
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Self-Reported Hypoglycaemia in Type 2 Diabetes Patients Treated 
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VERSION 1 - REVIEW 

REVIEWER Helena W. Rodbard 
CHU Nantes  
United Kingdom of Great Britain and Northern Ireland 

REVIEW RETURNED 24-Jun-2016 

 

GENERAL COMMENTS 1) I have no conflict of interest.  
2) I recommend acceptance in its present form  
3) Priority -- high  
4) Do not recommend an editorial or commentary  
5) Confidential to editor: the study has many limitations, but the 
authors have discussed them very thoroughly and fairly in the 
discussion.  
6) To authors: A nice presentation. Observation. I agree with the 
authors regarding the limitations of their study as they discuss it very 
fairly in the discussion.  
7) some provocative findings: do multiple mild hypoglycemic 
episodes result in protection against the relatively rare severe 
hypoglycemic episode? This has been discussed previously in the 
literature and the authors discuss this appropriately.  
8) Authors should compare history/frequency of self-report of 
hypoglycemia at baseline, with mortality during the subsequent 
period of observation.  
9) Hypoglycemia does seriously impair work performance and 
quality of life, so mortality is not the only outcome of interest.  
10) The reporting of subjective symptoms of hypoglycemia is almost 
certainly subject to very large errors and uncertainty. They are 
almost worthless. I believe this is corroborated and documented in 
the present study. Perhaps the authors should make a plea for more 
frequent monitoring and in general, conducting studies of objective 
documented rates of hypoglycemia with mortality (and other 
outcomes).  
Can you identify any relationship of subjective symptoms of 
hypoglycemia, objective mild symptoms, objective severe 
hypoglycemia and visits to ER, hospitalizations, nonfatal MI, cardiac 
arrhythmias, stroke, TIA? I assume there is a problem of sample 
size and power for these.  
Can you identify relationship between frequency of hypoglycemia 
reported subjectively and frequency of monitoring?  
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11) any hypotheses about how or why or mechanism for a 
relationship between frequency of subjective symptoms and a 
reduced risk of mortality? (including that it may be a fluke due to one 
confounder or another)  
Any way to get information about hypoglycemia unawareness in this 
population. How does that correlate with past frequency of 
hypoglycemia, and with present and ongoing subjective 
hypoglycemia?  

 

REVIEWER Bertrand Cariou, MD-PhD 
CHU NANTES-FRANCE 

REVIEW RETURNED 26-Jun-2016 

 

GENERAL COMMENTS In this report, the authors adressed the consequences of self-
reported hypoglycaemia, either moderate or severe, on mortality in 
insulin treated type 2 diabetic patients. Although this study had some 
inherent limitations (that have been well-discussed by the authors), 
the results are interesting since they highlighted an unexpected link 
between the occurence of moderate hypoglycaemia and decreased 
mortality.  
 
Minor remarks:  
 
- Due to the methodology of the study, the authors can not exclude 
that patients have experienced psuedohypoglycaemia instead of 
moderate hypoglycaemia. This point should be discussed.  
 
- What were the clinical characteristics of patients who have 
experienced severe hypo with a medical assistance requirement  
 
- an important point is the risk of underestimation of hypoglycaemic 
events due to a lack of memory. This point has been recently 
highlighted in the DIALOG study which has combined a prospective 
assessment of hypoglycaemic episodes (moderate and severe) with 
daily questionnaires during one month of follow-up and a 
retrospective assessment of severe hypoglycaemia the year before 
the inclusion in insulin-treated patients. Clearly, there was an 
underestimation with the retrospective approach compared to the 
prospective one. This paper should be cited (Cariou et al. Diabetes 
& Metabolism 2015; 41: 116-25). 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

1) I have no conflict of interest.  

2) I recommend acceptance in its present form  

3) Priority -- high  

4) Do not recommend an editorial or commentary  

6) To authors: A nice presentation. Observation. I agree with the authors regarding the limitations of 

their study as they discuss it very fairly in the discussion.  

7) some provocative findings: do multiple mild hypoglycemic episodes result in protection against the 

relatively rare severe hypoglycemic episode? This has been discussed previously in the literature and 

the authors discuss this appropriately.  

 

Thank you for your compliments and recognizing the importance of our findings.  
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8) Authors should compare history/frequency of self-report of hypoglycemia at baseline, with mortality 

during the subsequent period of observation.  

 

Thank you for your suggestion on reporting mortality during the subsequent period of observation 

after baseline. However, we lack statistical power to investigate such a short time period, as only 5 

events of mortality occur in the first year after baseline in the group reporting mild hypo’s at baseline 

and 5 events in the group reporting severe hypo’s. Furthermore, we feel that our 4th sensitivity 

analysis, in which we show generalized linear models to correct for differences in follow-up duration 

between patients, provides more insight (methods: page 9 and results: page 11).  

 

 

9) Hypoglycemia does seriously impair work performance and quality of life, so mortality is not the 

only outcome of interest.  

 

Thank you for this comment. We agree that measures of work performance and quality of life would 

be interesting to study. Unfortunately, we do not have data on these outcome measures.  

 

 

10) The reporting of subjective symptoms of hypoglycemia is almost certainly subject to very large 

errors and uncertainty. They are almost worthless. I believe this is corroborated and documented in 

the present study. Perhaps the authors should make a plea for more frequent monitoring and in 

general, conducting studies of objective documented rates of hypoglycemia with mortality (and other 

outcomes).  

Can you identify any relationship of subjective symptoms of hypoglycemia, objective mild symptoms, 

objective severe hypoglycemia and visits to ER, hospitalizations, nonfatal MI, cardiac arrhythmias, 

stroke, TIA? I assume there is a problem of sample size and power for these.  

Can you identify relationship between frequency of hypoglycemia reported subjectively and frequency 

of monitoring?  

 

Thank you for these comments. We agree that it would be very interesting to relate our subjective 

measures of hypoglycaemia to objective measures. Unfortunately, we do not have data on objective 

measures of hypoglycaemia, frequency of monitoring, visits to the ER, or hospitalizations. We do 

have data on self-reported non-fatal myocardial infarction in our cohort, but indeed, in the current 

study, there would be a lack of statistical power to look at an association with this outcome.  

 

 

11) any hypotheses about how or why or mechanism for a relationship between frequency of 

subjective symptoms and a reduced risk of mortality? (including that it may be a fluke due to one 

confounder or another) Any way to get information about hypoglycemia unawareness in this 

population. How does that correlate with past frequency of hypoglycemia, and with present and 

ongoing subjective hypoglycemia?  

 

Again, we agree with your comments that our results raise questions about what 

mechanism/mechanisms could explain the association that we found between self-reported 

hypoglycaemia and a lower mortality risk. In the discussion (page 13), we hypothesise that impaired 

awareness of hypoglycaemia might be a possible explanation of our results. Unfortunately, we do not 

have data on awareness of hypoglycaemia in this population, so we cannot draw conclusions on 

possible mechanisms based on the current study.  
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Reviewer: 2  

In this report, the authors adressed the consequences of self-reported hypoglycaemia, either 

moderate or severe, on mortality in insulin treated type 2 diabetic patients. Although this study had 

some inherent limitations (that have been well-discussed by the authors), the results are interesting 

since they highlighted an unexpected link between the occurence of moderate hypoglycaemia and 

decreased mortality.  

 

Thank you for your compliments and recognizing the importance of our findings.  

 

 

Minor remarks:  

- Due to the methodology of the study, the authors can not exclude that patients have experienced 

psuedohypoglycaemia instead of moderate hypoglycaemia. This point should be discussed.  

 

Thank you for this suggestion, we have added this point regarding pseudohypoglycaemia to the 

discussion (page 13)  

 

 

- What were the clinical characteristics of patients who have experienced severe hypo with a medical 

assistance requirement  

 

Thank you for this question, we agree and have added the characteristics of this group as online 

supplementary table A and refer to this supplementary table in the result section (page 11).  

 

 

- an important point is the risk of underestimation of hypoglycaemic events due to a lack of memory. 

This point has been recently highlighted in the DIALOG study which has combined a prospective 

assessment of hypoglycaemic episodes (moderate and severe) with daily questionnaires during one 

month of follow-up and a retrospective assessment of severe hypoglycaemia the year before the 

inclusion in insulin-treated patients. Clearly, there was an underestimation with the retrospective 

approach compared to the prospective one. This paper should be cited (Cariou et al. Diabetes & 

Metabolism 2015; 41: 116-25).  

 

Thank you for your suggestion. We agree and have added a reference to this paper in the discussion 

section (page 13) 

 

VERSION 2 – REVIEW 

REVIEWER Bertrand Cariou, MD-PhD 
l'institut du Thorax, Department of Endocrinology, CHU Nantes, 
Nantes, FRANCE 

REVIEW RETURNED 22-Aug-2016 

 

GENERAL COMMENTS The authors have correctly answered my comments.  
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