
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) Association between adiponectin levels and endometrial carcinoma 

risk: Evidence from a dose-response meta-analysis 

AUTHORS Kong, Weimin; Lin, Tong; Zhao, Xin 

 

VERSION 1 - REVIEW 

REVIEWER Bingjian Lu 
Zhejiang University, China 

REVIEW RETURNED 11-Jun-2015 

 

GENERAL COMMENTS This meta-analysis showed that higher adiponectin level was 
associated with lower endometrial carcinoma. A dose-response 
relationship was present with a decreasing risk for endometrial 
carcinoma of 3% with 1 ug/mL in the adiponectin level. The analysis 
is generally sound, and the findings are helpful in the prevention of 
endometrial carcinoma. However, there are several issues that 
should be addressed in the manuscript.  
 
Major points:  
1. In the introduction section, the relationship among obesity, 
adiponectin and endometrial carcinoma should be expanded a little 
more in details. The readers need to learn more about the 
significance of this study.  
2. Also in the introduction section (Paragraph 2):  
1): The authors should give a brief, pertinent comment on the 
current epidemiological studies of adiponectin and endometrial 
carcinoma, and may give us the impression of the necessity of the 
current meata-analysis  
2): “(1) first assess …” is incorrect since you have so many previous 
publications.  
3): “(3) assess the heterogeneity…” is the basic requirement for 
meta-analysis and should not be listed as a specific aim.  
3. The authors presented the relative endometrial cancer risks 
between the highest and lowest levels of adiponectin, and dose-
response of adiponectin level and cancer risk. However, the 12 
studies included used different definitions for higher and lowest 
adiponectin levesl (for example, quartiles or tertiles), different 
specimens (plasma or serum), and different detection systems, et. 
These differences should influence on the results. These points 
should be discussed in the text.  
4. I think the major highlight of this study is to confirm the presence 
of dose-response relationship between the decreasing endometrial 
carcinoma risk and the adiponectin level. The clinical significance of 
the findings in this study should be addressed in the discussion 
section.  
 
Minor pints:  
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1. Line 43,”dose-response meta-analysis” represents for one or two 
keywords?  
2.Line 53, 54: The second point of the “Strengths and limits of the 
study” is appropriate? And the third point might be better to show the 
dose-dependent relationship.  

 

REVIEWER Arumugam Nagalingam 
The Johns Hopkins University  
USA 

REVIEW RETURNED 29-Jun-2015 

 

GENERAL COMMENTS The manuscript submitted by Tong Lin et al. investigated the 
association of adiponectiin levels and risk of endometrial carcinoma. 
The authors provided very strong correlation between adiponectin 
and and endometrial. The manuscript was very well written and 
oveall well- organized. There is minor issues that need to be 
addressed that will improve the manuscipt from current form.  
 
It would me usefull If author also show the important correlation of 
adiponectin / endomettrial carcinoma by analysing histopathlogical 
data.   

 

REVIEWER Victoria Allgar 
University of York 

REVIEW RETURNED 21-Jul-2015 

 

GENERAL COMMENTS Overall this paper is appropriately analysed meta analysis using the 
correct statistical methods. As there was evidence of heterogeneity 
among the population effects estimated by the various studies, then 
random-effects procedures was used which is appropriate. The 
tables are clear, as are the forest plots. A funnel plot would also be 
useful to see in the paper.  
 
One question I have though is where it states the main outcome 
measure "highest  
adiponectin levels compared to the lowest levels was significantly 
associated with the  
risk of endometrial carcinoma". It was not made clear what these 
levels were in each of the papers and if they are comparable 
between groups. These could be included in Table 1. It would also 
be of interest to see the total number in each group and also the 
number in the highest and lowest adiponectin levels groups in Table 
1.  

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name Bingjian Lu  

Institution and Country Zhejiang University, China  

 

Please leave your comments for the authors below  
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This meta-analysis showed that higher adiponectin level was associated with lower endometrial 

carcinoma. A dose-response relationship was present with a decreasing risk for endometrial 

carcinoma of 3% with 1 ug/mL in the adiponectin level. The analysis is generally sound, and the 

findings are helpful in the prevention of endometrial carcinoma. However, there are several issues 

that should be addressed in the manuscript.  

Thank you.  

 

Major points:  

1. In the introduction section, the relationship among obesity, adiponectin and endometrial carcinoma 

should be expanded a little more in details. The readers need to learn more about the significance of 

this study.  

Reply: Thank you. We have revised it following your suggestion.  

 

2. Also in the introduction section (Paragraph 2):  

1): The authors should give a brief, pertinent comment on the current epidemiological studies of 

adiponectin and endometrial carcinoma, and may give us the impression of the necessity of the 

current meta-analysis  

Reply: Thank you for your suggestion. We have revised our manuscript.  

 

2): “(1) first assess …” is incorrect since you have so many previous publications.  

Reply: We have corrected it.  

 

3): “(3) assess the heterogeneity…” is the basic requirement for meta-analysis and should not be 

listed as a specific aim.  

Reply: We have corrected it. Please see the revision.  

 

3. The authors presented the relative endometrial cancer risks between the highest and lowest levels 

of adiponectin, and dose-response of adiponectin level and cancer risk. However, the 12 studies 

included used different definitions for higher and lowest adiponectin levels (for example, quartiles or 

tertiles), different specimens (plasma or serum), and different detection systems, et. These 

differences should influence on the results. These points should be discussed in the text.  

Reply: We have discussed these points in the discussion. Please see our revised manuscript.  

 

4. I think the major highlight of this study is to confirm the presence of dose-response relationship 

between the decreasing endometrial carcinoma risk and the adiponectin level. The clinical 

significance of the findings in this study should be addressed in the discussion section.  

Reply: Yes. Please see the revision.  

 

Minor pints:  

1. Line 43,”dose-response meta-analysis” represents for one or two keywords?  

Reply: They are two keywords. We have revised it.  

 

2.Line 53, 54: The second point of the “Strengths and limits of the study” is appropriate? And the third 

point might be better to show the dose-dependent relationship.  

Reply: Thank you for your suggestion. We have corrected the second point and the third point.  

 

Reviewer: 2  

 

Reviewer Name Arumugam Nagalingam  

Institution and Country The Johns Hopkins University  

 

Please leave your comments for the authors below  
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The manuscript submitted by Tong Lin et al. investigated the association of adiponectin levels and 

risk of endometrial carcinoma. The authors provided very strong correlation between adiponectin and 

and endometrial. The manuscript was very well written and overall well- organized. There is minor 

issues that need to be addressed that will improve the manuscript from current form.  

Thank you.  

 

It would be useful if author also show the important correlation of adiponectin / endometrial carcinoma 

by analyzing histopathological data.  

Reply: Thank you for your suggestion. Please see the revision.  

 

Reviewer: 3  

 

Reviewer Name Dr Victoria Allgar  

Institution and Country University of York  

 

Please leave your comments for the authors below  

 

Overall this paper is appropriately analyzed meta-analysis using the correct statistical methods. As 

there was evidence of heterogeneity among the population effects estimated by the various studies, 

then random-effects procedures was used which is appropriate. The tables are clear, as are the forest 

plots. A funnel plot would also be useful to see in the paper.  

Reply: Thank you. We have added the funnel plot.  

 

One question I have though is where it states the main outcome measure "highest adiponectin levels 

compared to the lowest levels was significantly associated with the risk of endometrial carcinoma". It 

was not made clear what these levels were in each of the papers and if they are comparable between 

groups. These could be included in Table 1. It would also be of interest to see the total number in 

each group and also the number in the highest and lowest adiponectin levels groups in Table 1.  

Reply: We have added the each category in the Table 1 following your suggestion. 

 

VERSION 2 - REVIEW 

REVIEWER Bingjian Lu 
Zhejiang University, China 

REVIEW RETURNED 03-Aug-2015 

 

GENERAL COMMENTS This meta-analysis consolidates the reverse relationship between 
endometrial carcinoma risk and serum adiponectin. The findings are 
very helpful in the prevention of this common gynecological cancer. 
Many points have generally been addressed in this revised version. I 
think that this manuscript is acceptable for publication if the 
statistical review is OK.  
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Correction

Lin T, Zhao X, Kong W-min. Association between adiponectin levels and endometrial
carcinoma risk: evidence from a dose–response meta-analysis. BMJ Open 2015;5:
e008541. The institutional affiliation for the last author of this paper, Wei-min Kong,
was published incorrectly. The correct affiliation for Wei-min Kong is: Department of
Gynecological Oncology, Beijing Obstetrics and Gynecology Hospital, Capital
Medical University, Beijing, China.

BMJ Open 2016;6:e008541corr1. doi:10.1136/bmjopen-2015-008541corr1
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