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VERSION 1 - REVIEW 

REVIEWER Giovanni De Pergola 
Department of Biomedical Sciences and Human Oncology, Section 
of Clinical Oncology, University of Bari, School of Medicine 

REVIEW RETURNED 10-Aug-2015 

 

GENERAL COMMENTS This study, to be performed by Sartorius et al, is a systematic review 
and meta-analysis addressed to determine the possible role of 
carbohydrates on cancer development mediated via obesity.  
 
The aim seems to be interesting and original, but some issues need 
to be addressed  
 
Major criticism:  
1. I am convinced that examining cancer related to high 
carbohydrate intake in the absence of obesity would be more 
interesting than investigating cancer related to high carbohydrate 
intake through obesity. Moreover, I do not understand the need to 
take into account the confounding role of metabolic syndrome.  
 
Minor criticism:  
2. The definition of “meta studies” is lacking  
3. Some terms are not clear: what does it mean “mixed evidence”?  
4. Abstract, section Introduction: The aim of the paper is not clear 
and needs to be simplified.  
5. Abstract, section Methods: The authors write “..... comprehensive 
search to identify all possible published and unpublished studies 
….”. What does it mean “unpublished studies” in a meta-analysis? 

 

REVIEWER José Pedro L. Nunes 
Faculdade de Medicina da Universidade do Porto, Portugal 

REVIEW RETURNED 27-Aug-2015 

 

GENERAL COMMENTS The text is clearly and carefully written and the objectives stated in 
the protocol are of significant interest.  
This reviewer recommends acceptance of the text.  
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As a minor point, in page 7, line 284, the expression "("cancer type 
1-n)" may be in need of correction.   

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Giovanni De Pergola  

Institution and Country Department of Biomedical Sciences and Human Oncology, Section of Clinical 

Oncology, University of Bari, School of Medicine, Policlinico, Piazza Giulio Cesare 11, 70124 Bari, 

Italy  

Please state any competing interests or state ‘None declared’: no competing interest or state  

 

Please leave your comments for the authors below  

This study, to be performed by Sartorius et al, is a systematic review and meta-analysis addressed to 

determine the possible role of carbohydrates on cancer development mediated via obesity.  

 

The aim seems to be interesting and original, but some issues need to be addressed  

General Response: We thank you for the revision of this research protocol and have either 

endeavoured to respond to your suggestions (minor 2-5) or tried to explain why our protocol was 

developed in a certain way (Major 1).  

 

Major criticism:  

1. I am convinced that examining cancer related to high carbohydrate intake in the absence of obesity 

would be more interesting than investigating cancer related to high carbohydrate intake through 

obesity. Moreover, I do not understand the need to take into account the confounding role of 

metabolic syndrome.  

Response: In fact this study originated with this exact hypothesis so we began by investigating all the 

systematic reviews/meta-analyses trying to link carbohydrates directly to cancer outcomes. The 

results published by these studies indicated very little association and the evidence was inconclusive 

for all but a very few types of cancer. Conversely, numerous meta-analyses indicate obesity as a risk 

factor for a wide range of specific cancers. In addition, the linkages between carbohydrates and 

obesity are also not clear so we wanted to first see if there was a clear relationship (meta-analysis). 

However, we may assess this sub-hypothesis among dietary risk factor studies that have stratified 

subjects by obesity when assessing cancer risk; however, our current understanding is that these 

studies are limited. Finally, obesity is a primary trigger of metabolic syndrome; we also felt we needed 

to take account of this as a separate causal path to a cancer outcome (e.g. insulin growth factor) 

versus obesity as a direct factor (e.g. inflammation as a function of obesity).  

 

Minor criticism:  

2. The definition of “meta studies” is lacking  

Response: We meant systematic review/meta-analysis. This has been revised in the manuscript to 

avoid any ambiguity re: “meta-study”. We feel that the systematic review/meta-analysis study design 

is commonly known and should be familiar to the readers. Thus we suggest that a definition is not 

required.  

3. Some terms are not clear: what does it mean “mixed evidence”?  

Response: We mean that some studies found a significant higher risk of a cancer/obesity outcome 

associated with exposure while others show no such significant association.  

4. Abstract, section Introduction: The aim of the paper is not clear and needs to be simplified.  

Response: This has been re-written. We now describe the aim as “The purpose of the study is to 

explore the linkages between dietary carbohydrate intake and cancer outcomes using a two-step 

approach. First the study will evaluate the linkages between dietary carbohydrate intake and obesity, 
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potentially stratified by metabolic syndrome status. Second, the estimated attributable fraction of 

obesity ascribed to carbohydrate intake will be multiplied against the obesity vs cancer-type specific 

attributable fraction to give estimated overall attributable fraction for carbohydrate vs cancer type.”  

5. Abstract, section Methods: The authors write “..... comprehensive search to identify all possible 

published and unpublished studies ….”. What does it mean “unpublished studies” in a meta-analysis?  

Response: These studies are mostly those that are “not indexed in respective databases (so called 

grey literature, such as conference abstracts, dissertations, policy documents, book chapters).” This 

could also include unpublished or repository data. We would obviously stratify the meta-analysis on 

published vs grey literature when assessing the weighted effect and differential quality/heterogeneity.  

 

Reviewer: 2  

Reviewer Name José Pedro L. Nunes  

Institution and Country Faculdade de Medicina da Universidade do Porto, Portugal  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

The text is clearly and carefully written and the objectives stated in the protocol are of significant 

interest.  

This reviewer recommends acceptance of the text.  

Response: We thank you for reviewing this protocol.  

 

As a minor point, in page 7, line 284, the expression "("cancer type 1-n ) " may be in need of 

correction.  

Response: This has been amended to “cancer type” to avoid confusion. 
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