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are provided with free text boxes to elaborate on their assessment. These free text comments are 
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AUTHORS Agrawal, Sutapa; Fledderjohann, Jasmine 

 

VERSION 1 - REVIEW 

REVIEWER Kaberi Dasgupta 
McGill University 

REVIEW RETURNED 17-Feb-2016 

 

GENERAL COMMENTS This analysis is based on a large data set from a national sample 
and addresses an interesting research question, the association 
between preeclampsia/eclampsia and diabetes in India. The 
sampling framework and statistical analyses are thorough. The 
central issue of concern is the measurement of preeclampsia. This is 
based on endorsement of the following:  
- difficulty with vision during daylight  
-swelling of the legs, body, face  
To my knowledge, such a definition of preeclampsia has not been 
validated and would, I suspect, have low specificity and possibly low 
sensitivity. Moreover, blurred vision could be secondary to 
gestational diabetes and swelling is likely to be reported by many 
pregnant women. Further, there appears to be no information on 
gestational diabetes.  
 
The presence or absence of convulsions is more convincing in terms 
of identification of eclampsia. I would suggest focusing on eclampsia 
rather than preeclampsia/eclampsia.  
 
In the Results, there is a great deal of description on unadjusted 
prevalences of co-variates both overall and among those who report 
diabetes. I am not sure that this information is necessary or useful. I 
would recommend focusing on the adjusted analyses and reporting 
these in the text in more depth. There is no explanation of why not 
watching TV was associated with a greater likelihood of 
preeclampsia/eclampsia. Is this related to SES? There are some 
interesting SES and regional variations that deserve more attention 
in the Discussion.  
 
In summary, the question is of interest, the survey is large, and the 
statistical analyses appear appropriate but there is excess emphasis 
on Table 1 and lack of emphasis on Table 2 information. The 
Discussion could address other important variables. The key 
shortcoming is the lack of a validated questionnaire for 
preeclampsia. I would suggest reworking by focusing only on 
ecclampsia.  
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REVIEWER ELizabeth Stankiewicz Machado 
Universidade Federal do Rio de Janeiro  
Brazil 

REVIEW RETURNED 11-Mar-2016 

 

GENERAL COMMENTS This is a well done study regarding Pre-eclampsia and eclampsia in 
pregnancy and future risk in diabetes. Although the data was based 
in self-reports questionnaires, a significant number of patients was 
included and the analysis was adjusted for several confounders 
factors.  
The definition for BMI are different from the WHO definition and 
most of what is used in the literature. The authors considered a BMI 
≥ 25 Kg/m2 as obese but for WHO this is overweight and obese are 
those with a BMI ≥ 30 Kg/m2. The authors should review their data 
for this variable or justify the definition used in the paper.   

 

REVIEWER Anjali Acharya 
Jacobi Medical Center, USA 

REVIEW RETURNED 16-Mar-2016 

 

GENERAL COMMENTS I applaud the authors for their work. It is an important study with a 
sound design that provides initial evidence of association between 
hypertensive disorders of pregnancy and DM. However, there are 
limitations of the study which for the most part the authors have 
recognized and stated in the article. Please see attached document 
for my detailed comments.   
 
The reviewer also provided a marked copy with additional 
comments. Please contact the publisher for full details. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

1. This analysis is based on a large data set from a national sample and addresses an interesting 

research question, the association between preeclampsia/eclampsia and diabetes in India. The 

sampling framework and statistical analyses are thorough. The central issue of concern is the 

measurement of preeclampsia. This is based on endorsement of the following:  

- difficulty with vision during daylight  

-swelling of the legs, body, face  

 

To my knowledge, such a definition of preeclampsia has not been validated and would, I suspect, 

have low specificity and possibly low sensitivity. Moreover, blurred vision could be secondary to 

gestational diabetes and swelling is likely to be reported by many pregnant women. Further, there 

appears to be no information on gestational diabetes.  

 

R: This is an important point. While we would prefer clinical diagnosis as a measure of preeclampsia 

and greater specificity about the type and onset of diabetes, unfortunately the NFHS data do not 

include this information. We have taken the preeclampsia and eclampsia symptoms based on WHO 

recommendations and NICE guidelines and have constructed an NFHS measure using available 

survey items following Agrawal et al. (2015). While we fully agree that blurred vision could be 

secondary to gestational diabetes and swelling is likely to be reported by many pregnant women, we 

have aimed to reduce the potential bias associated with this issue by adjusting against a host of 
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confounders. We found the association with diabetes to be significantly positive even after introducing 

controls. However, to further address this point, we have now expanded our discussion of the 

limitations of our measure to more clearly highlight this issue (p. 12).  

 

 

2. The presence or absence of convulsions is more convincing in terms of identification of eclampsia. 

I would suggest focusing on eclampsia rather than preeclampsia/eclampsia.  

 

R: To address this concern, we included preeclampsia and eclampsia separately in the models. 

Importantly, the coefficients for preeclampsia and eclampsia are of a similar magnitude in the same 

direction, providing some evidence of the validity of the measure. We have independently seen the 

association of preeclampsia and eclampsia with diabetes and found that independently and jointly 

symptoms of preeclampsia and eclampsia are positively associated with diabetes risk. Therefore we 

would like to continue with both preeclampsia and eclampsia variables since both are important from 

public health point of view and for Indian women in a developing country setting. We have expanded 

our limitations in the discussion section to speak directly to this issue on p. 12.  

 

 

3. In the Results, there is a great deal of description on unadjusted prevalence of co-variates both 

overall and among those who report diabetes. I am not sure that this information is necessary or 

useful. I would recommend focusing on the adjusted analyses and reporting these in the text in more 

depth.  

 

R: Thanks for your helpful suggestion. We have now focused on the adjusted analysis, both partial 

and fully adjusted and reported those in the text in more depth.  

 

4. There is no explanation of why not watching TV was associated with a greater likelihood of 

preeclampsia/eclampsia. Is this related to SES? There are some interesting SES and regional 

variations that deserve more attention in the Discussion.  

 

R: While we found evidence of an association between watching TV and diabetes in bivariable case, 

we did not test the association of TV viewing with PE&E. We only reported results which remained 

significant in the adjusted models in the discussion. The frequency of watching TV was not found 

significantly associated with diabetes in the fully adjusted analysis (though indeed it was significant in 

Model 2).We agree that the association between watching TV and diabetes likely operates through 

SES, and note that the non-significance of this association in the adjusted models provides some 

support for this hypothesis. We have now expanded our conclusions to address this point on p. 13.  

 

In summary, the question is of interest, the survey is large, and the statistical analyses appear 

appropriate but there is excess emphasis on Table 1 and lack of emphasis on Table 2 information. 

The Discussion could address other important variables.  

 

R: Thanks for your suggestion. We have now explained the association of control variables in the final 

adjusted model (model 4) in the revised manuscript, and have expanded our discussion of important 

covariates in the discussion section on p. 11.  

 

5. The key shortcoming is the lack of a validated questionnaire for preeclampsia. I would suggest 

reworking by focusing only on eclampsia.  

 

R: We understand this concern. However, as described above (please see our response to Reviewer 

1 Comment 2), we have independently seen the association of preeclampsia and eclampsia with 

diabetes and found that independently and jointly symptoms of preeclampsia and eclampsia is 
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positively associated with diabetes risk. As both preeclampsia and eclampsia are important from 

public health point of view and for Indian women in a developing country setting, we have retained 

both measures in the manuscript. However, as detailed in our comments above, we have also 

expanded our discussion of the limitations to this approach, and have highlighted the greater face 

validity of the eclampsia measure.  

 

 

Reviewer: 2  

 

1. This is a well done study regarding Pre-eclampsia and eclampsia in pregnancy and future risk in 

diabetes. Although the data was based in self-reports questionnaires, a significant number of patients 

was included and the analysis was adjusted for several confounders factors.  

 

R: Thank you very much.  

 

2. The definition for BMI are different from the WHO definition and most of what is used in the 

literature. The authors considered a BMI ≥ 25 Kg/m2 as obese but for WHO this is overweight and 

obese are those with a BMI ≥ 30 Kg/m2. The authors should review their data for this variable or 

justify the definition used in the paper.  

 

R: Thank you for noting the need for clarification on this measure. We have used Asian standard BMI 

cut-off for the present study. We now note in the text that this is a measure specific to the population 

under study, and provide 3 references in support of this measure on p. 26.  

 

 

Reviewer: 3  

 

1. I applaud the authors for their work. It is an important study with a sound design that provides initial 

evidence of association between hypertensive disorders of pregnancy and DM. However, there are 

limitations of the study which for the most part the authors have recognized and stated in the article. 

Please see attached document for my detailed comments.  

 

R: Thank you very much. We address your detailed comments below.  

 

Minor comments:  

2. Page 4-Last paragraph. Lines 46-47: Investigation of the links between PE&E symptoms and 

diabetes in LMICs has been severely limited which have the highest burden. Please change to: 

Investigation of the links between PE&E symptoms and diabetes in LMICs, which have a the highest 

burden of these conditions, has been severely limited.  

R: Thank you. We have made the suggested change in the revised manuscript.  

 

3. “One third viewed TV almost every day”-Though a dichotomous answer has its advantages, how 

much time was spent watching TV is more relevant.  

 

R: We agree with this point. Unfortunately theNFHS-3 data do not provide information on time spent 

in TV watching. We now clarify in the Methods section that our measure is taken directly from the 

NFHS data, and is not a recode of a continuous measure (pp. 7-8).  

 

4. Page 10-Line 57 Remove “The pathway”  

 

R: Thanks. We made the suggested change in the revised manuscript.  
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5. Page 11- Line 11-12 These conditions may subsequently predisposed women to develop 

hypertension, atherosclerosis, and type 2 diabetes mellitus in later life, which eventually lead to 

cardiovascular disease. Change to- These conditions may subsequently predispose women to 

develop hypertension, atherosclerosis, and type 2 diabetes mellitus in later life, which eventually lead 

to cardiovascular disease.  

 

R: Thank you for your careful reading of our manuscript. We have made the suggested change in the 

revised manuscript.  

 

 

6. Page 11-Ln 40 Although we cannot rule out the possibility of misclassification within this context, it 

is unlikely that we have missed severe PE&E or diabetes cases due to the generally clear 

manifestation of symptoms in severe cases. While it may be true for most severe cases, we know it is 

not 100% sensitive. The other issue is that, it needs to be pointed out that this limits the applicability 

of the findings as the majority of patients in clinical practice have mild to moderate preeclampsia and 

may have been asymptomatic. (I understand that given the nature of the study it is not possible to 

know but it would be good to know what % of women would fall into this category).  

 

R: Thanks for the suggestion. We have quoted the above explanation in the discussion section of the 

revised manuscript on p.12. As you rightly note, in NFHS-3 it is not possible to know what % of 

women fall into this category because they were not specifically asked at which trimester of the 

pregnancy they had experienced PE & E symptoms. We now suggest in the discussion section that 

future research should investigate the association between diabetes and mild, asymptomatic 

preeclampsia (pp. 13-14).  

 

7. Secondly, the majority of individuals with Type II DM have no symptoms and can be misclassified 

as nondiabetics. This error however would strengthen the findings.  

 

R: Yes, we completely agree with your assessment. We have now added the above suggestion in the 

revised manuscript.  

 

8. Second, due to the nature of the data, we could not identify the gestational onset of preeclampsia, 

nor the precise onset of diabetes.  

 

Comment: _It is unclear what “gestational onset of preeclampsia means” And please indicate what 

the relevance of “ to know the onset of DM” is.  

 

R: By “gestational onset of preeclampsia” we meant the précising timing during the gestational period 

the woman was detected preeclampsia symptoms. We have now revised this phrasing for clarity on p. 

12.  

 

9. Page 12- Ln 11 These findings have important implications for maternal and child health, especially 

given the increase in obesity-related diseases in this low resource settings Remove “s “ from the end 

of the sentence.  

 

R: We have made the suggested change in the revised manuscript.  

 

10. Page 12 Ln-17 Follow-up and counseling of women with a history of PE&E may offer a window of 

opportunity for prevention of future cardiovascular diseases including diabetes. Change to: Follow-up 

and counseling of women with a history of PE&E may offer a window of opportunity for prevention of 

future diabetes mellitus and cardiovascular disease.  
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R: We have made the suggested change in the revised manuscript. 

 

VERSION 2 – REVIEW 

REVIEWER Elizabeth S. Machado, Infectious Diseases Specialist 
Universidade Federal do Rio de Janeiro, Rio de Janeiro, Brazil 

REVIEW RETURNED 17-May-2016 

 

GENERAL COMMENTS I have no further comments for the authors   

 

REVIEWER Anjali Acharya 
Jacobi Medical Center, USA 

REVIEW RETURNED 16-May-2016 

 

GENERAL COMMENTS The authors have for the most part addressed my concerns.  
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