
 18 May 2015   

 

Dear Dr. Burch  

 

Manuscript ID BMJ.2015.024934.R1 entitled "Defining safe criteria to diagnose 

miscarriage: a prospective observational multicentre study" 

 

Thank-you for your comments on our paper, and for giving us the opportunity to 

reply.  

 

I have responded having copied the comments into the response below for each 

point. 

 

1. We understand that ethics approval was not obtained prior to the start of this 

study, and it may very well be that the study would have been exempted from IRB 

review. We request that the IRB be requested to consider the question and decline, 

however, rather than that decision being made by authors. We feel that only the IRB 

can truly say that they are not needed. This exemption can be done retrospectively, 

and this is what we'd recommend under the circumstances. We will look for a letter 

from the IRB exempting this study, or some other assurance that you've been 

exempted by the IRB formally.  

 

Thank you. We had been assured that the project was classified as audit by the R&D 

unit and registered it as such. However we did also then consult with the National 

Research Ethics committee and were advised that the project did not require ethical 

review by a NHS Research Ethics Committee. I have sent the letter we received from 

the NREC in 2011 by email to Dr. Burch directly. In view of this we proceeded as 

described. I have inserted a comment into the methods section of the paper to 

reflect the above. I have included the letter from the ethics committee as 

supplementary material so it is included as part of the resubmission process.  

“the project was considered by the national research ethics service in London and 

they advised that ethical review by a NHS research ethics committee was not 

required” 

 

2. We had requested a description of how viability at 11-14 weeks was verified. The 

revision says that “as part of routine antenatal care women with a viable pregnancy 

return for a further “nuchal scan” between 11 and 14 weeks. This information is 

included as a further scan on the same database. This scan finding can seen on the 

database as the next entry following the early pregnancy scan entries.” Is it possible 

that there were women who did have a viable pregnancy but didn’t return for the 

scan between 11-14 weeks (thus false negatives)? It would be helpful to know how 

many women this might include, and whether this would affect the results.  

 

Thank you. Of the 3192 pregnancies of uncertain viability (IPUVs) included in the 

study, 337 (10.6%) had a missing reference standard (pregnancy outcome at 11-14 



weeks). Reasons for this were loss to follow up or study closure before reaching the 

11-14 week scan. We have looked in more detail at these cases to find the following: 

 

Diagnostic group at 

initial scan 

Missing reference 

standard 

included in the 

study with 

complete follow up 

Empty sac 80 (24%) 964 (34%) 

GS+YS 209 (63%) 1232 (43%) 

Embryo 42 (13%) 649 (23%) 

Unknown 6  

 

 

 

The average MSD (for empty sacs and GS+YS) or CRL (for embryo group) values are 

seen below: 

Diagnostic group at 

initial scan 

Cases who had 

“one scan”  

The patients 

included in the 

study with 

complete follow up  

Empty sac 5.3 8.6 

GS+YS 8.6 9.8 

Embryo 2.4 3.6 

 

In addition, for pregnancies with the missing reference standard, 87% were viable on 

repeat scan. In the patient included in the study this was only 49%. In fact, the mean 

MSD and CRL values given above are very similar to those found for included 

patients that had an embryo with EHA on repeat scan (cf Table S3 in the paper). For 

these pregnancies, table S3 shows that about 82 to 90% end up as viable on the 11-

14w scan (hence 10 to 18% miscarry despite EHA on a repeat scan).  

 

This analysis suggests that those with missing outcome are more likely to be viable 

pregnancies (because a PUV with a GS+YS on initial scan is more often viable at 11-

14w, and PUV’s with smaller MSD/CRL are more often viable at 11-14w). These cases 

were in any event excluded from the analysis as having an 11-14 week reference 

scan was a prerequisite for inclusion in the study. However the specific question is 

whether this group may contain false negative diagnoses of miscarriage – and 

whether this may alter our interpretation of the findings. We cannot give an 

accurate answer as by definition these women were lost to follow up. However what 

we can see from the above analysis is that women who were lost to follow up were 

more likely to have had a small gestation sac on their initial scans compared to cases 

that were included, furthermore they were more likely to have a yolk sac visualized 

(63%) compared to cases included in the study (43%). This means that cases that 

were lost to follow were more likely to be viable, as we know small sacs and the 

presence of a yolk sac are associated with viability. Hence for these cases the 

likelihood of subsequent miscarriage is relatively low – i.e. a false negative test result 

for miscarriage.  As stated above, the MSD and CRL for the cases lost to follow up 

that were viable on an immediate follow scan is very similar to the cases included in 



the study. Accordingly we feel the pregnancies with a missing reference standard are 

highly likely to be similar to included patients with embryo heart activity on a repeat 

scan where the miscarriage rate is about 10 to 18%. 

 

Our interpretation of this is that the interpretation of our results is not likely to be 

significantly effected. We think the tendency is for women who default follow up to 

be more likely to have a viable pregnancy – rather than have a miscarriage. 

Accordingly we do not think the “lost to follow up” group contains an unusual 

number of pregnancies that having had a scan showing viability – subsequently 

miscarried (and so did not have a scan at 11-14 weeks). If anything the reverse is 

true – that women who did not have follow up were more likely to have viable 

pregnancies. 

 

3. It would be fine to move table S4 into the main text.  

 

Thank you, we have moved table S4 into the main text and adjusted the reference to 

it in the manuscript. 

 

Yours sincerely 

 

 
Tom Bourne Ph.D., FRCOG, FAIUM (hon) 


