval and name of the ethics committee/IRB; or a statement that approval was 

not required (see http://resources.bmj.com/bmj/authors/editorial-policies/guidelines) and a statement that 

participants gave informed consent before taking part  



 

a statement that any identifiable patients have provided their signed consent to publication. Please submit, 

as a supplemental file, the signed BMJ patient consent form giving consent to publication in The BMJ of any 
information about identifiable individual patients. Publication of any personal information about a patient in 

The BMJ, for example in a case report or clinical photograph, will normally require the signed consent of the 

patient.  

 

competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-policies/competing-

interests)  

 

contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-

submission/authorship-contributorship)  
 

transparency statement: a statement that the lead author (the manuscript’s guarantor) affirms that the 

manuscript is an honest, accurate, and transparent account of the study being reported; that no important 

aspects of the study have been omitted; and that any discrepancies are disclosed.  

 

copyright statement/ licence for publication (see http://www.bmj.com/about-bmj/resources-authors/forms-

policies-and-checklists/copyright-open-access-and-permission-reuse)  

 

signed patient consent form(s), if the article gives enough personal information about any patient(s): this 

sometimes occurs even in research papers - for example in a table giving demographic and clinical 
information about a small subgroup in a trial or observational study, or in quotes/tables in a qualitative 

study - (see http://resources.bmj.com/bmj/authors/editorial-policies/copy_of_patient-confidentiality)  

 

a data sharing statement declaring what further information and data you are willing to make available, 

over and above the results reported in the paper. Suggested wording: "Data sharing: technical appendix, 

statistical code, and dataset [state whether any patient level data have been anonymised] are available at 

this repository or website OR from the corresponding author at ". If there are no such further data 

available, please use this wording: "Data sharing: no additional data available". For papers reporting the 

main results of trials of drugs or devices we require that the authors state, at a minimum, that the relevant 
anonymised patient level data are available on reasonable request from the authors  

The BMJ has partnered with the Dryad Digital Repository datadryad.org to make open deposition easy and 

to allow direct linkage by doi from the dataset to The BMJ article and back - we encourage authors to use 

this option  

funding statement (see http://resources.bmj.com/bmj/authors/article-submission/article-requirements)  

statement of the independence of researchers from funders (see 

http://resources.bmj.com/bmj/authors/article-submission/article-requirements)  

for studies funded or sponsored by industry (see http://resources.bmj.com/bmj/authors/article-

submission/article-requirements)  

a statement describing the role of the study sponsor(s), if any, in study design; in the collection, analysis, 
and interpretation of data; in the writing of the report; and in the decision to submit the article for 

publication  

assurance, in the cover letter, that a clinical trial funded by a pharmaceutical or other commercial company 

follows the guidelines on good publication practice (see http://resources.bmj.com/bmj/authors/article-

submission/article-requirements)  

inclusion in the list of contributors the name(s) any professional medical writer(s), specifying in the formal 

funding statement for the article who paid the writer. Writers and authors must have access to relevant 

data while writing articles.  

 
 

Patient centred research  

for studies that are relevant to patients we expect authors to report in their articles the extent of their 

study’s patient-centredness, as highlighted by these questions:  

did you involve patients/service users/carers/lay people in the design of this study? Please state whether 

you did, and give details (Methods section)  

was the development and/or selection of outcome measures informed by patients’ priorities and 

experiences? Please give details (Methods section)  

were patients/service users/carers/lay people involved in developing plans for participant recruitment and 

study conduct? If so, please specify how (Methods section)  
have you planned to disseminate the results of the study to participants? If so how will this be done? 

(Describe in brief footnote)  

are patients thanked in the contributorship statement or acknowledgements?  

for articles reporting randomised controlled trials: did you assess the burden of the intervention on 

patients’ quality of life and health? If so, what evaluation method did you use, and what did you find? 

(Methods and Results sections)  

 

 

REFEREES COMMENTS  
 

Reviewer: 1  

 

Recommendation:  

 

Comments:  

Diagnosis of miscarriage is an important topic as bleeding in early pregnancy is around a common 

presentation to the emergency service affecting around 10,000 women in England and wales each year. 

This means that early pregnancy units have to provide high through-put services to met patient demand. 



High through-put services are subject to error rates and this paper is important as it details methods of 

reducing error rates. The clear criteria to diagnose miscarriage described in this paper are of great clinical 

importance.  
 

In general the manuscript is clear written contains original research that is analyzed in a through and 

robust fashion.  

 

However this manuscript seem to be aimed that the specialist early pregnancy sonographer. As the BMJ is 

a generalist journal I recommend some further clarifications are added to the manuscript:  

 

1. Most gestation sacs are not spherical but oval, sausage or heart shaped, hence a clear definition of mean 

sac diameter is needed. A diagram would help.  
2. The quality of ultrasound measurement is affected by factors such as obesity, ultrasound equipment, 

ultrasound couch, darkness of ultrasound room, operator training, operator experience. These would all 

affect accuracy of MSD and CRL measurements.  

3. The fetal heart in a 7mm fetus is very small and detection movement of a line <1mm is dependent on 

the angle between the scan probe and heart .  

4. There if no mention of the use to colour ultrasound to ensure absence of heart beat is correctly 

diagnosed.  

5. There is no mention of the use of two observers to ensure absence of heart beat as practiced in many 

units. Ie the issue of human error in measurement and observation of heartbeat is not discussed.  

6. Whilst the authors point out that some women do not know the first date of their last menstrual period 
they often know the date their pregnancy test was first positive. Hence time since positive pregnancy test 

is a clinical variable not mentioned in the manuscript.  

7. The concept of uncertain viability is distressing to patients thus sensitive communications of this issue 

should be mentioned.  

 

 

Additional Questions:  

Please enter your name: siobhan quenby  

 
Job Title: Professor of Obstetrics  

 

Institution: University of Warwick  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 
Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 
Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests (please see BMJ policy) please declare them here:  

 

 

Reviewer: 2  

 

Recommendation:  

 
Comments:  

24th Feb 2015  

Thank you for the opportunity to review this important paper which provides real life data to validate the 

safety of criteria used to diagnose miscarriage.  

I would like to see the results of this study published. I would like to know more details about  

1. Quality assurance around the collection of ultrasound measurement data contributing to the study  

2. 95% confidence intervals around the estimates of “0%” false positive diagnosis of miscarriage as per 

modern (Doubilet et al 2013) criteria  

3. The extent to which pregnancy gestational age/expected date of confinement was altered in the small 
minority with very small GSD at quite advanced duration of amenorrhoea.  

I make the following specific suggestions for minor revisions to improve manuscript readability and clarify 

the three issues listed above.  

ABSTRACT  

This is clearly written. In particular, the abstracted results section usefully states the zero subsequently 

viable rates. Is it also possible to include 95% Cis related to these rates, please?  

WHAT THIS PAPER ADDS  

No suggested changes  

INTRODUCTION  

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


No suggested changes  

METHODS  

Page 7, lines 27 ff  
Can you give any more information to support the quality of scans, e.g.  

• Were units following protocols, authored by ? BMUS or ? RCOG  

• Any more information about the qualifications of those scanning e.g. ? nurse practitioners with or without 

certification in ultrasound ? doctors in training or qualified ? medical specialties within OG, ED, GP?  

• Any quality assurance concerning image quality and validity of measurements?  

I am a clinician-researcher who lives in the real world, so if a formal QA system was not in practice, I am 

not horribly alarmed. Nevertheless any evidence for quality assurance programmes in current clinical 

practice and/or for the purposes of this study should be stated. If QA appears to be lacking, perhaps 

address this in the discussion as a study weakness with a firm resolve never to sin again…  
Page 7, line 53  

I am confused by the term “immediate viability”: please clarify. Do you mean to establish “diagnostic 

certainty of miscarriage or viable pregnancy” ?  

Page 8, line 20  

The phrase “certain of their dates” is a bit casual. It could even be interpreted as “certain that the ir dance 

partner would arrive on time and behave honourably!” May I suggest you rephrase this, for example 

“women were certain of the recalled duration of amenorrhoea”  

Page 8, lines 28 ff  

The description of gestational sac and CRL measurements is admirably unambiguous. I have 2 questions, 

which also concern QA (as discussed above):  
• Is the description also readily available in guidance documents, e.g. from BMUS or RCOG?  

• (As per QA comments above) Were images also reviewed by the research group to confirm the quality of 

submitted data?  

Page 9, Statistical Analysis  

No suggested alterations  

RESULTS  

Page 10, line 12 ff  

I am confused by the use of two descriptions “uncertain viability” and “unclear” close together. Being 

unclear about being uncertain suggests you might actually be certain! (double negative).  
Alternatively, would it be correct to rephrase as “10 participants’ scan results provided insufficient data to 

classify as definitely non-viable or of uncertain viability and were thus excluded”?  

Page 11, line 5  

Can I clarify that if the maximum MSD for pregnancies with an empty sac with viable outcome was 20.3, 

and 2 cases with MSD > or = 20 were viable, then these 2 cases had MSD of between 20.1 and 20.3 mm 

inclusive? This is a minor question and does not necessarily require revision in the manuscript.  

Page 11, line 33  

As viability is categorical (alive or not, not somewhat alive), but probability of viability is a continuous 

quantity (0 to 1), I suggest rephrasing as follows:  

“Gestational age: viability was less likely when …” to replace “viability was reduced”  
 

Page 11, lines 38 ff  

Please clarify the clinical course of the interesting minority who reached 70 days of amenorrohea with 

uncertain ultrasound findings and who subsequently had viability confirmed at 11+ weeks ultrasound scan. 

The clinicians reading this manuscript will invariably ask “was the EDC adjusted?” Please address this 

question. For example, what was the evidence for extreme degrees of delayed ovulation and/or conception 

beyond the expected day 14 of the menstrual cycle?  

Page 12, line 32 ff  

Please clarify the course of one interesting pregnancy (or consider omitting, although I am interested as a 
clinician). The text currently reads: “One pregnancy with an empty gestational sac and of uncertain viability 

on repeat scan > 10 days later ended viable and was still an empty sac after 14 days”. Did the participant 

have 2 uncertain scans and then a reassuring 11+ week scan?  

 

DISCUSSION  

Page 14, line 24  

Do your data support altering expected date of confinement/delivery/birth in a small proportion of 

pregnancies? Please discuss.  

The remaining discussion reads well.  

REFERENCES  
No suggested alterations  

TABLE 1 No suggested changes  

TABLE 2 No suggested changes  

TABLE 3 No suggested changes  

TABLE 4 Can you provide 95% confidence intervals around the % estimation of viability please?  

TABLE S1 No suggested changes  

TABLE S2 No suggested changes  

TABLE S3 Please either define FHR (presumably fetal heart rate) or replace with the already defined EHA 

(embryonic heart activity), whichever is both accurate and meets author preference  
TABLE S4 This is a particularly useful table for individual clinicians and for providing hospital Early 

Pregnancy Unit clinical guidance. Consider moving to the main body of the article.  

FIGURES 1 to 3 and S1 to S5 No suggested changes  

 

With best wishes  

Yours sincerely  

Elizabeth McCarthy (Dr) MBBS (Hons), BMedSc(Hons), MD, FRANZCOG, CMFM, Grad Cert Biostats Epi, 

DDU  

 



Additional Questions:  

Please enter your name: Elizabeth Anne McCarthy  

 
Job Title: Senior lecturer  

 

Institution: University of Melbourne, Department of Obstetrics and Gynaecology  

 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  
 

Funds for research?: No  

 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 
Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?:  

 

If you have any competing interests (please see BMJ policy) please declare them here:  

 

 

Reviewer: 3  

 

Recommendation:  
 

Comments:  

Thank you for asking me to review this paper. This is a very interesting study with large numbers of 

participants. There are some really important messages here.  

It will be extremely helpful to have some clear guidance and timelines on the diagnosis of miscarriage.  

 

Please could the authors clarify if all women were followed expectantly until 11 to 14 weeks’ gestation. If 

not, I have some concerns that different centres are using different criteria for the diagnosis of miscarriage 

and that these criteria change during the course of study. In which case, I would suggest that the data 

using the smaller criteria (crown rump length less than 6 mm and mean sac diameter less than 20 mm) 
should be excluded from the analysis.  

 

Lines 20-24  

Until recently … the American College of Radiology used criteria  

In contrast the Royal College of Obstetricians and Gynaecologists (RCOG) used MSD ≥20mm or an embryo 

with CRL ≥6mm with no heartbeat2  

I have checked the RCOG guidance. The RCOG used an empty gestation sac (mean sac diameter > 20mm) 

containing no yolk sac or embryo or crown rump length > 6mm with no heart activity until 2011.  

 
Lines 55-56  

The authors suggest that the ACR was the first to change its guidance (Lane et al 2013). The RCOG issued 

revised guidance in 2011 that the criteria for the diagnosis of miscarriage should be changed to an empty 

gestation sac (mean sac diameter > 25mm) containing no yolk sac or embryo, or, crown rump length > 

7mm without heart activity (Addendum to RCOG guidance 19th October 2011 & Reference number 10 in 

this paper). For pregnancies with measurements below these cut-offs, the scan should be repeated after a 

minimum of seven days.  

NICE adopted the revised RCOG guidance and included these criteria in their guidance on Miscarriage & 

Ectopic Pregnancy December 2012. In addition NICE advise that a second observer should confirm the 

findings.  
The ACR guidance changed and was published in 2013.  

Suggest change order of wording and change order of references to follow chronology.  

 

Page 7  

Line 18  

A recent review in the New England Journal of Medicine was two years ago in 2013  

 

Page 8  

Between September 2010 & March 2011  
August 2011 – May 2013  

The criteria for the diagnosis of miscarriage changed from empty gestational sac > 20mm with or without a 

yolk sac or embryo crown rump length > 6mm in December 2011, to empty gestational sac > 25mm with 

or without a yolk sac or embryo crown rump length > 7mm. Please would the authors clarify if they 

followed NICE guidance that a second observer should confirm the diagnosis of non-viable pregnancy 

during the period of study.  

 

Page 9  

Line 39  

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


Please would the authors comment on the age of the Ultrasound machines. There are standards that 

recommend that Ultrasound machines should be replaced after five years.  

 
Page 10  

Line 28-43  

I do not understand the following paragraph  

We have not replaced missing values but have continued with complete cases.  

Please clarify - does this mean that the authors have excluded women with missing data?  

 

After internal investigation, we strongly believe that missing data regarding gestational age, MSD, CRL, 

second scan, and the interval between scans are not systematic with respect to the associations 

investigated in this study.  
What does this mean please?  

 

The only exceptions are cases that were lost to follow-up, these are commented on in the discussion. I 

could not find any discussion about cases lost to follow up in the discussion.  

 

In addition, because we focus on cut-offs that lead to near perfect specificity (to avoid a misdiagnosis of 

miscarriage with viable pregnancies), we felt that it was most appropriate to analyze observed data. What 

does this mean please?  

 

Page 12  
The numbers in the non-viable group are small. (0/12 for mean sac diameter more than 25mm)  

 

In the discussion, there should be mention that the diagnosis of miscarriage based on the failure to 

visualise an embryo or cardiac activity (“negative diagnosis”) is generally less safe than a diagnosis based 

on positive findings.  

 

Examiners should avoid making a diagnosis of miscarriage on a single ultrasound scan in clinically stable 

women with suspected miscarriage due to the presence of an empty gestational sac or due to the inability 

to document embryonic cardiac activity. In all these women, the findings should be confirmed by a second 
examiner or a follow up examination should be arranged at least 7 days later and in the case of smaller 

pregnancies at least 14 days later.  

 

Particular care should be taken in women with large uterine fibroids and congenital uterine anomalies, 

which increase the risk of diagnostic errors. In women with a history of previous Caesarean section, the 

uterus may be located high in the pelvis due to adhesions. In all these cases transabdominal scans should 

also be considered to minimise the risk of diagnostic errors.  

 

Conclusion  

If I have understood the results correctly, I would simplify the “take home messages”  
 

The criteria of empty gestation sac without yolk sac or embryo more than 25mm mean sac diameter or 

embryo more than 7mm crown rump length should be adopted for the diagnosis of miscarriage.  

 

The diagnosis of miscarriage should always be confirmed by a second observer or the scan repeated after 

no less than 7 days.  

In pregnancies of uncertain viability, a repeat scan should be arranged  

If there is an embryo present, the scan should be repeated in no less than 7 days.  

If the sac is small and there is a yolk sac – the scan should be repeated in no less than 14 days.  
If the sac is small and a yolk sac has appeared on the second scan 14 days later, the scan should be 

repeated in no less than 7 days.  
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I would suggest that the date of the first positive pregnancy test should be studied as well as gestational 

age. Many women can’t remember their LMP, have irregular cycles which make LMP unreliable, or conceive 

following a miscarriage without having a period, but all have in common a positive pregnancy test.  

 

Recommend publication with clarification of the above points.  
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