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VERSION 1 - REVIEW 

REVIEWER Sabina Sieri  
Research Scientist  
Fondazione IRCCS Istituto Nazionale dei Tumori  
Italy  
 
I have no competing interests 

REVIEW RETURNED 27-Apr-2013 

 

GENERAL COMMENTS Overall General Comments: 

This is an interesting paper focusing on the association between the 

adherence to the Mediterranean diet and self-reported mental and 

physical health status.  The main finding of the study was a positive 

association between the adherence to a Mediterranean diet and 

better mental health status. 

 

In general, this is a well-conducted epidemiologic study that provides 

further information about the role of healthy dietary habits on self-

rated health.  

 

However, there are additional points that the authors should take 

into account. 

There is an over-emphasis on only two positive aspects of the 

Mediterranean diet i.e. the antioxidant and fatty acid content, whilst 

studying the association between this type of diet and mental health 

status.  The beneficial effects of Mediterranean diet could also be 

attributed to the fiber content, the low glycemic index of some foods 

such as pasta etc.  Have these analyses been performed?  
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Specific suggestions: 

 

Methods: 

Dietary information (pg.7) 

Does total food content (FAC) refer to the total antioxidant capacity 

of the diet?  It would be clearer to add some details regarding this 

score. 

Health-related quality of life and socioeconomic variables (pg.8- 

lines 28-31): 

Starting from (“For each parameter, scores are coded …”) it is 

unclear at this point that actually two scores are derived, one for 

physical and one for mental aspects.  Authors should clarify this 

sentence. 

 

Results: 

Pg.11 lines 24-31: no mention of the significant association between 

“Eggs and sweets pattern” and physical component score was 

reported. 

Pg. 11 lines 56-58: Dietary antioxidant and fatty acids content.  

It is not entirely accurate to define key-dietary components of the 

Mediterranean diet referring only to the FAC and fatty acid 

composition of the diet.  This sentence would benefit from 

rephrasing. 

Pg.12 lines 21-30: Monounsaturated fats are one component of the 

Mediterranean Diet Score, so it is expected that there will be a 

positive association between this nutrient and the dietary score.  

Pg.12 lines 47-56:  Saturated fats are also a component of the 

Mediterranean Diet Score, see comment above. 

 

Discussion: 

Pg. 13 lines 47-53: 

It would be better to underline that the complexity of the association 

between the Mediterranean diet and self-perceived mental and 

physical health whilst attributable to the role of total antioxidant 

content of the diet and fatty acid content, does not exclude the 

potentially positive role of other dietary compounds such as fiber or 

the glycemic characteristic of the Mediterranean diet     
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REVIEWER Salvatore Panico  
Aggregate Professor of Internal Medicine  
Dipartimento di Medicina Clinica e Chirurgia  
Federico II University, Naples, Italy.  
 
I have no competing interests. 

REVIEW RETURNED 30-Apr-2013 

 

GENERAL COMMENTS In the discussion I would be more cautious in indicating antioxidan 
supplements a very important clue to mental health disorders.   

 

REVIEWER Saverio Stranges, MB BS, PhD, FFPH  
Associate Clinical Professor of Cardiovascular Epidemiology  
Statistics & Epidemiology  
Division of Health Sciences  
University of Warwick Medical School  
 
NO CONFLICT OF INTEREST TO DISCLOSE 

REVIEW RETURNED 19-May-2013 

 

GENERAL COMMENTS This is an interesting manuscript from the Moli-sani project, which 
examined cross-sectional associations of adherence to a 
Mediterranean dietary pattern with measures of health-related 
quality of life, based on the summary components of the SF-36 
questionnaire. The authors conducted a cross-sectional analysis in a 
subsample of 16,937 individuals of the main population-based 
cohort taking part in the Moli-sani Project.  
 
Overall, results suggest that adherence to a Mediterranean dietary 
pattern is associated with better self-reported mental and physical 
health, although dietary total antioxidant content might explains 
some of this association, at least for the mental health component.  
 
These findings are of interest to the field, because they come from a 
large, well-characterised population based study from a 
Mediterranean region, such as Southern Italy  
 
There are, however, a few issues with the present manuscript, which 
should be addressed by the authors to further improve the overall 
merit and clarity of their work. In particular, the interpretation of the 
findings would deserve some revision and additional discussion, as 
outlined in the specific comments below.  
 
Specifically:  
 
- Abstract: there is no mention of the logistic regression results for 
the SF-36 physical component. In fact, based on table 4, results 
remained still significant after adjustment for the total food 
antioxidant content (FAC), for both the “Oil and vegetables pattern” 
and the “Eggs and sweet pattern”.  
- Methods/study population: this analysis was based on a smaller 
sample from the overall Moli-sani population, because of prevalent 
chronic disease and missing data. Were general characteristics 
comparable between included and excluded participants? Is there 
any potential of selection bias?  
- Methods/dietary information: the authors estimated the overall 
intake of “anti-oxidants” by using a computed score (FAC). This has 
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potential caveats, because it is well-known that estimates of 
micronutrient intake, especially for selenium and vitamins, based on 
food frequency questionnaire, is extremely challenging if not 
unreliable or impossible. The authors should discuss this issue in 
greater detail and acknowledge this as an additional potential 
limitation of this study.  
- Methods/analyses: the authors used FAC just as a covariate. 
However, it would be informative to test the interaction of FAC with 
the selected dietary patterns.  
- Methods/analyses: also, were results any different in the two 
genders? In fact, there is a large body of evidence showing 
differential reporting of self-rated health between women and men.  
- Results: the authors largely focused on the association between 
the Mediterranean dietary pattern and the mental health component 
of the SF-36. However, based on tables 2 and 4, there were some 
significant associations for both the “Oil and vegetables pattern” and 
the “Eggs and sweet pattern” with the Physical component score. 
These findings were somehow neglected by the authors.  
- Discussion: likewise, there was little attention to the interpretation 
of these findings from a biological standpoint. Most of the discussion 
was around the association of the Mediterranean dietary pattern with 
mental health, and the confounding effect of FAC on this 
association. 

 

REVIEWER Michel de Lorgeril, MD  
Researcher  
UJF  
Grenoble  
France  
 
I work with the Food industry as member of Advisory Board, 
participation to scientific sessions, costs of travel covered, 
honorarium for conference. 

REVIEW RETURNED 24-May-2013 

 

THE STUDY This is an interesting study; and I encourage its publication.  
I see however one major limitation: if the analyses using the total 
antioxidant+polyphenols are acceptable (despite an obvious lack of 
specificity), things are different with fats.  
If mixing animal and plant MUFAs in the same item could be 
acceptable again in an Italian population with large consumption of 
olive oil (which probably is the main source of MUFAs oleic acid), 
things are very different when mixing the two major classes of 
polyunsaturated (omega-3 and omega-6) with opposed biological 
activities in the same PUFAs item.  
My proposition is that either the investigators delete this part of the 
analysis or deeply discuss the issue saying that the PUFAs data 
should be taken with precaution ... 

GENERAL COMMENTS In the paragraph "data collection", at line 7 it is written that about 
"cholesterol", antidiabetic drugs ...  
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: Sabina Sieri  

Research Scientist  

Fondazione IRCCS Istituto Nazionale dei Tumori Italy  

 

I have no competing interests  

 

Overall General Comments:  

This is an interesting paper focusing on the association between the adherence to the Mediterranean 

diet and self-reported mental and physical health status. The main finding of the study was a positive 

association between the adherence to a Mediterranean diet and better mental health status.  

 

In general, this is a well-conducted epidemiologic study that provides further information about the 

role of healthy dietary habits on self-rated health.  

 

However, there are additional points that the authors should take into account.  

There is an over-emphasis on only two positive aspects of the Mediterranean diet i.e. the antioxidant 

and fatty acid content, whilst studying the association between this type of diet and mental health 

status. The beneficial effects of Mediterranean diet could also be attributed to the fiber content, the 

low glycemic index of some foods such as pasta etc. Have these analyses been performed?  

We thank the referee for her useful suggestion. We performed further analysis to test the possible 

account of fiber and glycemic content for the association among HQRL and Mediterranean-like dietary 

patterns. Dietary fiber was indeed positively associated with MDS (β=0.15, SE±0.002), IMI (β=0.16, 

SE±0.002 ) and the Olive Oil and vegetable pattern (β=0.08, SE±0.001; p values <.0001 for all) but 

inversely associated with the Meat and pasta (β=-0.02, SE±0.001; p<0.0001) and the Eggs and sweet 

patterns (β= - 0.04, SE±0.001; p<.0001). Fiber content was also positively associated with either 

mental or less consistently with the physical component score (β = 0.11, SE±0.01,p <.0001; β =0.02, 

SE±0.01, p=0.01 respectively).  

Once fiber content from diet was included in the multivariable model, the association between the 

Mediterranean-like eating patterns and mental health was clearly reduced for the MDS (β = 0.33,  

p <.0001 decreased to β=0.13, p=0.13) and for IMI (β = 0.36, p <.0001 decreased to β=0.15, p=0.07), 

suggesting indeed a role of dietary fibers in the observed association between MDS or IMI and better 

mental health. No significant changes were detected regarding physical component score after 

adjustment for dietary fiber. We included these new results in the manuscript and in tables 2, 3, 4.  

 

Regarding the low glycemic index typical of a Mediterranean dietary pattern, we derived a score 

including foods with the highest glycemic index (potatoes, rice, bread, breakfast cereals, sugar and 

sweets, fruit juices, mayonnaise, pizza and beer) and by assigning 1 point when the consumption of 

these foods was above the gender specific median value. This score was negatively associated with 

the MDS (β= -0.02; p=0.0023), the IMI (β= -0.15; p <.0001), the Olive Oil and vegetable pattern (β=- 

0.05; p<.0001), and with the Meat and pasta pattern (β=-0.08; p<.0001), conversely it was positively 

linked to the Eggs and sweets pattern (β=0.08; p<.0001). This glycemic score was positively linked to 

physical component score (β=0.15; p<.0001) but inversely associated with the mental one (β= -0.13; 

p=0.008). Although the derived score has not to be considered as complete as the glycemic index, it 

seemed to be an acceptable proxy of it. Then we tested the possible account of this indicator by 

including it in the multivariable model. The association between the Mediterranean-like eating patterns 

and mental health remained basically unchanged (MDS: β=0.33, p<.0001 changed to β=0.33, 

p<.0001; IMI: β=0.36, p<.0001 changed to β=0.33, p<.0001; Olive oil and vegetable pattern: β=0.50, 

p<.0001 changed to β=0.48, p<.0001). The same was observed for physical health and MD-like 

dietary patterns (MDS: β=0.15,p=0.01 changed to β=0.15, p=0.0005; IMI: β=0.08, p=0.06 changed to 

β=0.10, p=0.02; Olive oil and vegetable pattern: β=0.15, p=0.01 changed to β=0.16, p=0.0004).  

These findings do not support a role of the glycemic load in accounting the relationship between MD 
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and HQRL. However, we recognize the strong limits of using an empirically derived score instead of 

standardized glycemic indexes. For this reason, while thanking again the reviewer for her stimulating 

comment, we decided not to include these findings in the manuscript. However we acknowledged the 

low-glycemic load as a main characteristic of MD in the manuscript.  

 

Specific suggestions:  

 

Methods:  

Dietary information (pg.7)  

Does total food content (FAC) refer to the total antioxidant capacity of the diet? It would be clearer to 

add some details regarding this score.  

No, the FAC score refers to the total antioxidant content of diet. The antioxidant content of each food 

group was evaluated by using the food composition tables from the Istituto Nazionale di Ricerca per 

gli Alimenti e la Nutrizione and the United States Department of Agriculture (USDA). Healthy foods, 

according to a Mediterranean dietary pattern, were categorized into either High or Low antioxidant 

content. The total food antioxidant content (FAC) score was constructed for a comparative evaluation 

of the consumption of these two groups. Further details on the construction of this score were added 

in the Methods section of the manuscript.  

 

Health-related quality of life and socioeconomic variables (pg.8- lines 28-31):  

Starting from (For each parameter, scores are coded ) it is unclear at this point that actually two 

scores are derived, one for physical and one for mental aspects. Authors should clarify this sentence.  

We added further details on this topic in the manuscript.  

 

Results:  

Pg.11 lines 24-31: no mention of the significant association between Eggs and sweets pattern and 

physical component score was reported.  

We added a specific comment on this issue in the text.  

 

Pg. 11 lines 56-58: Dietary antioxidant and fatty acids content.  

It is not entirely accurate to define key-dietary components of the Mediterranean diet referring only to 

the FAC and fatty acid composition of the diet. This sentence would benefit from rephrasing.  

We agree. We highlighted the role of other components such as dietary fibers and low glycemic index.  

 

Pg.12 lines 21-30: Monounsaturated fats are one component of the Mediterranean Diet Score, so it is 

expected that there will be a positive association between this nutrient and the dietary score.  

Pg.12 lines 47-56: Saturated fats are also a component of the Mediterranean Diet Score, see 

comment above.  

We agree with these observations of the referee and eliminated the sentence concerning the 

association of Mediterranean diet scores with monounsaturated or saturated fatty acids.  

 

 

Discussion:  

Pg. 13 lines 47-53:  

It would be better to underline that the complexity of the association between the Mediterranean diet 

and self-perceived mental and physical health whilst attributable to the role of total antioxidant content 

of the diet and fatty acid content, does not exclude the potentially positive role of other dietary 

compounds such as fiber or the glycemic characteristic of the Mediterranean diet.  

We agree. After performing the suggested analyses by considering the role of dietary fibers, we 

rephrased the sentence by including new data on this. Unfortunately, as already mentioned, we are 

not able at the moment to be more precise about the role of glycemic content of foods, since we have 

not a proper and validated glycemic index. However, we included a sentence on this in the 
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introduction section of the manuscript.  

 

 

 

Reviewer: Salvatore Panico  

Aggregate Professor of Internal Medicine Dipartimento di Medicina Clinica e Chirurgia Federico II 

University, Naples, Italy.  

 

I have no competing interests.  

 

In the discussion I would be more cautious in indicating antioxidant supplements a very important clue 

to mental health disorders.  

We rephrased the sentence as suggested.  

 

 

Reviewer: Saverio Stranges, MB BS, PhD, FFPH Associate Clinical Professor of Cardiovascular 

Epidemiology Statistics & Epidemiology Division of Health Sciences University of Warwick Medical 

School  

 

NO CONFLICT OF INTEREST TO DISCLOSE  

 

This is an interesting manuscript from the Moli-sani project, which examined cross-sectional 

associations of adherence to a Mediterranean dietary pattern with measures of health-related quality 

of life, based on the summary components of the SF-36 questionnaire. The authors conducted a 

cross-sectional analysis in a subsample of 16,937 individuals of the main population-based cohort 

taking part in the Moli-sani Project.  

 

Overall, results suggest that adherence to a Mediterranean dietary pattern is associated with better 

self-reported mental and physical health, although dietary total antioxidant content might explains 

some of this association, at least for the mental health component.  

 

These findings are of interest to the field, because they come from a large, well-characterised 

population based study from a Mediterranean region, such as Southern Italy  

 

There are, however, a few issues with the present manuscript, which should be addressed by the 

authors to further improve the overall merit and clarity of their work. In particular, the interpretation of 

the findings would deserve some revision and additional discussion, as outlined in the specific 

comments below.  

 

Specifically:  

 

- Abstract: there is no mention of the logistic regression results for the SF-36 physical component. In 

fact, based on table 4, results remained still significant after adjustment for the total food antioxidant 

content (FAC), for both the Oil and vegetables pattern and the Eggs and sweet pattern.  

We included these results in the abstract.  

 

- Methods/study population: this analysis was based on a smaller sample from the overall Moli-sani 

population, because of prevalent chronic disease and missing data. Were general characteristics 

comparable between included and excluded participants? Is there any potential of selection bias?  

Comparison between the sample considered in the present study (n=16,937) and excluded 

participants (n=7,388) showed a substantial homogeneity for sex (p=0.23). The sample included was 

younger (53±10.8 vs 62±12.1; p<.0001) and had higher social status (p<.0001), income (p <.0001), or 
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education (p<.0001). Potential selection biases could emerge since the SF36 questionnaire was self-

administered and the topic not easily understandable by the elderly or people with lower educational 

level or social status. In addition, we excluded subjects with CVD or cancer which are medical 

conditions related to ageing and somehow to social status. We included a sentence on this in the 

manuscript.  

 

- Methods/dietary information: the authors estimated the overall intake of anti-oxidants by using a 

computed score (FAC). This has potential caveats, because it is well-known that estimates of 

micronutrient intake, especially for selenium and vitamins, based on food frequency questionnaire, is 

extremely challenging if not unreliable or impossible. The authors should discuss this issue in greater 

detail and acknowledge this as an additional potential limitation of this study.  

We thank the referee for his suggestion. We added a related comment in the limitations section of the 

manuscript.  

 

- Methods/analyses: the authors used FAC just as a covariate. However, it would be informative to 

test the interaction of FAC with the selected dietary patterns.  

Associations among FAC and the MD-like patterns were already reported in the results section. We 

added the association with the other dietary patterns and reported these new data in the results 

section.  

 

- Methods/analyses: also, were results any different in the two genders? In fact, there is a large body 

of evidence showing differential reporting of self-rated health between women and men.  

We performed further analysis by gender but failed to found any statistical significant sex-related 

difference in the association of mental or physical scores with MD scores or other dietary patterns as 

measured by specific terms of interaction (all p>0.05). We included a sentence on this in the 

manuscript.  

 

- Results: the authors largely focused on the association between the Mediterranean dietary pattern 

and the mental health component of the SF-36. However, based on tables 2 and 4, there were some 

significant associations for both the Oil and vegetables pattern and the Eggs and sweet pattern with 

the Physical component score. These findings were somehow neglected by the authors.  

Right. We added a comment on these results.  

 

- Discussion: likewise, there was little attention to the interpretation of these findings from a biological 

standpoint. Most of the discussion was around the association of the Mediterranean dietary pattern 

with mental health, and the confounding effect of FAC on this association.  

We thank the referee for his suggestion. We mentioned in the MS a possible interpretation of these 

results.  

 

 

Reviewer: Michel de Lorgeril, MD  

Researcher  

UJF  

Grenoble  

France  

 

I work with the Food industry as member of Advisory Board, participation to scientific sessions, costs 

of travel covered, honorarium for conference.  

 

This is an interesting study; and I encourage its publication.  

I see however one major limitation: if the analyses using the total antioxidant+polyphenols are 

acceptable (despite an obvious lack of specificity), things are different with fats.  
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If mixing animal and plant MUFAs in the same item could be acceptable again in an Italian population 

with large consumption of olive oil (which probably is the main source of MUFAs oleic acid), things are 

very different when mixing the two major classes of polyunsaturated (omega-3 and omega-6) with 

opposed biological activities in the same PUFAs item.  

My proposition is that either the investigators delete this part of the analysis or deeply discuss the 

issue saying that the PUFAs data should be taken with precaution ...  

We thank the referee for his suggestion. We added a word of caution in the discussion paragraph.  

 

In the paragraph "data collection", at line 7 it is written that about "cholesterol", antidiabetic drugs ...  

We apologize, it was a typing mistake, now it has been corrected. 

VERSION 2 – REVIEW 

REVIEWER Saverio Stranges  
University of Warwick  
United Kingdom 

REVIEW RETURNED 02-Jul-2013 

 

GENERAL COMMENTS The authors have addressed the previous comments; hence, the 
manuscript is greatly improved  
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