SUPPLEMENTAL MATERIAL

Table 3. Main prospective observational studies and randomized controlled trials published until May 2017, assessing the effects of the Mediterranean diet on

mortality from or incidence of cardiovascular disease.
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CV: Cardiovascular. CHD: Coronary Heart Disease. CVD: Cardiovascular Disease. MI: myocardial infarction. MedDiet: Mediterranean Diet.

Cl: Confidence Interval. HR: Hazard Ratio. RR: Relative Risk.
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INTRODUCTION

Cardiovascular diseases, together diabetes, cancer and other chronic diseases, are among the leading causes of
morbidity and mortality in developed and non-developed countries. The traditional Mediterranean diet (MedDiet)
pattern has been widely recommended for the prevention of the chronic disease.

Several observational studies and a few clinical trials have examined the association between this food pattern and
different health outcomes. However, the evidence on the prevention of cardiovascular disease by MedDiet deserves to
be systematically reviewed.

The purpose of this cumulative meta-analysis is to quantify the association between the adherence to the MedDiet and
risk of mortality from or incidence of cardiovascular disease and to assess the consistency of previous observational

findings with those of randomised controlled trials (RCT).

SEARCH STRATEGY AND STUDY SELECTION

We will conduct electronic searches in PubMed, Embase, Google Scholar and Web of Science.

Search terms: “Mediterranean diet” in combination with keywords relating to cardiovascular events (“cardiovascular
disease”, or “cerebrovascular”, or “ischemic”, or “stroke”, or “coronary”). We also will review the bibliographies of the
extracted articles and reviews to locate additional publications.

The parameters of search strategy will include the following filters: language (English, Spanish, Italian, French), age (up
to 18 years old) and human studies. No time period limit will be established. Originals published up until May 2017 will

be included in this search.
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INCLUSION AND EXCLUSION CRITERIA

Inclusion criteria

e Clinical trials or prospective cohort studies with appropriate control of confounding, originals and primary
prevention of mortality or incidence of cardiovascular disease through MedDiet.

e The exposure of interest was the adherence to the MedDiet

e The outcome was mortality from cardiovascular disease or incidence of cardiovascular events (coronary heart
disease or stroke)

Exclusion criteria

e Presence of previous cardiovascular disease

e Reviews, editorials, comments, letters without sufficient data

e Abstracts of meeting presentations

¢ Non-human studies

e Cross-sectional or case-control studies

e Studies that did not specifically considered the adherence to the MedDiet on cardiovascular incidence or mortality
from cardiovascular disease, or for which estimates for MedDiet associations were not available

e Studies of other exposures or studies reporting outcomes of other diseases

e Studies that have studied the adherence to the MedDiet using factor analysis

DATA EXTRACTION

Two independent reviewers initially will conduct the search strategy on primary titles and abstracts to select potential

articles. Next, one of the reviewers will assess in detail the selected full-text article and will decide their eligibility

according to the inclusion/exclusion criteria and will extract the data of interest for the cumulative meta-analysis after

discussion and consensus.

Study details: authors, study design, sample size and sample characteristics, dietary assessment method, average

duration of follow-up, number of non-fatal and fatal events and results and covariates in fully adjusted model.

Analyses plan

e Relative risks and 95% confidence intervals will be considered as the magnitude of association for all studies, and the
odds ratios or hazard ratios will be considered equivalent to relative risks.

e Those articles reporting both risk of mortality from or incidence of cardiovascular disease will be treated as two
separate reports.

e Because it is possible that different cut-off points for adherence to the MedDiet categories will be present in
different articles, we will compute a relative risk with 95% confidence interval for an increase of two points in

adherence to the MedDiet score for each report.



e Papers published by the same research group and studying similar factors in the same cohort will be checked for
potential duplicate data. When it occurs, the most recent set will be used for meta-analysis, but excluding the

incident events or cases of mortality reported in previous research.

Management and Coordination

o MAM-G will develop the initial plan, study design, and will be responsible for data collection, data extraction, and
data initial interpretation.

e  MAM-G will be responsible for statistical analysis.

e MAM-G and IZ will be responsible for data interpretation, critical revision of intellectual content, and approval of the

version to be published.
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