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VERSION 1 - REVIEW 

REVIEWER Arduino A Mangoni, Professor of Medicine of Old Age, University of 

Aberdeen 

REVIEW RETURNED 29/06/2011 

 

GENERAL COMMENTS GENERAL COMMENTS 

 

This work provides a useful update on the important issue of long-

term safety of oral folic acid supplementation in relation to cancer 

risk in different cohorts (not just pts with high cardiovascular risk). It 

would be of interest to the journal readership. That said, I find the 

data interpretation and reporting (results and discussion) quite 

biased towards the very limited, and of doubtful clinical significance, 

evidence of increased cancer incidence and mortality. Negative 

findings are downplayed throughout the manuscript. Even more 

disappointingly perhaps is the underreporting of results from 

observational studies. This is of concern because such studies 

provide valuable information, as they are not confined to strict RCTs 

criteria, and complement randomized studies.  

Answer: We agree. We have rephrased our interpretation of the data 

throughout the manuscript, changing moderate to borderline and 

including the results from the observational studies in a much more 

detailed manner, as well as showing negative results more clearly. 

 

It should be further stressed that an important limitation of the meta-

analysis is the lack of information on dietary patterns in the studied 

populations. 

Significant differences in folate content among different food types 

(and food processing) might have influenced the reported findings.  
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Answer: Yes we agree to this possibility, but nevertheless this 

lacking information in the clinical studies might be randomly 

distributed across the study populations.  

 

A better justification of why studies on food fortification were not 

considered is needed in both introduction and discussion. The 

results of RCTs/observational studies in Canada and USA are likely 

to be influenced by the introduction of mandatory food fortification, 

particularly when this occurred during the conduct of such studies. 

Cancer incidence and mortality should be compared between those 

studies in countries where mandatory folate fortification was 

implemented from those studies where folate fortification was not 

introduced.  

 

Answer: Two of the RCTs
12;13

 were done in USA after introduction of 

fortification. Sensitivity analysis of those two compared to the studies 

performed in the countries without fortification, showed no significant 

difference between the groups (Figure 2c); i.e populations with 

fortification did not show increased cancer risk with folate 

supplements compared to studies performed in countries before 

fortification/ countries without fortification.  

SPECIFIC COMMENTS 

 

Abstract_results_a: 95% CI cancer incidence data for 1-2 relevant 

cancer types other than prostate (e.g. colon and breast) are 

required. Negative data, in addition to positive associations, should 

be reported. 

Answer: This has been performed in the revised manuscript.  

 

Abstract_results_b: for the same reason 95% CI total cancer 

mortality data should be reported. 

Answer: This has been performed in the revised manuscript.  

 

Abstract_results_c: once again, 95% CI data for cancer risk in 

observational studies must be reported. 

Answer: This has been reported in the results chapter. 

 

Abstract_conclusions_a: 'FA might moderately increase total cancer 

incidence' is clearly an overstatement. With an RR of 1.07 and CI of 

1.00-1.14 the risk is very mild at best. Also, the conclusions should 

reflect the findings (negative) from observational studies.  

Answer: we have rephrased and added findings from observational 

studies (please see our answer under General Comments above). 

 

Abstract_conclusions_b: the conclusions on prostate cancer should 

also reflect the negative findings of observational studies.  

Answer: There was no observational studies reporting on prostate 

cancer in our included studies. However one of the excluded studies 

(Shannon 2009) (excluded due to daily folic acid dose <0.4 mg) has 

now been analyzed and commented on in the discussion part. This 

study showed no significant difference between the groups. (Please 
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see our first answer to Reviewer 1 for more details). 

 

Abstract_conclusions_c: the rest of the para (starting with 'A major 

limitation....") can be removed as it's not relevant. 

Answer: Done. 

 

What this study adds: once again, the first bullet point ('moderately 

increase') is an overstatement. 

Answer: We agree and this has been updated in the revised version. 

 

Introduction_a: data on prevalence of folate deficiency would be 

useful. 

Answer: We have rephrased this paragraph. 

 

Results_a: a full list of observational studies considered should also 

be provided in Table format. 

Answer: Done, please see table 2a and 2b. 

 

Results_b: were there any differences in cancer incidence and 

mortality in studies with folic acid alone vs. combination with other B-

vitamins? 

Answer: No difference, please see new text in results part.  

 

Results_c: ASA is thought to be protective. Were the results of 

studies on folate + acetylsalicylic acid any different? 

Answer: Two of the studies administered folic acid together with 

aspirin
14;15

. A sensitivity analysis of those studies showed a 

borderline significant increased risk in the folic acid groups 

compared to the control groups without aspirin (RR 1.43, 95% CI 

1.00-2.03).   

 

Results_d: full results from observational studies should be 

presented in the text and Table/Figure format. This should include 

data on cancer incidence as well as cancer mortality. 

Answer: Done. However, none of the observational studies reported 

on mortality. 

 

Discussion_a: the first para is very biased towards the very limited 

positive findings of an association between folic acid and cancer. 

You cannot state that folate may increase mortality, when no such a 

link is reported in the results (!). As previously discussed data 

interpretation should be much more balanced and include the lack of 

association with the vast majority of cancer types + negative findings 

from observational studies.  

Answer: We have corrected this in the revised manuscript. 

 

Discussion_b: similar (major) revision is needed for the para "Our 

finding of a possible adverse effect from folic acid.... 

Answer: This paragraph has been deleted. 

 

Discussion_c: the first 2 sentences (page 14, "folate may play a dual 

role...") don't make any sense and should be revised. 
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Answer: This paragraph has been deleted. 

 

Discussion_d: need also to explain why no associations were found 

for cancers other than prostate (and the potential biological 

mechanisms for the lack of such associations) 

Answer: We have tried to explain this paragraph better in the 

updated version of the discussion. 

 

Conclusions and policy implications: as previously discussed the first 

sentence does not reflect the findings of the study. Emphasis on 

negative findings is also needed.  

Answer: This has been corrected in the revised manuscript. 
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VERSION 2 – REVIEW 

REVIEWER Arduino A Mangoni, Professor of Medicine of Old Age, University of 
Aberdeen 

REVIEW RETURNED 25/11/2011 

 

GENERAL COMMENTS I think the authors have successfully addressed the points raised. 
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The revised paper presents a more balanced interpretation of the 
available data. 

 

REVIEWER Pagona Lagiou  
Associate Professor of Hygiene and Epidemiology, University of  
Athens Medical School; Adjunct Professor of Epidemiology, Harvard 
School of Public Health  

REVIEW RETURNED 29/11/2011 

 

THE STUDY Supplemental documents do not contain information that should be 
better reported in the manuscript. 
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