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VERSION 1 - REVIEW 

REVIEWER Jackie Cooper 
Statistician  
University College London  
UK 

REVIEW RETURNED 16-May-2014 

 

GENERAL COMMENTS This is a meta-analysis of a small number of published studies with 
no new data added. Some of the methods used and interpretation 
need to be revised in light of the small number of studies. I wonder if 
it would it be possible to increase the number of studies if the 
analysis was restricted to a dominant or additive genetic model and 
published odds ratios used where the raw data was unavailable.  
 
Statistical analysis: The random effects model may be inappropriate 
for this number of studies. The authors should consider presenting 
fixed effect results. This would allow them to test the difference 
between ethnic subgroups and to present results by ethnic group 
with no overall estimate where there is heterogeneity between the 
groups.  
 
 
Heterogeneity:  
More information should be given in the methods on which statistic 
was used to test heterogeneity.  
More information should be given in the results on which results 
showed significant heterogeneity. I-squared can be uncertain when 
few studies are included, and I would like to see confidence intervals 
for the I-squared results in tables S1 and S2.  
 
In the discussion the authors conclude that `source of cases, 
ethnicity and source of controls were not characteristics leading to 
heterogeneity'. This contradicts the statement in the abstract that 
`ethnicity might be the potential factor of the heterogeneity'.  
For figure 3D there is an overall I-squared of 66%, but within ethnic 
groups the values are 14% and 0% suggesting that the 
heterogeneity has been explained by the ethnic differences. The p 
value for heterogeneity between ethnic subgroups is significant and 
should be reported.  
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Publication bias: The authors state `No publication bias was found 
which suggests that the conclusion was robust'. Funnel plots and 
Egger's test are inappropriate for such a small number of studies. 
The publication bias section should be removed and the limitation 
section should acknowledge that the authors are unable to control 
against publication bias.  
 
minor points: codon not condon.  
Please clarify what Ph stands for in tables S1 and S2. 

 

REVIEWER Chang-hao Sun 
National Key Discipline of Nutrition and Food Hygiene, Public Health 
College, Har-bin Medical University, Harbin, China 

REVIEW RETURNED 29-May-2014 

 

GENERAL COMMENTS It is not clearly enough that if all the studies have excluded other 
diseases, individuals with other diseases should be exluded when it 
is a study about T2DM. 
 
It is a integrated,considerate meta-analysis. No publication bias was 
found, and heterogeneity test and sensitivity analysis show it is a 
credible study. 

 

REVIEWER Wei,Sheng 
Tongji Medical College, China 

REVIEW RETURNED 29-May-2014 

 

GENERAL COMMENTS Wang and his colleagues presented a meta-analysis of literature 

on association between DBP polymorphisms and type 2 diabetes 

mellitus. The finding is interesting and meaningful for the future 

studies in this area. However, there are some concerns which the 

authors need to be addressed clearly before this manuscript could 

be approved for publication. 

 

1. All abbreviations of the gene names should be italic.  

2. Although Ph and I
2
 value were reported in the "Heterogeneity test" 

section, it will be helpful to perform meta-regression analysis to 

find the significant resource of heterogeneity.  

3. The sensitivity analysis was performed by removing a Japanese 

study not in HWE. Thus, the results of Caucasian could not be 

necessary in Tables S1 and Table S2. 

4. The authors should discuss how they can explain the findings that 

the association is seen in Asians but not Caucasians. 

Furthermore, the allele frequency of this SNP in different 
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population should be mentioned in the manuscript. 

5. Although the findings are important to those with closely related 

research interests, the sample size was relative small for meta-

analysis. If possible, more studies should be searched and 

supplied in the revised manuscript. 

6. I acknowledge the difficulty in writing scientific English when it is 

not your native tongue. Most of the text reads very well, but as it 

stands the paper needs extensive further editing and polishing, 

and would benefit from collaboration with a native English speaker 

who could help rewrite some of the content.  

 

 

 

VERSION 1 – AUTHOR RESPONSE 

Dear Prof. Jackie Cooper  

Firstly, thanks for your kind and critical suggestions which give us much help to perfect research and 

manuscript. All the points have been responded as follows:  

Major Compulsory Revisions  

Q1. This is a meta-analysis of a small number of published studies with no new data added. Some of 

the methods used and interpretation need to be revised in light of the small number of studies. I 

wonder if it would it be possible to increase the number of studies if the analysis was restricted to a 

dominant or additive genetic model and published odds ratios used where the raw data was 

unavailable.  

R1. This is a good suggestion to improve our manuscript. According to the reviewer’s suggestion, the 

databases were retrieved again, but no found more relevant studies which met the inclusion criteria. 

In addition, no found relevant studies publishing odds ratios with raw data were unavailable. However, 

a large sample study is being performed in order to assess the association between DBP 

polymorphisms and T2DM in our laboratory, and the relevant research results will be shared in the 

future.  

Q2. Statistical analysis: The random effects model may be inappropriate for this number of studies. 

The authors should consider presenting fixed effect results. This would allow them to test the 

difference between ethnic subgroups and to present results by ethnic group with no overall estimate 

where there is heterogeneity between the groups.  

R2. This is a good suggestion to scientific integrate relevant results. According to the reviewer’s 

suggestion, we have re-analyzed the data using the fixed effect models, but the similar association 

was detected except for the results of overall analysis of codon 420. In addition, we have referred to 

some relevant studies and consulted some statistical experts, and think that fixed-effects model would 

be only applied when P > 0.10 in heterogeneity analysis. If P ≤ 0.10 in heterogeneity analysis, and the 

random-effects model could be better. If peer reviewer thinks that the results of fixed-effects model 

are better, we would like to share the following results with the reader.  

Q3. Heterogeneity:  

More information should be given in the methods on which statistic was used to test heterogeneity.  

More information should be given in the results on which results showed significant heterogeneity. I-

squared can be uncertain when few studies are included, and I would like to see confidence intervals 

for the I-squared results in tables S1 and S2.  

R3. This is a good suggestion to improve our manuscript. We have checked and revised carefully the 

manuscript in the methods sections, such as we assessed heterogeneity in effect estimates using Ι², 
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Ph value. If there is a significant heterogeneity (Ph>0.1 or Ι²>50%) among studies, we will explore the 

source of heterogeneity by Meta regression and perform sensitivity analysis. In the results section, 

information on which results showed significant heterogeneity also has been given, detailed 

information can be seen in the revised manuscript. The confidence intervals for I-squared could not 

be provided because we do not know how to calculate it at present, and we are very sorry for that. 

Please tell us how to calculate it if possible, and we will thank you very much for your help.  

Q4. In the discussion the authors conclude that `source of cases, ethnicity and source of controls 

were not characteristics leading to heterogeneity'. This contradicts the statement in the abstract that 

`ethnicity might be the potential factor of the heterogeneity'.  

R4. We want to apologize for the mistake because of our carelessness. We have checked and 

revised the manuscript very carefully. Hope it should be better now.  

Q5. For figure 3 there is an overall I-squared of 66%, but within ethnic groups the values are 14% and 

0% suggesting that the heterogeneity has been explained by the ethnic differences. The P value for 

heterogeneity between ethnic subgroups is significant and should be reported.  

R5. According to the reviewer’s suggestion, The I2 and P value for heterogeneity between ethnic 

subgroups have been reported in the results section. Hope it be better now.  

Q6. Publication bias: The authors state `No publication bias was found which suggests that the 

conclusion was robust'. Funnel plots and Egger's test are inappropriate for such a small number of 

studies. The publication bias section should be removed and the limitation section should 

acknowledge that the authors are unable to control against publication bias.  

R6. According to the reviewer’s suggestion, publication bias assessment was removed from revised 

manuscript. In addition, publication bias can not be controlled against which has been mentioned in 

the limitation section. Hope it be clearer now.  

 

minor points:  

R1. codon not condon.  

R1. We are sorry for the mistakes for our carelessness. They have been revised carefully.  

Q2. Please clarify what Ph stands for in tables S1 and S2.  

R2. According to the reviewer’s suggestion, the interpretation of Ph has been shown under the Table 

3 and Table 4. Hope it be clearer now.  

 

Thanks again for your kind and critical comments and suggestions, which give great help to improve 

our manuscript and next research.  

 

Yours sincerely  

Chongjian Wang  

 

 

The responding to the point raised by Prof. Chang-hao Sun  

MS: bmjopen-2014-005617  

 

Dear prof. Changhao Sun  

Firstly, thanks for your kind and critical suggestions which give us much help to perfect research and 

manuscript. We will respond to all the points as follows:  

 

Q1. It is not clearly enough that if all the studies have excluded other diseases, individuals with other 

diseases should be excluded when it is a study about T2DM.  

R1. This is a good suggestion to improve our manuscript. Actually, individuals with other diseases, 

especially related chronic disease, should be excluded. But detailed information about this can not be 

reached from the studies included in the meta-analysis. It can be sure that individuals of the 6 studies 

were all T2DM patients proved by diagnosis or medical records.  

Q2. It is an integrated, considerate meta-analysis. No publication bias was found, and heterogeneity 
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test and sensitivity analysis show it is a credible study.  

R2. Thank you for your review of our article, and your kind and critical suggestions give us much help 

to perfect research and manuscript.  

 

Thanks again for your kind and critical comments and suggestions, which give great help to improve 

our manuscript and next research.  

 

Yours sincerely  

Chongjian Wang  

 

 

The responding to the point raised by Prof. Sheng Wei  

MS: bmjopen-2014-005617  

 

Dear Prof. Sheng Wei  

Firstly, thanks for your kind and critical suggestions which give us much help to perfect research and 

manuscript. We would like to respond to all the points as follows:  

 

Q1. All abbreviations of the gene names should be italic.  

R1. According to the reviewer’s suggestion, all abbreviations of the gene names have become italic. 

Hope it should be better now.  

Q2. Although Ph and I2 value were reported in the "Heterogeneity test" section, it will be helpful to 

perform meta-regression analysis to find the significant resource of heterogeneity.  

R2. This is a good suggestion to improve our manuscript. According to the reviewer’s suggestion，

meta regression was conducted, and the results has been reported in the results section.  

Q3. The sensitivity analysis was performed by removing a Japanese study not in HWE. Thus, the 

results of Caucasian could not be necessary in Tables S1 and Table S2.  

R3. Thanks for your comment and suggest. After all the authors discuss, we think that the results of 

Caucasian could be better in Table S1 and Table S2 (Table 3 and Table 4 in the revised manuscript), 

because the results of Caucasian could make the readers to understand the results more clearly.  

Q4. The authors should discuss how they can explain the findings that the association is seen in 

Asians but not Caucasians. Furthermore, the allele frequency of this SNP in different population 

should be mentioned in the manuscript.  

R4. This is a good suggestion to improve our manuscript. According to the reviewer’s suggestion, we 

have checked and revised carefully the manuscript, and the potential reasons have been explained 

about the association in Asians but not Caucasians in the discussion section (P10). Hope it should be 

better now.  

Q5. Although the findings are important to those with closely related research interests, the sample 

size was relative small for meta-analysis. If possible, more studies should be searched and supplied 

in the revised manuscript.  

R5. This is a good suggestion to improve our manuscript. We have retrieved carefully the databases 

again, and no found more relevant studies which met the inclusion criteria. In addition, a large sample 

study is being performed in order to assess the association between DBP polymorphisms and T2DM 

in our laboratory, and the relevant research results will be shared in the future.  

Q6. I acknowledge the difficulty in writing scientific English when it is not your native tongue. Most of 

the text reads very well, but as it stands the paper needs extensive further editing and polishing, and 

would benefit from collaboration with a native English speaker who could help rewrite some of the 

content.  

R6. We want to apologize for some language and writing issues in this manuscript. We not only 

checked carefully the final manuscript, but also asked two native English-speaking colleagues named 

Dr. Mark Dickson and Dr. Fatiha Karam who read critically the manuscript. Hope it should be better 

now.  
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Thanks again for your kind and critical comments and suggestions, which give great help to improve 

our manuscript and next research. 

VERSION 2 – REVIEW 

REVIEWER Jackie Cooper,  
Senior Research Fellow 
University College London 

REVIEW RETURNED 11-Jul-2014 

 

GENERAL COMMENTS I am happy with the response of the authors to my comments and 
have just a few minor points that should be addressed.  
 
Q3. Heterogeneity. The authors can get confidence intervals for the 
I-squared results using the heterogi module in Stata (findit heterogi) 
and entering the heterogeneity chi-square and degrees of freedom 
from the meta analysis.  
 
Q6. The authors have removed the publication bias section from the 
results. It also needs to be removed from the abstract and `what this 
study adds' section.  
 
Statistical analysis section - Ph>0.1 should be Ph<=0.1  
 
Table 2: Please clarify that the results in the tables are p values. 

 

 

VERSION 2 – AUTHOR RESPONSE 

Dear Prof. Jackie Cooper  

 

Firstly, thanks very much for your kind and critical suggestions which give us much help to perfect 

research and manuscript. All the points have been responded as follows:  

 

Q3. Heterogeneity. The authors can get confidence intervals for the I-squared results using the 

heterogi module in Stata (findit heterogi) and entering the heterogeneity chi-square and degrees of 

freedom from the meta-analysis.  

R3. Thanks very much for your methods for us to calculate the confidence intervals for the I-squared. 

The confidence intervals for the I-squared results have been showed in Table 3 and Table 4. 

However, the sensitivity analysis for ethnic subgroups, the confidence intervals of the I-squared could 

not be calculated because the degrees of freedom are 1 (the limited sample study). Hope it be better 

now.  

 

Q6. The authors have removed the publication bias section from the results. It also needs to be 

removed from the abstract and `what this study adds' section.  

R6. According to the reviewer’s suggestion, we have removed the publication bias section from the 

abstract and `what this study adds' section.  

 

Q: Statistical analysis section - Ph>0.1 should be Ph<=0.1  

R: We are sorry for the mistakes for our carelessness. The statistical analysis section has been 

checked and revised carefully.  
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Q: Table 2: Please clarify that the results in the tables are p values.  

R: This is a good suggestion to improve our manuscript. According to the reviewer’s suggestion，we 

have added the ‘p value’ in Table 2.  

 

Thanks again for your kind and critical comments and suggestions, especially serious and responsible 

attitude in scientific research, which give great help to improve our manuscript and next research. 
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