SUPPLEMENTARY MATERIALS

SUPPLEMENTARY TABLES

Table S1. CONSORT checklist.

	[bookmark: _GoBack]Section/Topic
	Item No
	Checklist item
	Reported on page No

	Title and abstract

	
	1a
	Identification as a randomized trial in the title
	1	

	
	1b
	Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for abstracts)
	2

	Introduction

	Background and objectives
	2a
	Scientific background and explanation of rationale
	2

	
	2b
	Specific objectives or hypotheses
	2

	Methods

	Trial design
	3a
	Description of trial design (such as parallel, factorial) including allocation ratio
	2-3

	
	3b
	Important changes to methods after trial commencement (such as eligibility criteria), with reasons
	-

	Participants
	4a
	Eligibility criteria for participants
	2-3, Refs. #1 & #3

	
	4b
	Settings and locations where the data were collected
	Refs. #1 & #3

	Interventions
	5
	The interventions for each group with sufficient details to allow replication, including how and when they were actually administered
	4, Refs. #1 & #3

	Outcomes
	6a
	Completely defined pre-specified primary and secondary outcome measures, including how and when they were assessed
	4

	
	6b
	Any changes to trial outcomes after the trial commenced, with reasons
	-

	Sample size
	7a
	How sample size was determined
	4, Table S2

	
	7b
	When applicable, explanation of any interim analyses and stopping guidelines
	-

	Randomization:
	
	
	

	 Sequence generation
	8a
	Method used to generate the random allocation sequence
	Refs. #1 & #3

	
	8b
	Type of randomization; details of any restriction (such as blocking and block size)
	Refs. #1 & #3

	 Allocation concealment mechanism
	9
	Mechanism used to implement the random allocation sequence (such as sequentially numbered containers), describing any steps taken to conceal the sequence until interventions were assigned
	Refs. #1 & #3

	 Implementation
	10
	Who generated the random allocation sequence, who enrolled participants, and who assigned participants to interventions
	Refs. #1 & #3

	Blinding
	11a
	If done, who was blinded after assignment to interventions (for example, participants, care providers, those assessing outcomes) and how
	Refs. #1 & #3

	
	11b
	If relevant, description of the similarity of interventions
	4, Refs. #1 & #3

	Statistical methods
	12a
	Statistical methods used to compare groups for primary and secondary outcomes
	5

	
	12b
	Methods for additional analyses, such as subgroup analyses and adjusted analyses
	5

	Results

	Participant flow (a diagram is strongly recommended)
	13a
	For each group, the numbers of participants who were randomly assigned, received intended treatment, and were analyzed for the primary outcome
	Figure 1

	
	13b
	For each group, losses and exclusions after randomization, together with reasons
	Figure 1

	Recruitment
	14a
	Dates defining the periods of recruitment and follow-up
	Refs. #1 & #3

	
	14b
	Why the trial ended or was stopped
	-

	Baseline data
	15
	A table showing baseline demographic and clinical characteristics for each group
	Table 1

	Numbers analyzed
	16
	For each group, number of participants (denominator) included in each analysis and whether the analysis was by original assigned groups
	Table 2, Figure 2

	Outcomes and estimation
	17a
	For each primary and secondary outcome, results for each group, and the estimated effect size and its precision (such as 95% confidence interval)
	6-9, Tables 2-4, Figure 2

	
	17b
	For binary outcomes, presentation of both absolute and relative effect sizes is recommended
	Tables 2-4

	Ancillary analyses
	18
	Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing pre-specified from exploratory
	9, Figure 3, Table S3

	Harms
	19
	All important harm or unintended effects in each group (for specific guidance see CONSORT for harm)
	Refs. #1 & #3

	Discussion

	Limitations
	20
	Trial limitations, addressing sources of potential bias, imprecision, and, if relevant, multiplicity of analyses
	10-11

	Generalizability
	21
	Generalizability (external validity, applicability) of the trial findings
	10-11

	Interpretation
	22
	Interpretation consistent with results, balancing benefits and harms, and considering other relevant evidence
	10

	Other information
	

	Registration
	23
	Registration number and name of trial registry
	3

	Protocol
	24
	Where the full trial protocol can be accessed, if available
	3, Ref. #11

	Funding
	25
	Sources of funding and other support (such as supply of drugs), role of funders
	11




Table S2. Power analyses for all study determinations

	
	Participants
(control diet)
	MedDiet-EVOO vs. control diet
	MedDiet-Nuts vs. control diet

	
	
	Participants (MedDiet-EVOO)
	Cases
(control + 
MedDiet-EVOO)
	HR detectable 
with ≥80% 
power
	Participants (MedDiet-Nuts)
	Cases
(control + 
MedDiet-Nuts)
	HR detectable with ≥80%
power

	
	
	
	
	<1
	>1
	
	
	<1
	>1

	Acetylsalicylic acid use
	1,805
	1,994
	501
	≤0.77
	≥1.29
	1,863
	454
	≤0.76
	≥1.31

	Other antiplatelet drug use
	2,191
	2,361
	95
	≤0.55
	≥1.82
	2,215
	93
	≤0.55
	≥1.82

	Vitamin K antagonist use
	2,196
	2,371
	105
	≤0.57
	≥1.76
	2,208
	114
	≤0.58
	≥1.71


HR: hazard ratio; MedDiet-EVOO: Mediterranean diet enriched with extra-virgin olive oil; MedDiet-Nuts: Mediterranean diet enriched with mixed nuts.
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Supplemental Table 3. Associations of baseline use of antithrombotic therapies with the risk of suffering a major cardiovascular event stratified by intervention group.

	
	
	Vitamin K antagonist use
	Acetylsalicylic acid use
	Other antiplatelet drug use

	Association of the use of antithrombotic agents (at baseline) with the incidence of major cardiovascular events

	
	
	Cases/Total
	HR [95% CI]
	P value
	Cases/Total
	HR [95% CI]
	Interaction
(P value)
	Cases/Total
	HR [95% CI]
	Interaction
(P value)

	
	Non-users
	265/7,209
	1 (Ref.)
	-
	225/6,169
	1 (Ref.)
	-
	273/7,237
	1 (Ref.)
	-

	
	Users
	19/151
	2.53
[1.52; 4.19]
	<0.001
	59/1,191
	1.26
[0.94; 1.68]
	0.124
	11/123
	1.93
[1.02; 3.66]
	0.045

	Stratification in PREDIMED intervention groups

	
	
	Cases/Total
	HR [95% CI]
	Interaction
(P value)
	Cases/Total
	HR [95% CI]
	Interaction
(P value)
	Cases/Total
	HR [95% CI]
	Interaction
(P value)

	Control diet
	Non-users
	97/2,359
	1 (Ref.)
	-
	86/2,001
	1 (Ref.)
	-
	105/2,381
	1 (Ref.)
	-

	
	Users
	11/58
	4.22
[1.92; 9.30]
	
	22/416
	0.99
[0.60; 1.63]
	
	3/36
	1.53
[0.47; 4.96]
	

	MedDiet groups
	Non-users
	168/4,850
	1 (Ref.)
	-
	139/4,168
	1 (Ref.)
	-
	168/4,856
	1 (Ref.)
	-

	
	Users
	8/93
	1.71
[0.83; 3.52]
	0.052
	37/775
	1.34
[0.94; 1.92]
	0.501
	8/87
	2.30
[1.05; 5.02]
	0.789


Hazard ratios were estimated by multivariable Cox proportional hazards regression models adjusted for sex, recruitment site, and educational level as strata variables; and age, diabetes, hypercholesterolemia, hypertriglyceridemia, hypertension, smoking habit, leisure-time physical activity, body mass index, alcohol consumption (at baseline), two propensity scores that used 30 baseline variables to estimate the probability of assignment to each of the intervention groups, and another propensity score to minimize indication bias (which estimated the probability of being user of each drug at baseline). We used robust standard errors to account for intra-cluster correlations.
HR: hazard ratio; MedDiet: Mediterranean diet.
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APPENDIX II. Information and informed consent sheets


PATIENT INFORMATION SHEET

Project title: EFFECTS OF THE MEDITERRANEAN TYPE DIET ON THE PRIMARY PREVENTION OF CARDIOVASCULAR DISEASE

Participant(s) and Principal Investigator(s):
- (Write down name)

Objective
To investigate the effect of a Mediterranean-type diet supplemented with virgin olive oil or nuts and dried fruit on the prevention of cardiovascular disease in patients at high risk of suffering from it, comparing it with the usually recommended diet.

Methodology used. Development of the study
A total of 16 centers throughout Spain are participating in this study and the intention is to include a total of 12,000 patients who present various vascular risk factors. 
Once included in the study:
· A medical history will be taken and surveys will be conducted on your food consumption, physical activity and consumption of tobacco and alcohol.
· A physical examination will be performed with measurements of weight, height, and waist and hip diameter.
· Blood will be drawn (about 40 mL) and a urine sample and a small fragment of your toenails will be collected.
· An electrocardiogram will be performed.
· You will be advised about the diet you should follow and every 3 to 6 months, you will be insisted on that diet. In addition, some participants will receive some supplements of nuts or virgin olive oil.  
These tests will be repeated annually until the study is completed. 
The expected duration of the study is 3 years, although it is possible to extend it to 5 years. It is also possible that the Monitoring Committee will decide the early termination of the study based on provisional results.   

Intervention
This project aims to evaluate the effect of a Mediterranean type diet against the usually recommended diet. One third of the participants will receive the usual dietary advice and the remaining two thirds will be advised on a Mediterranean-type diet (rich in vegetables, fruits, vegetables, fish, poultry, legumes, etc.). In addition, some of the participants included in the Mediterranean-type diet group will receive supplementary amounts of nuts (walnuts, almonds, hazelnuts) and others will receive supplements of virgin olive oil. Entering into one or the other group will be by chance. You will not be given any specific medication, nor will your usual treatment be modified. If throughout the study modifications in your usual treatment were necessary, these will be carried out by the doctor/s who usually attend you.    

Benefits and risks 
Your participation in the study can help you to better understand your health status, cardiovascular risk factors and a healthy diet. It is also possible that you will not gain any direct benefit from participating in the study. However, it is likely that some of the information obtained may benefit other patients in the future and may contribute to a better understanding of the effect of diet on cardiovascular disease.
The study does not involve any risk to your health as the amount of blood drawn will be slightly higher than the amount drawn when performing a complete blood test. The extraction of the blood sample may cause a burning sensation at the point where the needle is inserted into the skin and may cause a small bruise that disappears in a few days. More rarely, it can cause temporary dizziness. 

Adverse events
As this is not a study with drugs, no adverse effects are expected, except for some hypersensitivity reaction to some of the components of the Mediterranean diet such as olive oil or nuts, which you have probably already tried.

Volunteers
Your participation in this study is completely voluntary so you can withdraw from it at any time, without having to give any explanation and without affecting your relationship with your usual medical team.  

Confidentiality
As provided in Regulation (EU) 2016/679 of the European Parliament and Council of April 27, 2016 on the protection of individuals with regard to the processing of personal data and on the free movement of such data and repealing Directive 95/46/EC (General Data Protection Regulation), all data collected about your participation in this study will be considered confidential. The data collected for the study will be identified by a code, so that no information is included that allows your identification, and only your study doctor/collaborators will be able to relate this data to you and your medical history. Therefore, your identity will not be disclosed to anyone except health authorities, when required, or in cases of medical emergency. Research Ethics Committees, health authority inspection representatives, and personnel authorized by the Sponsor may only have access to these data for the purpose of checking personal data, clinical trial procedures, and compliance with good clinical practice standards, while maintaining confidentiality of the information. The results will be analyzed by groups or subgroups of investigators. The absolute confidentiality of the data obtained in the study is guaranteed. The work lists will not include your name and will only include the number assigned to you in the study. In the final report of the study or in case of communicating these results to the scientific community, your personality will remain anonymous. The data will be kept for a period of 15 years after the publication of the results derived from the research, as specified in the applicable regulations (Law 14/2007 on Biomedical Research (LIB) in studies with biological samples).
These data may be subject to automated processing and the rights of study participants to consult, modify or delete their personal data from the file. The responsibility for the global file corresponds to the Hospital Clínic de Barcelona, but the different participating centers will also have a copy of the global data of the study.
In addition to the rights that you already know (access, modification, opposition and cancellation of data), you can now also limit the processing of data that is incorrect, the request for a copy or the transfer to third parties (portability) of those information that you have provided throughout the study. To exercise your rights, you should contact the principal investigator of the study or the Data Protection Delegate of the center (protecciodedades@imim.es). We remind you that the data cannot be deleted even when you leave the study in order to guarantee the validity of the research and to comply with legal responsibilities. You also have the right to file complaints with the relevant data authority in Spain, the Data Protection Agency, whose contact details can be found at www.agpd.es.  

Compensation 
No financial compensation is envisaged. Volunteers assigned to the intervention group with a Mediterranean diet enriched with virgin olive oil or nuts will receive these nutritional products to encourage compliance with the interventions, while those assigned to the control group will receive an equivalent non-pecuniary reward, so that all volunteers receive the same treatment throughout the study.

Study investigators
If you have any questions about any aspect of the study or would like to comment on any aspect of this information, please do not hesitate to let the members of the research team at your hospital (Drs .................................., ................................. or the Coordinating Center, Dr R. Estruch, Tel 93 2279365. In case that once you have read this information and clarified your doubts you decide to participate in the study, you must sign your informed consent. 
This study was approved by the Clinical Research Ethics Committee of Hospital del Mar de Barcelona.


INFORMED CONSENT FORM

Project title: EFFECTS OF THE MEDITERRANEAN TYPE DIET ON THE PRIMARY PREVENTION OF CARDIOVASCULAR DISEASE


Participant(s) and Principal Investigator(s):
- (Write down name)


I,.....................................................................................................
(name and surname)

· I have read the information sheet I was given.
· I have been able to ask questions about the study
· I have received enough information about the study


I have spoken to .....................................................................................
(name of researcher)

I understand that my participation is voluntary.
I understand that I may withdraw from the study:
· at any time.
· without having to give explanations
· without affecting my medical care

I agree to participate in the study



_____________________ 	____________________
Date 				Participant's signature

_____________________ 	____________________
Date 				Researcher's signature 


