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Abstract: Nuts are often considered beneficial for health, yet few studies have examined determinants
of their intake and the associations between nut consumption and various cardiovascular disease risk
factors. The aim of this study was to identify factors associated with nut intake in a Mediterranean
population, in Croatia, and to investigate the association of nut intake and various cardiovascular
risk factors. Methods: Subjects from the Island of Vis, Island of Korčula and the City of Split
were included in this cross-sectional study (n = 4416 in total; 4011 without known cardiovascular
disease). Survey responses, medical records and clinically relevant measurements were utilized.
Multivariate ordinal and logistic regression models were used in the analysis, adjusting for known
confounding factors. Results: As low as 5% of all subjects reported daily, and 11% reported
weekly, nut consumption. The characteristics associated with more frequent nut intake were
female gender (Odds ratio (OR) = 1.39; 95% confidence interval (CI) 1.19–1.62), highest level of
education (1.42; 1.15–1.76) and material status (1.58; 1.29–1.93), smoking abstinence (1.21; 1.04–1.42 in
never-smokers and 1.22; 1.02–1.46 in ex-smokers), Mediterranean diet adherence (1.87; 1.62–2.15),
and absence of central obesity (1.29; 1.09–1.53), absence of diabetes (1.30; 1.02–1.66) and metabolic
syndrome (1.17; 1.01–1.36). Subjects who consumed nuts had more favorable waist-to-height (overall
p = 0.036) and waist-to-hip ratios (0.033), lesser odds of elevated fibrinogen (p < 0.001 in both weekly
and monthly nut consumers) and reduced high-density lipoprotein (HDL) cholesterol (p = 0.026),
compared to non-consumers. Conclusions: It appears that frequent nut consumption is an integral
part of a healthy lifestyle and better socioeconomic status. A beneficial association of nut intake with
cardiovascular risk factors was confirmed in this study.
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1. Introduction

Nuts have been identified as one of the most nutrient dense foods, rich in monounsaturated
and polyunsaturated fatty acids, protein, fiber, vitamins and minerals [1]. They have also been
found to contain an abundance of many other important phytochemicals, including phenolic
acids, phytosterols and flavonoids, proanthocyanidins and stilbenes, phytates, sphingolipids,
alkylphenols and lignans, which have antioxidative, anti-inflammatory, anti-proliferative, antiviral,
chemopreventive and hypocholesterolaemic effects [2]. A small but growing body of evidence suggests
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that nuts are protective against cardiovascular diseases, cancer, diabetes, metabolic syndrome and
hypertension [3–6]. Daily nut consumption decreased the all-cause mortality risk by 20% in large
cohort studies from the United States of America (USA) [7], and a combined cohort study performed
both in the USA and China [8]. This finding was also confirmed in other recent meta-analyses [9,10].
Furthermore, specific mortalities due to diabetes, respiratory diseases and infectious diseases were
inversely associated with nut consumption in a meta-analysis, which included 20 cohort studies [3].
Cardiovascular risk factors, namely body weight [11], blood pressure [12,13], blood lipids [14], glucose
(in diabetics) [15] and uric acid [16] were also inversely associated with nut intake. Even though nuts
contain very high amounts of fat, their consumption has repeatedly been shown not to be associated
with weight gain [11,17–19], but instead with moderate weight loss or weight stability, as reported in a
large prospective study, involving 373,000 participants from 10 European countries [11]. Despite these
findings, there is still a common belief that nut intake is associated with weight gain risk, even among
health care professionals [20].

The definition of a Mediterranean diet places nuts up front and demands their intake on a
daily basis, together with vegetables, fruit, olive oil and cereals [21]. Unfortunately, such intense
consumption is not common, even among populations of the Mediterranean region [22–24]. A recent
study performed in the population of Dalmatia, in the coastal region of Croatia, revealed a
disappointingly low prevalence of daily nut consumption, ranging from 3% on the Island of Vis
to 11% in the City of Split [25].

Previously published experimental studies on nut effects were small in size and of very
short durations. Hence, limited input was available for a 2015 Cochrane review, with only
five randomized control trials [17]. New results from the PREDIMED interventional study from Spain
have recently become available [26,27]. This study yielded some promising and confirming results,
especially for the beneficial effect of the Mediterranean diet enriched with nuts for the prevention
of cardiovascular disease (CVD) events, such as myocardial infarction, stroke or CVD death [28].
However, the participants of this study allocated to the nut consuming group also received nutritional
education on Mediterranean diet adherence, making it hard to disassociate the positive effects of nuts
from the overall healthy eating pattern [18].

Despite potential health benefits, investigation into the determinants of nut consumption in the
general population is very scarce in the literature [10,29], leaving a substantial gap in knowledge.
Therefore, the aim of this study was to determine the factors associated with nut consumption, as well
as to investigate the association between nut consumption and various cardiovascular risk factors,
namely central obesity indices, dyslipidemia, elevated fibrinogen, hypertension, diabetes, elevated
glycated haemoglobin (HbA1c), metabolic syndrome and gout, in a population-based sample in
Dalmatia, Croatia.

2. Materials and Methods

2.1. Study Participants and Methods

This cross-sectional study initially included 4984 subjects from the “10,001 Dalmatians”
project [30]. Subjects from three Dalmatian settlements were included: the Island of Vis (n = 1027,
sampled during 2003–2004 period), Island of Korčula (n = 2581, sampled during 2007 and
2012–2015 period) and the City of Split, which is the second largest city in Croatia (n = 1012; sampled
in 2008–2009 period). A population-based sampling approach was based on generalized invitations to
all island inhabitants, targeting subjects who were of age (18 or more years). The sampling scheme
employed direct postal invitations, radio appearances and support from the local stakeholders (general
practitioners (GPs) and local governments), yielding almost systematic responses. All respondents
were informed on the study aims and goals, benefits and risks, and were asked to sign an informed
consent before entering the study. The study was approved by the Ethical Board of the University of
Split School of Medicine (approval number 2181-198-03-04/10-11-0008).
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2.2. Clinical Measurements

Each subject was offered an array of clinical measurements, which included blood and urine
testing, followed by blood pressure and anthropometric measurements, electrocardiography, arterial
stiffness, spirometry, heel bone density (dual-energy X-ray absorptiometry, DEXA), ophthalmological
examination and other clinically relevant examinations. Subjects were also asked to fill in an extensive
self-administered questionnaire, which included questions on important cardiovascular disease
risk factors: demographic characteristics, medical history, socioeconomic status, smoking, alcohol
consumption, physical activity, and dietary habits. Elderly people and those with disabilities were
offered assistance during surveying, by a team of nine trained surveyors.

Medical records or subjects’ responses were used to extract relevant medical history information,
including previous diagnoses and the use of medications. The list included hypertension, type 2
diabetes, coronary heart disease (CHD), cerebrovascular insult (CVI), cancer, bipolar disorder,
hyperlipidemia and gout.

2.2.1. Blood Pressure and Anthropometric Indices

Blood pressure was measured twice by manual mercury sphygmomanometer (calibrated weekly),
at least five minutes apart, in a sitting position, after at least 10 min of rest. An average value of
two measurements was taken for the analysis. Subjects were considered to have hypertension if
they (a) reported a previous diagnosis of hypertension or (b) reported the use of anti-hypertensive
medication or (c) had a mean systolic blood pressure ≥140 mmHg or mean diastolic pressure
≥90 mmHg [31]. Anthropometric measurements were performed using standard procedures [32],
including body height, body weight, waist circumference (WC) and hip circumference (HC). Besides
body mass index (BMI), we also calculated waist-to-hip ratio (WHR) and waist-to-height ratio (WHtR)
as relative measures of central obesity. The cut-off value for elevated WC was ≥94 cm for men and
≥80 cm for women [32]; for elevated WHR it was ≥0.85 for women and ≥0.90 for men [32], and for
WHtR it was ≥0.50 for both sexes [33].

2.2.2. Biochemistry

Biochemical parameters included total cholesterol, low-density lipoprotein cholesterol (LDL),
high-density lipoprotein cholesterol (HDL), triglycerides, glucose, HbA1c, uric acid and fibrinogen.
Fasting blood samples were collected from the antecubital vein into EDTA and serum tubes and
pre-processed immediately in remote study sites. They were shipped frozen (−80 ◦C) to 2 specialized
and accredited laboratories (HRN EN ISO 15189) in Zagreb (samples collected from Vis Island and
Split were analyzed in “Labor Centar” and samples from Korčula Island were analyzed in “Breyer
Laboratory”). Both laboratories used the same standard methods for determining concentrations of
glucose, HbA1c, uric acid, blood lipids and fibrinogen (measured using the Clauss method).

Subjects whose fasting glucose level exceeded 7.0 mmol/L or those who reported a previous
diagnosis of type 2 diabetes were considered to be diabetic [34]. Metabolic syndrome was defined using
the Joint Interim Statement (JIS) definition and the cut off values used for elevated waist circumference
were ≥80 cm for women and ≥94 cm for men [35]. Subjects who had elevated uric acid (≥404 µmol/L
for men and ≥338 µmol/L for women [36]) or had a record in medical history were considered positive
for gout. The cut-off level for elevated cholesterol was ≥5.0 mmol/L, for LDL cholesterol it was
≥3.0 mmol/L, and for triglycerides the cut-off was ≥1.7 mmol/L [35]. HDL values of ≤1.03 mmol/L
for men and ≤1.29 mmol/L for women were considered reduced HDL concentrations [35]. Information
on taking medications for dyslipidemia was also taken into account. The concentration of fibrinogen
was considered to be lowered if it was ≤1.5 g/L, normal if it was between 1.51–4.0 g/L or elevated if
the concentration was ≥4.0 g/L [37].
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2.3. Socioeconomic and Lifestyle Characteristics Associated with Cardiovascular Disease Risk

Socioeconomic status was assessed according to education level and material status. Education
level was measured as years of formal schooling, and later classified into three categories
(corresponding to the primary, secondary and higher education system in Croatia) as follows: lower
education level (with ≤8 years of finished school), intermediate (9–12 years), and higher education
(≥13 years of schooling). An assessment of material status was based on 16 validated questions
forming the composite index [38], consisting of a list of items in the subject’s possession (heating
system, wooden floors, video/DVD recorder, telephone, computer, two TVs, freezer, dishwasher,
water supply system, flushing toilet, bathroom, library with more than 100 books, paintings or other
art objects, a car, vacation house or second apartment, boat). The responses were summed and classified
into four quartile categories, according to the distribution in the study population (first quartile with
values ≤8, second 9–10, third 11–12, and fourth quartile with values 13–16).

Lifestyle characteristics, such as smoking, alcohol intake, and physical activity were also recorded.
Smoking status was assigned as current smoker, ex-smoker (stopped more than 1 year ago) and
never-smoker. Alcohol intake was measured in units per week, in order to combine all the types of
alcohol a subject could have consumed during the week (beer, wine and hard liquor). In cases of
consumption of ≥28 units/week for men and ≥21 units/week for women, a subject was classified
as an excessive drinker [39], or a moderate drinker in cases of consuming less (1–27 units/week for
men and 1–20 units/week for women), while those who did not consume any alcohol were considered
non-drinkers. The level of physical activity was assessed from the survey; light activity was assigned
when subject reported sitting or light physical activity during both work and leisure time. A moderate
level of physical activity was assigned if a subject declared a moderate level of physical exertion in at
least one part of the day, while intensive activity was assigned to all subjects who reported hard labor
or other intense types of physical activity during either part of the day.

2.4. Assessment of Dietary Pattern and Nut Intake

Assessment of the diet composition was based on a 55 question survey, specifically adjusted
for the population of Dalmatia [25]. Each question had six possible responses regarding the usual
frequency of consumption (every day, 2–3 times a week, once a week, once a month, rarely and never).
The questionnaire captured the information on olive oil and other fat intake, dairy, vegetables, fruit,
nuts, potatoes, cereals (rice, pasta, bread), legumes, eggs, white and red meats, fish and sea foods,
sweets, and wine (for details see [25]). Adherence to the Mediterranean diet was assessed according
to the recently proposed Mediterranean Diet Serving Score (MDSS), which demands daily intake of
vegetables, fruit, olive oil cereals, nuts, dairy products and wine, while other groups of food should
be consumed weekly [40]. The MDSS score has a maximum of 24 points, and those foods which are
considered beneficial for health and should be consumed daily contribute 3 points, while foods like
red meat and sweets contribute 1 point if consumed in ≤2 servings per week [25]. Finally, we also
classified all subjects on the basis of their Mediterranean diet compliance, by MDSS score—the upper
quartile limit was set at 14 points (out of maximum 24), indicating good adherence to Mediterranean
diet [40].

Nut consumption frequency was assessed using one question, and all types of nuts were included
(tree nuts and peanuts). Subjects were classified into four categories: daily nut consumers (reported nut
intake “every day”), weekly consumers (reported “2–3 times a week” nut intake), monthly (reported
“once a week” or “once a month”) and those who consume nuts infrequently or never (reported
“rarely” or “never”).

2.5. Statistical Analysis

Due to missing values for at least one of the important characteristics needed in the analysis
(anthropometric measurements, biochemistry, medical history or nut consumption), we excluded
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35 subjects from the Island of Vis, 146 subjects from the Island of Korčula, and 23 subjects from the City
of Split. Secondly, we removed 405 subjects, since they reported a previous diagnosis of either coronary
heart disease or cerebrovascular insult. These subjects were included only in the bivariate analyses,
and excluded from all the multivariate analyses of the association of nut consumption with different
cardiovascular risk factors, in order to test the hypothesis only in subjects at risk of cardiovascular
disease. Additionally, a sub-analysis was performed, including only elderly subjects (>65 years of age,
n = 897), who were at an increased risk for cardiovascular diseases.

All categorical variables were described using absolute numbers and percentages, and numerical
variables were described with medians and interquartile ranges (IQR), due to frequent non-normal
distribution. Differences between groups for categorical variables were examined with chi-squared
tests, and for numerical variables with Kruskal–Wallis tests. Post-hoc analyses were performed using
the Mann–Whitney U test for numerical variables and chi-squared tests for categorical variables.

The multivariate analysis included ordinal regression and logistic regression. Ordinal regression
analysis was used to identify the characteristics associated with the ordinal dependent variables:
nut consumption, BMI and fibrinogen (each variable was analysed in a separate model). Covariates
in these three models included sex, age (3 age group categories: 18–34.9 years, 35.0–64.9 years,
and ≥65.0 years, as in our previous study [25]), place of residence (Vis, Korčula, Split), education
attainment, quartiles of material status, smoking, alcohol intake, Mediterranean diet adherence
(MDSS ≥14 points), nut consumption (only in BMI and fibrinogen models), physical activity, WHtR,
and four chronic diseases (hypertension, diabetes, metabolic syndrome, and gout). In all 3 models the
highest value of the ordinal dependent variable was used as a referent point (daily nut consumption;
BMI ≥30 kg/m2; fibrinogen ≥4.0 g/L). Beta values were transformed into odds ratios using the
exponential value of beta, with 95% confidence interval (exponential values of beta’s lower and
upper bounds).

A logistic regression analysis was used to identify the characteristics associated with the
binary outcome variables: BMI, waist circumference, WHR, WHtR as binary outcomes (normal
or elevated), hypertension, diabetes, elevated HbA1c, metabolic syndrome, gout, elevated triglycerides,
elevated cholesterol, elevated LDL cholesterol, and decreased HDL cholesterol. All the logistic
regression models were controlled for known confounding factors: sex, age, cohort effect (place of
residence), years of schooling, quartiles of material status, smoking, alcohol intake, MDSS compliance,
nut consumption, physical activity, WHtR and four chronic diseases (hypertension, diabetes,
metabolic syndrome and gout), except in models where these were dependent variables. Metabolic
syndrome was omitted as a covariate in the regression models for elevated triglycerides, cholesterol,
LDL cholesterol, HDL cholesterol and fibrinogen, due to its failure to meet the model diagnostic criteria
(Hosmer–Lemeshow test). On the other hand, models with chronic diseases as outcome variables
did not include metabolic syndrome as a covariate. Using this approach, all the models built for the
analysis had a good fit (Hosmer and Lemeshow test p-values were > 0.05). Significance level was set
at p < 0.05 (two-sided). All statistical analyses were performed using IBM SPSS Statistics v19 (IBM,
Armonk, NY, USA).

3. Results

This cross-sectional study included 4416 subjects from three populations, two from eastern
Adriatic islands and one mainland population on the coastline. Almost all of the characteristics
differed between the sub-samples according to the place of residence, except the gender composition,
Mediterranean diet serving score (MDSS), and CVI in the medical history (Table 1). Overweight,
obesity and some of the chronic diseases were highly prevalent, with as many as 405 subjects (9.2%)
who reported having CVD in their medical history, and some of them reported having both CHD and
CVI (Table 1). Daily nut consumption was reported in 7.1% of subjects from Split, 4.7% in subjects
from Korčula, while only 2.7% of subjects from the Island of Vis consumed nuts daily (Table 1).
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A high prevalence of metabolic syndrome was observed (as high as 60.9% in Vis), followed by
hypertension (ranged from 23.9% in Split to 30.8% in Korčula), while obesity was also most common
in Vis (26.2%) (Table 1).

Table 1. Demographic characteristics, prevalence of chronic diseases, lifestyle characteristics,
Mediterranean diet compliance (MDSS ≥ 14) and nut consumption frequency according to the place
of residence.

Island of Vis
n = 992

Island of Korčula
n = 2435

City of Split
n = 989 Overall p (Post-Hoc Test p-Values)

Sex; n (%)
0.050 (0.014 VK, 0.158 VS, 0.451 KS)Men 414 (41.7) 907 (37.2) 382 (38.6)

Women 578 (58.3) 1528 (62.8) 607 (61.4)

Age (years);
median (interquartile range (IQR)) 56.00 (23.0) 55.0 (23.0) 52.0 (21.0) <0.001 (<0.001 VK, <0.001 VS, <0.001 KS)

Education (years of schooling);
median (IQR) 11.0 (4.0) 12.0 (3.0) 12.0 (4.0) <0.001 (<0.001 VK, <0.001 VS, <0.001 KS)

Material status;
median (IQR) 10.0 (5.0) 10.0 (3.0) 12.0 (3.0) <0.001 (<0.001 VK, <0.001 VS, <0.001 KS)

BMI (kg/m2); n (%)

<0.001 (<0.001 VK, 0.027 VS, <0.001 KS)
<25.0 (normal) 301 (30.3) 1287 (52.9) 345 (34.9)
25.0–29.9 (overweight) 431 (43.4) 830 (34.1) 429 (43.4)
≥30.0 (obese) 260 (26.2) 318 (13.1) 215 (21.7)

CVD; n (%) 139 (14.0) 214 (8.79) 52 (5.3) <0.001 (<0.001 VK, <0.001 VS, <0.001 KS)
CHD; n (%) 117 (11.8) 184 (7.6) 40 (4.0) <0.001 (<0.001 VK, <0.001 VS, <0.001 VS)
CVI; n (%) 30 (3.0) 50 (2.1) 15 (1.5) 0.061 (0.088 VK, 0.024 VS, 0.297 VS)

Diabetes (history); n (%) 65 (6.6) 174 (7.1) 42 (4.2) 0.007 (0.536 VK, 0.023 VS, 0.002 KS)

Hypertension (history); n (%) 294 (29.6) 750 (30.8) 236 (23.9) <0.001 (0.502 VK, 0.004 VS, <0.001 KS)

Metabolic syndrome; n (%) 604 (60.9) 1048 (45.3) 353 (35.7) <0.001 (<0.001 VK, <0.001 VS, <0.001 VS)

Gout (history); n (%) 63 (6.4) 157 (6.5) 28 (2.8) <0.001 (0.912 VK, <0.001 VS, <0.001 KS )

Smoking; n (%)

<0.001 (<0.001 VK, 0.072 VS, 0.015 KS)
current smoker 283 (28.5) 662 (27.2) 262 (26.5)
ex-smoker 300 (30.2) 551 (22.6) 269 (27.2)
never-smoker 409 (41.2) 1222 (50.2) 458 (46.3)

Alcohol intake; n (%)

<0.001 (<0.001 VK, 0.255 VS, <0.001 KS)
excessive 150 (15.1) 484 (19.9) 130 (13.1)
moderate 435 (43.9) 1137 (46.7) 466 (47.1)
none 407 (41.0) 814 (33.4) 393 (39.7)

Physical activity; n (%)

<0.001 (<0.001 VK, <0.001 VS, <0.001 KS)
light 257 (25.9) 481 (19.8) 351 (35.5)
moderate 574 (57.9) 1698 (69.7) 603 (61.0)
intensive 161 (16.2) 256 (10.5) 35 (3.5)

MDSS ≥ 14 points; n (%) 306 (30.8) 668 (27.4) 300 (30.3) 0.068 (0.045 VK, 0.804 VS, 0.088 KS)

Nut consumption; n (%)

<0.001 (<0.001 VK, <0.001 VS, <0.001 KS)
infrequently or never 785 (79.1) 1162 (47.7) 494 (49.9)
monthly 132 (13.3) 880 (36.1) 264 (26.7)
weekly 48 (4.8) 278 (11.4) 161 (16.3)
daily 27 (2.7) 115 (4.7) 70 (7.1)

BMI: body mass index. CVD: cardiovascular disease. CHD: coronary heart disease. CVI: cerebrovascular insult.
MDSS: Mediterranean Diet Serving Score. p-values for categorical variables were obtained with chi-squared tests,
and for numerical variables with the Kruskal–Wallis test. Post-hoc test p-values for categorical variables were
obtained with chi-squared tests, and for numerical variables with the Mann–Whitney U test. VK Post-hoc test
p-Value: Vis vs. Korčula. VS Post-hoc test p-Value: Vis vs. Split. KS Post-hoc test p-Value: Korčula vs. Split.

A bivariate analysis of the entire sample (n = 4416) revealed that nut consumption frequency was
associated with all of the investigated characteristics, except with HDL cholesterol (Table S1). Daily
consumption was more common in women (75.5% vs. 24.5% in men), subjects who never smoked
(54.7% vs. 19.3% in current smokers), and those compliant with the Mediterranean diet (69.3% vs.
30.7% in non-compliant), suggesting a pattern of a healthier lifestyle (Table S1). Subjects who never
consumed nuts had a higher prevalence of obesity (BMI ≥ 30 kg/m2 in 19.9% non-consumers vs.
12.7% in daily consumers) and a higher prevalence of central obesity (elevated WHR in 74.6% vs.
64.9% in daily consumers, p = 0.002; elevated WHtR in 81.7% non-consumers vs. 75.4% in daily
consumers, p = 0.024; Table S1). A similar pattern was also present in subjects who consumed nuts
weekly and monthly (Table S1). There was no difference in the bivariate analysis for the prevalence of
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elevated cholesterol levels or LDL and HDL cholesterol levels, between daily consumers of nuts and
non-consumers, while triglycerides were more frequently elevated in non-consumers (29.3% vs. 19.3%
in daily consumers, p = 0.002; Table S1). Daily consumers and non-consumers had a similar prevalence
of hypertension, diabetes, and gout, while metabolic syndrome was more frequent in non-consumers
(52.3% vs. 42.6%, p = 0.008, Table S1).

When the confounding variables were taken into account in the multivariate ordinal regression
model and only those subjects without a previous CVD diagnosis were included (N = 4011), several
characteristics remained independently associated with nut consumption (Table 2). Higher odds for
more frequent nut consumption were recorded in women (odds ratio (OR) = 1.39; 95% confidence
interval (CI) 1.19–1.62; p < 0.001), subjects with the highest educational attainment (OR = 1.42; 95% CI
1.15–1.76; p = 0.001, compared to lowest), highest quartile of material status (OR = 1.58; 95% CI
1.29–1.93; p < 0.001, compared to lowest), non-smoking status compared to current smokers (OR = 1.21,
95% CI 1.04–1.42; p = 0.015 in never-smokers and OR = 1.22, 95% CI 1.02–1.46; p = 0.034 in ex-smokers),
and compliance with the Mediterranean diet (OR = 1.87; 95% CI 1.62–2.15; p < 0.001) (Table 2). A similar
finding was also recorded in subjects who were exposed to less intensive physical activity (OR = 1.34;
95% CI 1.04–1.73; p = 0.023 for light and OR = 1.30; 95% CI 1.04–1.63; p = 0.022 for moderate physical
activity, compared to intensive), subjects who were not centrally obese (OR = 1.29; 95% CI 1.09–1.53;
p = 0.003) and those who did not have diabetes (OR = 1.30; 95% CI 1.02–1.66; p = 0.031), or metabolic
syndrome (OR = 1.17; 95% 1.01–1.36; p = 0.042) (Table 2).

Table 2. Characteristics associated with nut consumption, as determined by the ordinal regression
model (sample size is 4011 subjects without a previous diagnosis of cardiovascular diseases;
all independent variables included in the model are listed in the table).

Daily Nut Consumption
Adjusted Odds Ratio (95% Confidence Interval); p-Value

Sex (referent (ref): male)
Female 1.39 (1.19–1.62); <0.001

Age (years, ref: 18–34.9)
≥65.0 0.98 (0.76–1.23); 0.897
35–64.9 1.03 (0.85–1.25); 0.767

Place of residence (ref: Split)
Island of Vis 0.34 (0.28–0.42); <0.001
Island of Korčula 1.12 (0.96–1.31); 0.140

Education (years of schooling, ref: 0–8)
≥13 1.42 (1.15–1.76); 0.001
9–12 1.15 (0.95–1.39); 0.143

Material status (ref: 1st quartile)
4th quartile 1.58 (1.29–1.93); <0.001
3rd quartile 1.17 (0.97–1.42); 0.103
2nd quartile 1.17 (0.97–1.42); 0.096

Smoking (ref: current smoker)
never-smoker 1.21 (1.04–1.42); 0.015
ex-smoker 1.22 (1.02–1.46); 0.034

Alcohol intake (ref: none)
excessive 1.18 (0.96–1.45); 0.123
moderate 1.15 (0.99–1.33); 0.059

MDSS compliance (ref: no)
yes 1.87 (1.62–2.15); <0.001

Physical activity (ref: intensive)
light 1.34 (1.04–1.73); 0.023
moderate 1.30 (1.04–1.63); 0.022

WHtR (≥0.5, ref: yes)
no 1.29 (1.09–1.53); 0.003

Hypertension (systolic ≥140 mmHg or diastolic ≥90 mmHg or treated for hypertension, ref: yes)
no 0.96 (0.82–1.13); 0.633
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Table 2. Cont.

Daily Nut Consumption
Adjusted Odds Ratio (95% Confidence Interval); p-Value

Diabetes (≥7 mmol/L or treated for diabetes type 2, ref: yes)
no 1.30 (1.02–1.66); 0.031

Metabolic syndrome (ref: yes)
no 1.17 (1.01–1.36); 0.042

Gout (uric acid ≥404 µmol/L ♂, ≥338 µmol/L ♀ or
treated for gout, ref: yes)

no 1.04 (0.87–1.25); 0.647

MDSS: Mediterranean Diet Serving Score. WHtR: waist to height ratio. ♂: males. ♀: woman. The responses for
material status were summed and classified into four quartile categories, according to the distribution in the study
population (first quartile with values ≤8, second 9–10, third 11–12, and fourth quartile with values 13–16). Adjusted
odds ratios, 95% confidence intervals and p-Values were calculated using a multivariate ordinal regression model,
simultaneously adjusted for all the covariates listed in this table.

Nut consumption frequency was associated with an elevated waist-to-height ratio (WHtR, overall
p = 0.036) and waist-to-hip ratio (WHR, overall p = 0.033), while no association was recorded for waist
circumference or BMI in subjects without a previous CVD diagnosis (Table 3). Subjects who reported
weekly nut consumption had lower odds for elevated WHtR, compared to those who never consumed
nuts (OR = 0.72, 95% CI 0.54–0.96; p = 0.026), similarly for subjects who consumed nuts monthly
(OR = 0.78, 95% CI 0.63–0.97; p = 0.022). Daily nut consumers exhibited no difference compared to the
non-consumers (OR = 0.70; 95% CI 0.45–1.08; p = 0.104; Table 3). A similar finding was for elevated
WHR, where subjects who consumed nuts weekly and monthly had 23% lower odds for being centrally
obese (OR = 0.77, 95% CI 0.60–0.99; p = 0.045 and OR = 0.77, 95% CI 0.64–0.93; p = 0.007, respectively),
while daily consumers had a non-significant result (OR = 0.87; 95% CI 0.60–1.28; p = 0.485; Table 3).
Other characteristics associated with the presence of central obesity, in both WHtR and WHR models,
included male gender, older age, living in Korčula (compared to Split), lower educational attainment,
ex-smoker status compared to never-smoked (only for WHtR), excessive alcohol intake (only for WHR).
Higher material status (only for WHtR), current smoking, compared to never-smokers, and absence of
hypertension, diabetes (only for WHR), metabolic syndrome and gout were associated with decreased
odds of being centrally obese (Table 3).

Among investigated biochemical parameters, nut consumption was associated with HDL
cholesterol, fibrinogen, total cholesterol and LDL cholesterol, while triglycerides did not exhibit
such an association (Table 4). Subjects who consumed nuts monthly had lower odds for a decreased
level of HDL cholesterol compared to non-consumers (OR = 0.75, 95% CI 0.62–0.92; p = 0.005), while
subjects who consumed nuts weekly and daily also had the same result, but the difference did not
reach statistical significance in pair-wise comparisons, even though the overall p-Value indicated a
significant result (p = 0.026, Table 4). On the other hand, only subjects who consumed nuts weekly
had increased odds for the concomitant presence of increased total cholesterol and LDL cholesterol,
but without overall significance (OR = 1.35, 95% CI 1.02–1.79; p = 0.037 and OR = 1.46, 95% CI 1.11–1.94;
p = 0.008, respectively; Table 4). Subjects who consumed nuts had lower odds for having an elevated
fibrinogen level (OR = 0.66, 95% CI 0.56–0.79; p < 0.001 in monthly consumers, OR = 0.65, 95% CI
0.52–0.83; p < 0.001 in weekly consumers), while for daily consumers the result was just above the
significance threshold limit, Table 4). In a sub-analysis, including only elderly subjects (>65 years of
age) who are at increased risk for cardiovascular diseases, only one statistically significant association
was found: between nut intake and elevated fibrinogen level (OR = 0.58, 95% CI 0.39–0.84; p = 0.004 in
subjects consuming nuts monthly compared to non-consumers; Table S2).
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Table 3. Association of anthropometric indices with nut consumption frequency as determined by the regression models (sample size is 4011 subjects without previous
cardiovascular disease diagnosis; all independent variables included in the model are listed in the table).

Waist-to-Height Ratio (≥0.5)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Waist-to-Hip Ratio
(≥0.90 cm ♂, ≥0.85 cm ♀)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Waist Circumference
(≥94 cm ♂, ≥80 cm ♀)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Body Mass Index
(Referent ≥ 30)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Sex (referent (ref): female)
Male 1.97 (1.57–2.46); <0.001 2.55 (2.08–3.12); <0.001 0.35 (0.28–0.43); <0.001 2.34 (2.01–2.73); <0.001

Age (years, ref: 18–34.9) Overall p < 0.001 Overall p < 0.001 Overall p < 0.001 -
≥65 7.95 (5.34–11.85); <0.001 6.70 (4.84–9.29); <0.001 2.85 (2.03–4.01); <0.001 1.55 (1.20–2.00); 0.001
35–64.9 3.64 (2.91–4.55); <0.001 4.12 (3.28–5.17); <0.001 2.45 (1.97–3.05); <0.001 2.06 (1.68–2.54); <0.001

Place of residence (ref: Split)
Island of Vis 0.87 (0.65–1.15); 0.326 1.18 (0.92–1.53); 0.195 0.67 (0.51–0.89); 0.005 0.80 (0.66–0.98); 0.029
Island of Korčula 1.41 (1.14–1.76); 0.002 1.35 (1.11–1.64); 0.003 1.10 (0.88–1.36); 0.410 0.38 (0.32–0.45); <0.001

Education (years of schooling, ref: ≥13) Overall p < 0.001 Overall p < 0.001 Overall p < 0.001 -
0–8 2.36 (1.67–3.34); <0.001 2.42 (1.81–3.24); <0.001 2.06 (1.49–2.86); <0.001 1.23 (1.00–1.52); 0.055
9–12 1.30 (1.06–1.60); 0.013 1.21 (1.00–1.46); 0.054 1.24 (1.01–1.52); 0.041 1.16 (0.99–1.36); 0.068

Material status (ref: 4th quartile) Overall p = 0.017 Overall p = 0.462 Overall p = 0.381 -
1st quartile 0.65 (0.49–0.87); 0.003 0.99 (0.76–1.27); 0.908 0.78 (0.59–1.04); 0.089 0.86 (0.70–1.06); 0.154
2nd quartile 0.94 (0.72–1.22); 0.639 1.17 (0.92–1.47); 0.200 0.93 (0.73–1.20); 0.601 0.88 (0.73–1.07); 0.197
3rd quartile 0.84 (0.65–1.07); 0.157 1.09 (0.87–1.36); 0.444 0.93 (0.73–1.18); 0.560 0.94 (0.78–1.13); 0.498

Smoking (ref: never-smoker) Overall p < 0.001 Overall p = 0.173 Overall p = 0.039 -
current smoker 0.81 (0.66–1.00); 0.046 1.04 (0.86–1.26); 0.657 1.01 (0.82–1.24); 0.952 0.81 (0.69–0.95); 0.011
ex-smoker 1.36 (1.06–1.74); 0.015 1.22 (0.99–1.51); 0.064 1.33 (1.05–1.67); 0.017 1.13 (0.97–1.33); 0.127

Alcohol intake (ref: none) Overall p = 0.454 Overall p = 0.028 Overall p = 0.865 -
excessive 0.93 (0.68–1.27); 0.663 1.46 (1.10–1.93); 0.008 1.03 (0.77–1.37); 0.849 0.83 (0.68–1.02); 0.083
moderate 0.88 (0.72–1.08); 0.212 1.14 (0.95–1.37); 0.147 0.97 (0.79–1.19); 0.735 0.72 (0.62–0.84); <0.001

MDSS compliance (ref: yes)
no 0.94 (0.75–1.16); 0.547 1.18 (0.97–1.42); 0.090 0.87 (0.70–1.08); 0.201 1.23 (1.06–1.42); 0.007
yes 1.00 1.00 1.00 1.00

Nut consumption (ref: infrequently or never) Overall p = 0.036 Overall p = 0.033 Overall p = 0.413 -
daily 0.70 (0.45–1.08); 0.104 0.87 (0.60–1.28); 0.485 0.98 (0.63–1.53); 0.941 0.85 (0.62–1.16); 0.315
weekly 0.72 (0.54–0.96); 0.026 0.77 (0.60–0.99); 0.045 0.84 (0.63–1.11); 0.222 0.92 (0.75–1.14); 0.470
monthly 0.78 (0.63–0.97); 0.022 0.77 (0.64–0.93); 0.007 0.86 (0.70–1.05); 0.147 1.02 (0.88–1.19); 0.774

Physical activity (ref: intensive) Overall p = 0.776 Overall p = 0.986 Overall p = 0.306 -
light 1.07 (0.74–1.55); 0.702 1.03 (0.74–1.42); 0.875 1.25 (0.88–1.77); 0.205 1.17 (0.92–1.49); 0.197
moderate 1.12 (0.81–1.55); 0.505 1.02 (0.77–1.37); 0.872 1.07 (0.79–1.46); 0.645 1.01 (0.82–1.25); 0.891
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Table 3. Cont.

Waist-to-Height Ratio (≥0.5)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Waist-to-Hip Ratio
(≥0.90 cm ♂, ≥0.85 cm ♀)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Waist Circumference
(≥94 cm ♂, ≥80 cm ♀)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Body Mass Index
(Referent ≥ 30)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Hypertension (systolic ≥ 140 mmHg or diastolic ≥ 90 mmHg or
treated for hypertension, ref: yes)

No 0.56 (0.42–0.74); <0.001 0.68 (0.54–0.84); <0.001 0.70 (0.54–0.90); 0.006 0.66 (0.57–0.77); <0.001

Diabetes (≥7 mmol/L or treated for diabetes type 2, ref: yes)
No 0.94 (0.56–1.58); 0.815 0.52 (0.34–0.80); 0.003 0.96 (0.61–1.52); 0.862 0.76 (0.61–0.94); 0.013

Metabolic syndrome (ref: yes)
No 0.14 (0.11–0.18); <0.001 0.35 (0.29–0.42); <0.001 0.09 (0.06–0.11); <0.001 0.35 (0.30–0.40); <0.001

Gout (uric acid ≥ 404 µmol/L ♂, ≥338 µmol/L ♀ or gout, ref: yes)
No 0.38 (0.26–0.55); <0.001 0.45 (0.34–0.60); <0.001 0.42 (0.31–0.58); <0.001 0.59 (0.50–0.71); <0.001

MDSS: Mediterranean Diet Serving Score. ♂: males. ♀: woman. Multivariate logistic regression models were built separately for waist-to-height ratio, waist-to-hip ratio and waist
circumference. A multivariate ordinal regression model was used for the analysis of the characteristics associated with Body Mass Index (BMI). Adjusted odds ratios, 95% confidence
intervals and p-Values were calculated using multivariate regression models; each of the four models was simultaneously adjusted for all covariates listed in this table.

Table 4. Characteristics associated with unfavorable biochemical parameters; lipid levels as determined by the multivariate logistic regression models and elevated
fibrinogen as determined by ordinal regression model (sample size is 4011 subjects without previous cardiovascular disease diagnosis; all independent variables
included in the model are listed in the table).

Cholesterol (≥5 mmol/L)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

LDL (≥3 mmol/L)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

HDL (≤1.03 mmol/L ♂,
≤1.29 mmol/L ♀)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

Triglycerides (≥1.7 mmol/L)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Fibrinogen (ref: ≥4.0 g/L)
Adjusted Odds Ratio
(95% Confidence Interval);
p-Value

Sex (referent (ref): female)
Male 0.86 (0.71–1.04); 0.128 0.92 (0.76–1.11); 0.364 0.78 (0.63–0.96); 0.020 1.95 (1.62–2.34); <0.001 0.75 (0.63–0.89); 0.001

Age (years, ref: 18–34.9) Overall p < 0.001 Overall p <0.001 Overall p < 0.001 Overall p < 0.001 -
≥65 4.88 (3.59–6.64); <0.001 4.40 (3.26–5.94); <0.001 0.45 (0.32–0.63); <0.001 1.14 (0.81–1.61); 0.446 1.86 (1.39–2.48); <0.001
35–64.9 4.56 (3.67–5.66); <0.001 3.67 (2.96–4.55); <0.001 0.54 (0.42–0.70); <0.001 1.61 (1.20–2.15); 0.001 1.46 (1.16–1.84); 0.001

Place of residence (ref: Split)
Island of Vis 0.97 (0.75–1.26); 0.837 0.71 (0.55–0.91); 0.007 0.10 (0.07–0.14); <0.001 0.68 (0.54–0.87); 0.002 0.51 (0.41–0.63); <0.001
Island of Korčula 0.91 (0.74–1.12); 0.369 0.89 (0.72–1.09); 0.265 0.44 (0.36–0.54); <0.001 0.65 (0.53–0.8); <0.001 0.31 (0.26–0.37); <0.001

Education (years of schooling, ref: ≥13) Overall p = 0.595 Overall p = 0.117 Overall p = 0.703 Overall p = 0.392 -
0–8 1.00 (0.76–1.32); 0.995 0.89 (0.68–1.16); 0.395 1.00 (0.74–1.34); 0.989 1.19 (0.92–1.55); 0.177 1.25 (0.98–1.58); 0.069
9–12 1.09 (0.89–1.33); 0.388 1.12 (0.92–1.36); 0.259 1.08 (0.87–1.33); 0.482 1.06 (0.87–1.30); 0.539 1.25 (1.05–1.50); 0.014
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Table 4. Cont.

Cholesterol (≥5 mmol/L)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

LDL (≥3 mmol/L)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

HDL (≤1.03 mmol/L ♂,
≤1.29 mmol/L ♀)
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

Triglycerides (≥1.7 mmol/L)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Fibrinogen (ref: ≥4.0 g/L)
Adjusted Odds Ratio
(95% Confidence Interval);
p-Value

Material status (ref: 4th quartile) Overall p = 0.495 Overall p = 0.775 Overall p = 0.010 Overall p = 0.240 -
1st quartile 1.17 (0.90–1.52); 0.244 1.07 (0.83–1.37); 0.625 0.85 (0.64–1.12); 0.246 1.22 (0.94–1.57); 0.128 0.80 (0.64–1.00); 0.054
2nd quartile 0.98 (0.77–1.24); 0.842 0.98 (0.77–1.23); 0.843 1.02 (0.80–1.31); 0.873 1.23 (0.98–1.56); 0.078 0.73 (0.60–0.90); 0.003
3rd quartile 1.06 (0.84–1.33); 0.649 1.08 (0.86–1.36); 0.506 1.29 (1.02–1.63); 0.034 1.23 (0.98–1.54); 0.068 0.80 (0.65–0.97); 0.025

Smoking (ref: never-smoker) Overall p = 0.311 Overall p = 0.364 Overall p < 0.001 Overall p < 0.001 -
current smoker 1.13 (0.93–1.38); 0.215 1.15 (0.95–1.40); 0.158 1.63 (1.32–2.00); <0.001 1.69 (1.39–2.06); <0.001 1.11 (0.93–1.32); 0.244
ex-smoker 1.15 (0.93–1.43); 0.203 1.07 (0.87–1.32); 0.505 1.07 (0.85–1.34); 0.562 1.30 (1.07–1.58); 0.009 1.03 (0.86–1.23); 0.746

Alcohol intake (ref: none) Overall p = 0.071 Overall p = 0.838 Overall p < 0.001 Overall p = 0.250 -
excessive 1.38 (1.05–1.82); 0.022 1.05 (0.81–1.37); 0.703 0.49 (0.37–0.65); <0.001 1.04 (0.81–1.34); 0.744 0.58 (0.46–0.74); <0.001
moderate 1.10 (0.91–1.32); 0.344 0.98 (0.82–1.18); 0.832 0.63 (0.52–0.76); <0.001 0.89 (0.74–1.07); 0.227 0.82 (0.70–0.96); 0.015

MDSS compliance (ref: yes)
no 0.94 (0.77–1.15); 0.543 1.01 (0.84–1.23); 0.881 1.18 (0.96–1.45); 0.112 0.93 (0.78–1.12); 0.437 0.78 (0.66–0.91); 0.002

Nut consumption (ref: infrequently or never) Overall p = 0.169 Overall p = 0.063 Overall p = 0.026 Overall p = 0.494 -
daily 1.26 (0.83–1.92); 0.281 1.11 (0.75–1.65); 0.599 0.74 (0.48–1.13); 0.160 0.78 (0.52–1.16); 0.221 0.71 (0.51–1.01); 0.051
weekly 1.35 (1.02–1.79); 0.037 1.46 (1.11–1.94); 0.008 0.81 (0.62–1.07); 0.141 0.86 (0.65–1.13); 0.270 0.65 (0.52–0.83); <0.001
monthly 1.05 (0.86–1.27); 0.648 1.03 (0.85–1.24); 0.789 0.75 (0.62–0.92); 0.005 0.95 (0.79–1.15); 0.619 0.66 (0.56–0.79); <0.001

Physical activity (ref: intensive) Overall p = 0.766 Overall p = 0.632 Overall p = 0.053 Overall p = 0.182 -
light 0.89 (0.65–1.23); 0.487 1.01 (0.75–1.36); 0.954 1.02 (0.73–1.42); 0.914 1.13 (0.85–1.51); 0.395 1.05 (0.80–1.37); 0.713
moderate 0.94 (0.71–1.25); 0.678 1.09 (0.84–1.42); 0.514 0.81 (0.60–1.10); 0.178 0.95 (0.74–1.22); 0.685 0.91 (0.72–1.15); 0.437

WHtR (≥0.5, ref: yes)
no 0.53 (0.43–0.65); <0.001 0.47 (0.38–0.57); <0.001 0.41 (0.32–0.52); <0.001 0.29 (0.22–0.38); <0.001 0.74 (0.61–0.90); 0.002

Hypertension (systolic ≥ 140 mmHg or
diastolic ≥ 90 mmHg or treated for
hypertension, ref: yes)

no 0.90 (0.72–1.11); 0.304 0.91 (0.74–1.11); 0.357 0.80 (0.66–0.99); 0.036 0.68 (0.57–0.81); <0.001 0.89 (0.75–1.05); 0.161

Diabetes (≥7 mmol/L or treated for diabetes
type 2, ref: yes)

no 1.48 (1.11–1.98); 0.007 1.54 (1.17–2.03); 0.002 0.56 (0.42–0.74); <0.001 0.57 (0.45–0.73); <0.001 0.86 (0.67–1.10); 0.221

Gout (uric acid ≥404 µmol/L ♂, ≥338
µmol/L ♀ or gout, ref: yes)

no 0.80 (0.63–1.03); 0.083 1.04 (0.83–1.30); 0.740 0.63 (0.50–0.80); <0.001 0.41 (0.34–0.50); <0.001 1.01 (0.83–1.23); 0.895

MDSS—Mediterranean Diet Serving Score. WHtR—waist-to-height ratio. ♂: males. ♀: woman. Multivariate logistic regression models were built separately for cholesterol, LDL, HDL and
triglycerides. Multivariate ordinal regression model was used for the analysis of the characteristics associated with elevated fibrinogen. Adjusted odds ratios, 95% confidence intervals and
p-Values were calculated using multivariate regression models; each of the five models presented here was simultaneously adjusted for all covariates listed in this table.
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Table 5. Characteristics associated with hypertension, diabetes, metabolic syndrome and gout as determined by the multivariate logistic regression analyses (sample
size is 4011 subjects without previous cardiovascular disease diagnosis; all independent variables included in the model are listed in the table).

Hypertension (Systolic ≥140 mmHg
or Diastolic ≥90 mmHg or Treated
for Hypertension)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Diabetes (≥7 mmol/L or
Treated for Diabetes Type 2)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Elevated HbA1c (≥6.5 mmol/L
or Treated for Diabetes Type 2)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Metabolic Syndrome
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

Gout (Uric Acid ≥404 mmol/L
♂-≥338 mmol/L ♀ or Gout)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Sex (referent (ref): female)
male 1.29 (1.06–1.56); 0.011 2.32 (1.74–3.09); <0.001 1.77 (1.29–2.42); <0.001 0.71 (0.59–0.86); <0.001 1.91 (1.55–2.37); <0.001

Age (years, ref: 18–34.9) Overall p < 0.001 Overall p = 0.002 Overall p = 0.006 Overall p < 0.001 Overall p = 0.070
≥65 10.75 (6.66–17.36); <0.001 3.69 (1.69–8.03); 0.001 3.43 (1.42–8.31); 0.006 3.16 (2.24–4.47); <0.001 1.24 (0.83–1.86); 0.294
35–64.9 5.37 (3.41–8.46); <0.001 2.71 (1.28–5.73); 0.009 2.46 (1.04–5.79); 0.040 2.24 (1.66–3.02); <0.001 0.96 (0.67–1.38); 0.833

Place of residence (ref: Split)
Island of Vis 0.62 (0.48–0.80); <0.001 0.97 (0.65–1.44); 0.876 0.96 (0.61–1.50); 0.844 2.19 (1.71–2.80); <0.001 1.44 (1.07–1.93); 0.015
Island of Korčula 0.98 (0.80–1.22); 0.888 1.25 (0.88–1.77); 0.206 1.64 (1.11–2.43); 0.013 1.09 (0.89–1.34); 0.392 1.19 (0.92–1.53); 0.186

Education (years of schooling, ref: ≥13) Overall p = 0.001 Overall p = 0.087 Overall p = 0.089 Overall p = 0.002 Overall p = 0.006
0–8 1.44 (1.11–1.86); 0.006 1.52 (1.03–2.24); 0.035 1.51 (0.99–2.3); 0.056 1.44 (1.11–1.86); 0.006 1.62 (1.21–2.18); 0.001
9–12 0.93 (0.75–1.15); 0.494 1.17 (0.84–1.65); 0.352 1.11 (0.76–1.61); 0.599 0.98 (0.81–1.20); 0.866 1.24 (0.97–1.58); 0.086

Material status (ref: 4th quartile) Overall p = 0.062 Overall p = 0.381 Overall p = 0.062 Overall p = 0.957 Overall p = 0.372
1st quartile 1.33 (1.03–1.71); 0.029 1.31 (0.88–1.94); 0.178 1.67 (1.07–2.60); 0.025 0.96 (0.75–1.24); 0.770 0.81 (0.61–1.08); 0.154
2nd quartile 1.25 (0.98–1.58); 0.070 1.37 (0.94–2.00); 0.100 1.63 (1.06–2.52); 0.027 0.94 (0.74–1.18); 0.573 0.79 (0.61–1.04); 0.094
3rd quartile 1.03 (0.82–1.30); 0.802 1.33 (0.91–1.92); 0.137 1.75 (1.15–2.68); 0.010 0.97 (0.78–1.21); 0.780 0.87 (0.67–1.13); 0.306

Smoking (ref: never-smoker) Overall p = 0.001 Overall p = 0.706 Overall p = 0.698 Overall p = 0.897 Overall p < 0.001
current smoker 0.65 (0.53–0.80); <0.001 0.88 (0.63–1.21); 0.418 0.86 (0.60–1.22); 0.398 1.04 (0.86–1.27); 0.664 0.67 (0.52–0.86); 0.002
ex-smoker 0.78 (0.64–0.95); 0.014 0.93 (0.70–1.25); 0.647 0.97 (0.70–1.33); 0.832 1.03 (0.85–1.26); 0.747 1.27 (1.02–1.57); 0.031

Alcohol intake (ref: none) Overall p = 0.969 Overall p = 0.062 Overall p = 0.005 Overall p = 0.057 Overall p = 0.005
excessive 0.99 (0.76–1.28); 0.921 0.81 (0.56–1.18); 0.274 0.69 (0.46–1.04); 0.076 1.14 (0.88–1.47); 0.312 1.60 (1.21–2.13); 0.001
moderate 1.01 (0.84–1.23); 0.882 0.71 (0.54–0.94); 0.019 0.60 (0.44–0.82); 0.001 0.88 (0.73–1.06); 0.170 1.27 (1.01–1.58); 0.038

MDSS compliance (ref: yes)
no 1.14 (0.95–1.37); 0.152 0.66 (0.51–0.86); 0.002 0.57 (0.43–0.75); <0.001 0.99 (0.83–1.19); 0.932 1.15 (0.93–1.42); 0.194

Nut consumption (ref: infrequently or never) Overall p = 0.248 Overall p = 0.212 Overall p = 0.355 Overall p = 0.103 Overall p = 0.435
daily 1.15 (0.79–1.68); 0.470 0.58 (0.31–1.08); 0.088 0.67 (0.35–1.26); 0.210 0.83 (0.57–1.21); 0.338 1.13 (0.73–1.76); 0.577
weekly 0.91 (0.69–1.20); 0.516 0.77 (0.50–1.18); 0.233 0.85 (0.54–1.34); 0.475 0.88 (0.68–1.14); 0.339 0.97 (0.71–1.33); 0.868
monthly 1.17 (0.97–1.41); 0.109 0.84 (0.63–1.12); 0.247 0.80 (0.58–1.09); 0.155 0.80 (0.66–0.96); 0.016 0.85 (0.68–1.06); 0.150
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Table 5. Cont.

Hypertension (Systolic ≥140 mmHg
or Diastolic ≥90 mmHg or Treated
for Hypertension)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Diabetes (≥7 mmol/L or
Treated for Diabetes Type 2)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Elevated HbA1c (≥6.5 mmol/L
or Treated for Diabetes Type 2)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Metabolic Syndrome
Adjusted Odds Ratio
(95% Confidence
Interval); p-Value

Gout (Uric Acid ≥404 mmol/L
♂-≥338 mmol/L ♀ or Gout)
Adjusted Odds Ratio (95%
Confidence Interval); p-Value

Physical activity (ref: intensive) Overall p = 0.518 Overall p = 0.063 Overall p = 0.009 Overall p = 0.046 Overall p = 0.275
light 0.87 (0.65–1.17); 0.355 1.66 (1.08–2.55); 0.021 2.15 (1.31–3.52); 0.002 0.98 (0.73–1.32); 0.909 1.31 (0.94–1.82); 0.114
moderate 0.86 (0.66–1.11); 0.253 1.34 (0.91–1.97); 0.135 1.64 (1.04–2.57); 0.032 0.80 (0.62–1.04); 0.093 1.23 (0.92–1.64); 0.165

WHtR (≥0.5, ref: yes)
no 0.52 (0.39–0.68); <0.001 1.00 (0.6–1.66); 0.986 0.57 (0.30–1.08); 0.083 0.14 (0.10–0.18); <0.001 0.39 (0.27–0.57); <0.001

Hypertension (systolic ≥140 mmHg or
diastolic ≥90 mmHg or treated for
hypertension, ref: yes)

no na 0.56 (0.43–0.72); <0.001 0.58 (0.44–0.77); <0.001 0.33 (0.28–0.40); <0.001 0.50 (0.41–0.61); <0.001

Diabetes (≥7 mmol/L or treated for diabetes
type 2, ref: yes)

no 0.57 (0.44–0.74); <0.001 na na 0.19 (0.14–0.27); <0.001 0.91 (0.69–1.19); 0.488

Metabolic syndrome (ref: yes)
no 0.33 (0.28–0.40); <0.001 0.18 (0.13–0.26); <0.001 0.25 (0.18–0.36); <0.001 na 0.61 (0.49–0.75); <0.001

Gout (Uric acid ≥404 µmol/L ♂,
≥338 µmol/L ♀ or gout, ref: yes)

no 0.50 (0.41–0.61); <0.001 0.90 (0.69–1.18); 0.453 0.86 (0.64–1.15); 0.306 0.61 (0.49–0.75); <0.001 na

MDSS: Mediterranean Diet Serving Score. WHtR: waist-to-height ratio. Na: not applicable. ♂: males. ♀: woman. Multivariate logistic regression models were built separately for
hypertension, diabetes, metabolic syndrome and gout. Adjusted odds ratios, 95% confidence intervals and p-Values were calculated using multivariate logistic regression; each of the four
models was simultaneously adjusted for all covariates listed in this table, with an exception of excluding predictor variables in models where those variables were the outcome variables
(marked with “na”).
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When clinical outcomes were investigated for the association between nut intake and presence
of chronic diseases, only one result was significant: monthly consumers had 20% lower odds for
having metabolic syndrome compared to the never-consumers (OR = 0.80, 95% CI 0.66–0.96; p = 0.016;
Table 5). Interestingly, participants who did not adhere to the Mediterranean diet had lower odds for
the concomitant presence of both diabetes and elevated HbA1c (OR = 0.66, 95% CI 0.51–0.86; p = 0.002;
OR = 0.57, 95% CI 0.43–0.75; p < 0.001, respectively; Table 5), which indicates that subjects with diabetes
had better adherence to this preventative nutritional pattern. There was no association between nut
intake and hypertension or gout presence (Table 5). In a sub-analysis, including only participants older
than >65 years of age, there was only one significant association with nut intake: elevated HbA1c
(OR = 0.29, 95% CI 0.10–0.87; p = 0.028 in daily nut consumers compared to non-consumers; Table S3).

4. Discussion

The results of this study indicate that as low as 5% of all subjects reported daily, and 11% reported
weekly, nut consumption. More frequent nut consumption was reported by women, people with
the highest level of education and material status and those with healthier lifestyles—non-smokers,
more adherent to the Mediterranean diet and in subjects who were free from central obesity, diabetes
and metabolic syndrome. Subjects who reported weekly and monthly nut intake were less likely to
suffer from elevated waist-to-height and waist-to-hip ratios, elevated fibrinogen and reduced HDL
cholesterol, compared to non-consumers.

A low prevalence of nut consumption was previously reported in Croatia—as low as 5.5% of island
inhabitants reported daily nut consumption [25]. This percent varies even across the Mediterranean
region, ranging from 55% of women in Southern Spain [40], to as low as 8% in the Molise region of
Italy [41]. However, these figures also seem to show a positive pattern of change across time, as seen
in the case of Northern Italy, where an increase in nut consumption was recorded between 2010 and
2016 [22]. A similar increase in nut consumption in the population of Southern Croatia can be seen
only within the population of the City of Split, where 7% of participants consumed nuts daily in
2008–2009 period, while in 2012–2013 period, there 11% were daily consumers [25]. The same pattern
was not present in the remote island populations of Vis, possibly due to less favorable socioeconomic
environment and remoteness.

A recent study in New Zealand investigated predictors of nut consumption, where the daily whole
nut consumption frequency of 6.9% was similar to our findings [29]. That study identified several
factors associated with daily nut consumption: older age (51–70 years OR = 5.99, 95% CI 2.84–12.66),
while overweight and obese subjects had reduced odds for daily whole nut intake (0.62, 0.39–0.97 in
overweight, and 0.54, 0.33–0.89 in obese subjects) [29]. Additionally, the mean amount of whole nuts
eaten in grams per day was associated with sex, age, ethnicity and deprivation, an area-based measure
which reflected both material and social deprivation [29]. Similar results were obtained in our study,
except that we did not detect the age effect on nut consumption.

Nut consumption, in this study, was associated with reduced odds for decreased HDL cholesterol
and reduced odds for increased fibrinogen, while total cholesterol and LDL cholesterol did not reach
the significance level (when the overall p-Value was observed) and triglycerides did not exhibit any
association with nut intake within this study. Previous studies have also shown various results in regard
to the impact of nut consumption on blood lipid levels. Some have found beneficial effects, while others
did not record any difference in blood lipids between nut consumers and non-consumers [14,17,42–44].
A possible explanation for these findings is in the different definitions used for nut consumption (type,
frequency and amount of nuts consumed), different time frames of follow-up and different confounding
factors taken into account. For instance, in a Cochrane review and meta-analysis with three trials
included, substantial heterogeneity was found between the trials for the effect of nut consumption on
total cholesterol and triglyceride levels, while for HDL cholesterol and LDL cholesterol, no effect of
nut consumption has been identified [17].
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Subjects in this study who consumed nuts weekly and monthly had lower odds for having an
elevated fibrinogen level, which is considered an inflammatory marker. This is a confirmation of
a previous finding of lower levels of fibrinogen (and other inflammatory markers) in people who
consumed nuts and seeds more frequently [45]. In regard to this, the finding of a recent study in the
urban population of Catania, Italy, was particularly interesting because it demonstrated that the main
dietary sources of total polyphenols were nuts [46]. It is therefore plausible that the cardiovascular
diseases risk reduction effect of nut intake is, at least in part, due to these compounds, which are well
known to counteract the burden of oxidative stress and thus limit the effects of cellular aging [47].

The nut intake effect on glucose and insulin levels and diabetes risk has also been previously
investigated. The majority of studies have shown a beneficial impact of nut consumption. For example,
a meta-analysis of 12 randomized controlled dietary trials, including individuals with diabetes showed
that daily nut consumption (a median dose of 56 g/day over ≥3 weeks) lowered HbA1c by 0.07%
(95% CI: −0.10, −0.03%; p = 0.0003) and fasting glucose by 0.15 mmol/L (95% CI: −0.27, −0.02 mmol/L;
p = 0.03), compared to control diets [15]. Another meta-analysis, including 25 observational studies
and two clinical trials, found that nut consumption was associated with a reduction in diabetes
risk by 13% (based on six studies and 13,308 events; RR: 0.87, 95% CI 0.81–0.94) [48]. Furthermore,
the PREDIMED study showed that people who consumed a Mediterranean diet enriched with daily
nut intake (30 g/day; 15 g of walnuts, 7.5 g of hazelnuts, and 7.5 g of almonds) had an 18% reduction
in risk for the incidence of diabetes (hazard ratio of 0.82, 95% CI 0.61–1.10) compared to the control
group, who received advice on a low-fat diet [28]. Our cross-sectional study failed to confirm these
results. On the contrary, subjects who did not comply with a Mediterranean diet had lower odds for the
presence of diabetes and elevated HbA1c (OR = 0.66, 95% CI 0.51–0.86 and OR = 0.57, 95% CI 0.43–0.75,
respectively). Since this is a cross-sectional study, this result is easily explained by the adoption of a
healthy dietary pattern in those who were diagnosed with type 2 diabetes, as a tertiary prevention
measure. A similar result was recorded for total and LDL cholesterol, since subjects who consumed
nuts weekly presented increased odds for concomitant presence of increased levels of these blood
lipids. This finding could also be a consequence of a high-fat diet content, which has been shown to
raise plasma cholesterol, LDL cholesterol, and HDL cholesterol [49].

More frequent nut consumption in this study was also seen in subjects who were free from diabetes,
metabolic syndrome and central obesity (defined by the waist-to-height and waist-to-hip ratios). At the
same time, there was no association with direct measures, namely waist circumference and BMI.
Interestingly, relative measures have been shown to be better for detecting cardiometabolic risk factors
and adverse health outcomes [33], indirectly suggesting that nuts could be contributing to the favorable
cardiovascular profile. A large population-based cohort study, with over 370,000 people, reported
that those who consumed nuts >1 time/week exhibited a slightly reduced weight gain (−0.10 kg;
95% CI −0.15, −0.04) over a 5 year of follow-up period (compared to non-consumers), and had
a 5% lower risk of becoming overweight or obese, compared to non-consumers [11]. A potential
explanation for these findings could be found in the high satiety effect of nuts, such as almonds, whose
consumption has been shown to have the same satiety impact as baked foods with the equivalent
energy and macronutrient content [50]. A similar result was obtained in another experimental study in
subjects at increased risk of type 2 diabetes, where almond consumption, especially eaten as a snack,
lowered serum glucose responses post-prandially and managed to reduce hunger and desire to eat [51].
Another study confirmed that the metabolizable energy value of walnuts was as much as 21% smaller
than predicted, possibly explaining why nut intake should not be considered a risk factor for excessive
weight gain [52], especially if consumed moderately (about 30 g per day). These findings are especially
important, given the trends of obesity worldwide, since nut consumption could be used in metabolism
and appetite control. Systematic education about the potential health benefits of nut intake, with a
special emphasis on the absence of obesity risk, for both health professionals and lay population is
needed. Good quality studies and evidence based dietary guidelines should be put forward in health
education and promotion, in order to clarify doubts and correct erroneous assumptions about nut
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intake. Indeed, an international group of authors recently published lifestyle recommendations for
the prevention and management of metabolic syndrome and these included the consumption of nuts,
alongside legumes, cereals (whole grains), fruits, vegetables, fish, and low-fat dairy products [53].

Habitual nut intake, as a preventive measure, could offer protection against cardiovascular disease
complications and death, especially in people with lower adherence to the Mediterranean diet [14,41]
and diabetes [43]. We found no such association between nut intake and the presence of the diagnosis
of hypertension, diabetes or gout, but we did find some indication of the association between monthly
nut intake and lower odds for metabolic syndrome presence (OR = 0.80, 95% CI 0.66–0.96). A recent
meta-analysis of randomized controlled trials also identified a beneficial effect of tree nuts on metabolic
syndrome criteria, through modest decreases in triglycerides and fasting blood glucose [54].

Study Limitations and Advantages

Study limitations include cross-sectional study design, which cannot establish a causal relationship
between the cause and the effect. Namely, participants who experienced a decline in their health could
have started consuming nuts as a preventive measure, which could be seen in observed association
between weekly nut consumption and elevated cholesterol and LDL cholesterol. Recall bias and
other types of bias, like volunteer bias, due to the convenience sampling approach, and confounding
by indication, could have affected the results and conclusions. The question on nut consumption
included all nuts, not distinguishing between different types of nuts or the amount of consumed nuts,
which disabled us from further detailed characterization of specific nut consumption. A low frequency
of 5% of daily nut consumers could have affected the statistical power for detecting the association
between daily nut intake and investigated risk factors. This could explain the results obtained in the
regression models, without any statistically significant result for the association between daily nut
intake and the outcomes compared to non-consumers, unlike for weekly and monthly nut intake
groups. Additionally, this study was stretched over a 2003–2015 period, and performed as a series of
cross-sectional studies, introducing the possibility for time trends in nut consumption of unknown
direction to influence the results differently in the three observed populations, according to the place
of residence. Each study site was sampled in different time periods, which were never over-lapping.
This issue was mitigated by using the multivariate approach in the analysis, and the place of residence
was one of the predictors included in the models. The future research direction that could corroborate
current findings is a follow-up analysis of the nut intake frequency and the association of nut intake
and health outcomes in this population. Further study should also take into account the effect of aging
and the trend of nut consumption.

Interestingly, we found that a less intense physical activity level was also associated with more
frequent nut consumption. This particular finding could be explained by the fact that self-reported
physical activity level did not describe only leisure physical activities promoting health, like sports
or gym, but an overall daily living activity, including work. The minority of subjects who reported
intensive physical activity (10%) most commonly were manual workers, who usually have a lesser
educational level, which in turn could be associated with decreased health awareness and reduced
odds of nut consumption.

The advantage of the study is its relatively large sample size, gathered from a general population
in the Mediterranean region of Croatia. Another good aspect of this study is the analysis of the
association of nut intake with many health outcomes, which is seldom seen in the literature. To the
best of our knowledge, this is the first study that has examined both the characteristics associated with
habitual nut consumption frequency and the association between nut intake and cardiovascular health
related risks in Croatia and beyond.

This study adds new insights into the existing knowledge of factors associated with nut intake
and the impact of nut consumption on human health. Still, there is much to be investigated, since there
are many discrepancies in results from different studies, especially con the effect of nut intake on
intermediate risk factors, like blood lipid levels, and also on clinical endpoints (cardiovascular diseases,
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diabetes, cancer, etc.). In order to elucidate the actual mechanisms and unbiased effects of nut intake on
various health outcomes, a larger size and well controlled experimental study (for many confounding
factors) and of longer duration is needed. A good model could be found in the PREDIMED study,
but within that study, nuts were used on top of the Mediterranean diet intervention, so it was not
easy to estimate the effects of nuts themselves [28]. Nevertheless, there is a sufficient amount of
evidence pointing to various health benefits of habitual nut intake, which should be included in the
recommendations for prevention and management of overweight and obesity, as well as common
cardiovascular risk factors.

5. Conclusions

The results of this study bring forward important findings, identifying several factors associated
with more frequent habitual nut intake and beneficial associations between nut intake and several
cardiovascular risk factors. Given the potential health benefits of nut consumption, these insights
should be taken into account when planning for cardiovascular health interventions and their
implementations, on both an individual and population level.

Supplementary Materials: The following are available online at www.mdpi.com/2072-6643/9/12/1296/s1.

Acknowledgments: This study was funded by grants from the Medical Research Council (UK), European
Commission Framework 6 project EUROSPAN (Contract No. LSHG-CT-2006-018947), European Commission
Framework 7 project BBMRI-LPC (FP7 313010), the Republic of Croatia Ministry of Science, Education and Sports
research grant (216-1080315-0302), the Croatian Science Foundation (grant 8875), Research Centre of Excellence
for Personalized Health Care, and Centre for Competencies in Molecular Medicine and Personalized Medicine.
We would like to acknowledge the staff of several institutions in Croatia that supported the field work, especially
Institute for Anthropological Research from Zagreb, Croatia. Funds for covering the costs to publish in open
access come from scientists’ personal grant awarded to IK from the Republic of Croatia Ministry of Science
and Education.

Author Contributions: A.R., C.H., O.P. and I.K. conceived and designed this study; C.H. and O.P. secured the
funding of the study (from the sources acknowledged above); all the authors performed the data acquisition;
A.R. and I.K. analyzed the data; A.R. and I.K. wrote the draft of the paper, all authors participated in discussions
leading to intellectual content and approved the final version for publication. All authors are held accountable for
all aspects of the work in ensuring that questions related to the accuracy or integrity of any part of the work are
appropriately investigated and resolved.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Ros, E. Health benefits of nut consumption. Nutrients 2010, 2, 652–682. [PubMed]
2. Bolling, B.W.; Chen, C.Y.; McKay, D.L.; Blumberg, J.B. Tree nut phytochemicals: Composition, antioxidant

capacity, bioactivity, impact factors. A systematic review of almonds, brazils, cashews, hazelnuts,
macadamias, pecans, pine nuts, pistachios and walnuts. Nutr. Res. Rev. 2011, 24, 244–275. [CrossRef]
[PubMed]

3. Aune, D.; Keum, N.; Giovannucci, E.; Fadnes, L.T.; Boffetta, P.; Greenwood, D.C.; Tonstad, S.; Vatten, L.J.;
Riboli, E.; Norat, T. Nut consumption and risk of cardiovascular disease, total cancer, all-cause and
cause-specific mortality: A systematic review and dose-response meta-analysis of prospective studies.
BMC Med. 2016, 14, 207. [CrossRef] [PubMed]

4. Mayhew, A.J.; de Souza, R.J.; Meyre, D.; Anand, S.S.; Mente, A. A systematic review and meta-analysis of
nut consumption and incident risk of cvd and all-cause mortality. Br. J. Nutr. 2016, 115, 212–225. [PubMed]

5. Hosseinpour-Niazi, S.; Hosseini, S.; Mirmiran, P.; Azizi, F. Prospective study of nut consumption and
incidence of metabolic syndrome: Tehran lipid and glucose study. Nutrients 2017, 9, 1056. [CrossRef]
[PubMed]

6. Schwingshackl, L.; Hoffmann, G.; Missbach, B.; Stelmach-Mardas, M.; Boeing, H. An umbrella review of
nuts intake and risk of cardiovascular disease. Curr. Pharm. Des. 2017, 23, 1016–1027. [CrossRef] [PubMed]

7. Bao, Y.; Han, J.; Hu, F.B.; Giovannucci, E.L.; Stampfer, M.J.; Willett, W.C.; Fuchs, C.S. Association of nut
consumption with total and cause-specific mortality. N. Engl. J. Med. 2013, 369, 2001–2011. [CrossRef]
[PubMed]

www.mdpi.com/2072-6643/9/12/1296/s1
http://www.ncbi.nlm.nih.gov/pubmed/22254047
http://dx.doi.org/10.1017/S095442241100014X
http://www.ncbi.nlm.nih.gov/pubmed/22153059
http://dx.doi.org/10.1186/s12916-016-0730-3
http://www.ncbi.nlm.nih.gov/pubmed/27916000
http://www.ncbi.nlm.nih.gov/pubmed/26548503
http://dx.doi.org/10.3390/nu9101056
http://www.ncbi.nlm.nih.gov/pubmed/28946607
http://dx.doi.org/10.2174/1381612822666161010121356
http://www.ncbi.nlm.nih.gov/pubmed/27748190
http://dx.doi.org/10.1056/NEJMoa1307352
http://www.ncbi.nlm.nih.gov/pubmed/24256379


Nutrients 2017, 9, 1296 18 of 20

8. Luu, H.N.; Blot, W.J.; Xiang, Y.B.; Cai, H.; Hargreaves, M.K.; Li, H.; Yang, G.; Signorello, L.; Gao, Y.T.;
Zheng, W.; et al. Prospective evaluation of the association of nut/peanut consumption with total and
cause-specific mortality. JAMA Intern. Med. 2015, 175, 755–766. [CrossRef] [PubMed]

9. Schwingshackl, L.; Schwedhelm, C.; Hoffmann, G.; Lampousi, A.M.; Knuppel, S.; Iqbal, K.; Bechthold, A.;
Schlesinger, S.; Boeing, H. Food groups and risk of all-cause mortality: A systematic review and meta-analysis
of prospective studies. Am. J. Clin. Nutr. 2017, 105, 1462–1473. [CrossRef] [PubMed]

10. Grosso, G.; Yang, J.; Marventano, S.; Micek, A.; Galvano, F.; Kales, S.N. Nut consumption on all-cause,
cardiovascular, and cancer mortality risk: A systematic review and meta-analysis of epidemiologic studies.
Am. J. Clin. Nutr. 2015, 101, 783–793. [CrossRef] [PubMed]

11. Freisling, H.; Noh, H.; Slimani, N.; Chajes, V.; May, A.M.; Peeters, P.H.; Weiderpass, E.; Cross, A.J.; Skeie, G.;
Jenab, M.; et al. Nut intake and 5-year changes in body weight and obesity risk in adults: Results from the
epic-panacea study. Eur. J. Nutr. 2017, 21, 017–1513. [CrossRef] [PubMed]

12. Storniolo, C.E.; Casillas, R.; Bullo, M.; Castaner, O.; Ros, E.; Saez, G.T.; Toledo, E.; Estruch, R.;
Ruiz-Gutierrez, V.; Fito, M.; et al. A mediterranean diet supplemented with extra virgin olive oil or nuts
improves endothelial markers involved in blood pressure control in hypertensive women. Eur. J. Nutr. 2017,
56, 89–97. [CrossRef] [PubMed]

13. Lelong, H.; Blacher, J.; Baudry, J.; Adriouch, S.; Galan, P.; Fezeu, L.; Hercberg, S.; Kesse-Guyot, E. Individual
and combined effects of dietary factors on risk of incident hypertension: Prospective analysis from the
nutrinet-sante cohort. Hypertension 2017, 70, 712–720. [CrossRef] [PubMed]

14. Sabate, J.; Oda, K.; Ros, E. Nut consumption and blood lipid levels: A pooled analysis of 25 intervention
trials. Arch. Intern. Med. 2010, 170, 821–827. [CrossRef] [PubMed]

15. Viguiliouk, E.; Kendall, C.W.; Blanco Mejia, S.; Cozma, A.I.; Ha, V.; Mirrahimi, A.; Jayalath, V.H.;
Augustin, L.S.; Chiavaroli, L.; Leiter, L.A.; et al. Effect of tree nuts on glycemic control in diabetes:
A systematic review and meta-analysis of randomized controlled dietary trials. PLoS ONE 2014, 9, e103376.
[CrossRef] [PubMed]

16. Jamshed, H.; Gilani, A.U.; Sultan, F.A.; Amin, F.; Arslan, J.; Ghani, S.; Masroor, M. Almond supplementation
reduces serum uric acid in coronary artery disease patients: A randomized controlled trial. Nutr. J. 2016,
15, 77. [CrossRef] [PubMed]

17. Martin, N.; Germanò, R.; Hartley, L.; Adler, A.J.; Rees, K. Nut consumption for the primary prevention of
cardiovascular disease. Cochrane Database Syst. Rev. 2015. [CrossRef]

18. Casas-Agustench, P.; Bullo, M.; Ros, E.; Basora, J.; Salas-Salvado, J. Cross-sectional association of nut intake
with adiposity in a mediterranean population. Nutr. Metab. Cardiovasc. Dis. NMCD 2011, 21, 518–525.
[CrossRef] [PubMed]

19. Flores-Mateo, G.; Rojas-Rueda, D.; Basora, J.; Ros, E.; Salas-Salvado, J. Nut intake and adiposity:
Meta-analysis of clinical trials. Am. J. Clin. Nutr. 2013, 97, 1346–1355. [CrossRef] [PubMed]

20. Brown, R.C.; Yong, L.C.; Gray, A.R.; Tey, S.L.; Chisholm, A.; Leong, S.L. Perceptions and knowledge of nuts
amongst health professionals in New Zealand. Nutrients 2017, 9, 220. [CrossRef] [PubMed]

21. Bach-Faig, A.; Berry, E.M.; Lairon, D.; Reguant, J.; Trichopoulou, A.; Dernini, S.; Medina, F.X.; Battino, M.;
Belahsen, R.; Miranda, G.; et al. Mediterranean diet pyramid today. Science and cultural updates.
Public Health Nutr. 2011, 14, 2274–2284. [CrossRef] [PubMed]

22. Leone, A.; Battezzati, A.; De Amicis, R.; De Carlo, G.; Bertoli, S. Trends of adherence to the mediterranean
dietary pattern in northern italy from 2010 to 2016. Nutrients 2017, 9, 734. [CrossRef] [PubMed]

23. Romaguera, D.; Bamia, C.; Pons, A.; Tur, J.A.; Trichopoulou, A. Food patterns and mediterranean diet in
western and eastern mediterranean islands. Public Health Nutr. 2009, 12, 1174–1181. [CrossRef] [PubMed]

24. De la Fuente-Arrillaga, C.; Zazpe, I.; Santiago, S.; Bes-Rastrollo, M.; Ruiz-Canela, M.; Gea, A.;
Martinez-Gonzalez, M.A. Beneficial changes in food consumption and nutrient intake after 10 years of
follow-up in a mediterranean cohort: The sun project. BMC Public Health 2016, 16, 16–2739. [CrossRef]
[PubMed]

25. Kolcic, I.; Relja, A.; Gelemanovic, A.; Miljkovic, A.; Boban, K.; Hayward, C.; Rudan, I.; Polasek, O.
Mediterranean diet in the southern croatia—Does it still exist? Croat. Med. J. 2016, 57, 415–424. [CrossRef]
[PubMed]

http://dx.doi.org/10.1001/jamainternmed.2014.8347
http://www.ncbi.nlm.nih.gov/pubmed/25730101
http://dx.doi.org/10.3945/ajcn.117.153148
http://www.ncbi.nlm.nih.gov/pubmed/28446499
http://dx.doi.org/10.3945/ajcn.114.099515
http://www.ncbi.nlm.nih.gov/pubmed/25833976
http://dx.doi.org/10.1007/s00394-017-1513-0
http://www.ncbi.nlm.nih.gov/pubmed/28733927
http://dx.doi.org/10.1007/s00394-015-1060-5
http://www.ncbi.nlm.nih.gov/pubmed/26450601
http://dx.doi.org/10.1161/HYPERTENSIONAHA.117.09622
http://www.ncbi.nlm.nih.gov/pubmed/28760943
http://dx.doi.org/10.1001/archinternmed.2010.79
http://www.ncbi.nlm.nih.gov/pubmed/20458092
http://dx.doi.org/10.1371/journal.pone.0103376
http://www.ncbi.nlm.nih.gov/pubmed/25076495
http://dx.doi.org/10.1186/s12937-016-0195-4
http://www.ncbi.nlm.nih.gov/pubmed/27543277
http://dx.doi.org/10.1002/14651858.CD011583.pub2
http://dx.doi.org/10.1016/j.numecd.2009.11.010
http://www.ncbi.nlm.nih.gov/pubmed/20219336
http://dx.doi.org/10.3945/ajcn.111.031484
http://www.ncbi.nlm.nih.gov/pubmed/23595878
http://dx.doi.org/10.3390/nu9030220
http://www.ncbi.nlm.nih.gov/pubmed/28257045
http://dx.doi.org/10.1017/S1368980011002515
http://www.ncbi.nlm.nih.gov/pubmed/22166184
http://dx.doi.org/10.3390/nu9070734
http://www.ncbi.nlm.nih.gov/pubmed/28696362
http://dx.doi.org/10.1017/S1368980008003674
http://www.ncbi.nlm.nih.gov/pubmed/18838026
http://dx.doi.org/10.1186/s12889-016-2739-0
http://www.ncbi.nlm.nih.gov/pubmed/26932495
http://dx.doi.org/10.3325/cmj.2016.57.415
http://www.ncbi.nlm.nih.gov/pubmed/27815932


Nutrients 2017, 9, 1296 19 of 20

26. Estruch, R.; Martinez-Gonzalez, M.A.; Corella, D.; Salas-Salvado, J.; Ruiz-Gutierrez, V.; Covas, M.I.; Fiol, M.;
Gomez-Gracia, E.; Lopez-Sabater, M.C.; Vinyoles, E.; et al. Effects of a mediterranean-style diet on
cardiovascular risk factors: A randomized trial. Ann. Intern. Med. 2006, 145, 1–11. [CrossRef] [PubMed]

27. Guasch-Ferre, M.; Salas-Salvado, J.; Ros, E.; Estruch, R.; Corella, D.; Fito, M.; Martinez-Gonzalez, M.A.
The predimed trial, mediterranean diet and health outcomes: How strong is the evidence? Nutr. Metab.
Cardiovasc. Dis. NMCD 2017, 27, 624–632. [CrossRef] [PubMed]

28. Martinez-Gonzalez, M.A.; Salas-Salvado, J.; Estruch, R.; Corella, D.; Fito, M.; Ros, E. Benefits of the
mediterranean diet: Insights from the predimed study. Prog. Cardiovasc. Dis. 2015, 58, 50–60. [CrossRef]
[PubMed]

29. Brown, R.C.; Tey, S.L.; Gray, A.R.; Chisholm, A.; Smith, C.; Fleming, E.; Blakey, C.; Parnell, W. Patterns and
predictors of nut consumption: Results from the 2008/09 new zealand adult nutrition survey. Br. J. Nutr.
2014, 112, 2028–2040. [CrossRef] [PubMed]

30. Rudan, I.; Marusic, A.; Jankovic, S.; Rotim, K.; Boban, M.; Lauc, G.; Grkovic, I.; Dogas, Z.; Zemunik, T.;
Vatavuk, Z.; et al. “10001 dalmatians”: Croatia launches its national biobank. Croat. Med. J. 2009, 50, 4–6.
[CrossRef] [PubMed]

31. James, P.A.; Oparil, S.; Carter, B.L.; Cushman, W.C.; Dennison-Himmelfarb, C.; Handler, J.; Lackland, D.T.;
LeFevre, M.L.; MacKenzie, T.D.; Ogedegbe, O.; et al. 2014 evidence-based guideline for the management
of high blood pressure in adults: Report from the panel members appointed to the eighth joint national
committee (jnc 8). JAMA 2014, 311, 507–520. [CrossRef] [PubMed]

32. World Health Organization. Waist Circumference and Waist–Hip Ratio: Report of a Who Expert Consultation;
World Health Organization: Geneva, Switzerland, 2011.

33. Ashwell, M.; Gunn, P.; Gibson, S. Waist-to-height ratio is a better screening tool than waist circumference
and bmi for adult cardiometabolic risk factors: Systematic review and meta-analysis. Obes. Rev. 2012, 13,
275–286. [CrossRef] [PubMed]

34. American Diabetes Association. Diagnosis and classification of diabetes mellitus. Diabetes Care 2014,
37 (Suppl. 1), S81–S90.

35. Alberti, K.G.; Eckel, R.H.; Grundy, S.M.; Zimmet, P.Z.; Cleeman, J.I.; Donato, K.A.; Fruchart, J.C.;
James, W.P.; Loria, C.M.; Smith, S.C., Jr. Harmonizing the metabolic syndrome: A joint interim statement
of the international diabetes federation task force on epidemiology and prevention; national heart, lung,
and blood institute; american heart association; world heart federation; international atherosclerosis society;
and international association for the study of obesity. Circulation 2009, 120, 1640–1645. [PubMed]

36. Miljkovic, A.; Pehlic, M.; Budimir, D.; Gunjaca, G.; Mudnic, I.; Pavic, A.; Jeroncic, I.; Kolcic, I.; Boban, M.;
Hayward, C.; et al. Can genetics aggravate the health of isolated and remote populations? The case of gout,
hyperuricaemia and osteoarthritis in Dalmatia. Rural Remote Health 2013, 13, 26.

37. Mackie, I.J.; Kitchen, S.; Machin, S.J.; Lowe, G.D. Guidelines on fibrinogen assays. Br. J. Haematol. 2003, 121,
396–404. [CrossRef] [PubMed]

38. Miljkovic, A.; Stipcic, A.; Bras, M.; Dordevic, V.; Brajkovic, L.; Hayward, C.; Pavic, A.; Kolcic, I.; Polasek, O.
Is experimentally induced pain associated with socioeconomic status? Do poor people hurt more?
Med. Sci. Monit. 2014, 20, 1232–1238. [PubMed]

39. NICE Guidance. Alcohol. Available online: https://www.nice.org.uk/advice/lgb6/chapter/Changes-after-
publication (accessed on 14 August 2017).

40. Monteagudo, C.; Mariscal-Arcas, M.; Rivas, A.; Lorenzo-Tovar, M.L.; Tur, J.A.; Olea-Serrano, F. Proposal of
a mediterranean diet serving score. PLoS ONE 2015, 10, e0128594. [CrossRef] [PubMed]

41. Bonaccio, M.; Di Castelnuovo, A.; De Curtis, A.; Costanzo, S.; Bracone, F.; Persichillo, M.; Donati, M.B.; de
Gaetano, G.; Iacoviello, L. Nut consumption is inversely associated with both cancer and total mortality in
a mediterranean population: Prospective results from the moli-sani study. Br. J. Nutr. 2015, 114, 804–811.
[CrossRef] [PubMed]

42. Brown, R.C.; Tey, S.L.; Gray, A.R.; Chisholm, A.; Smith, C.; Fleming, E.; Parnell, W. Association of nut
consumption with cardiometabolic risk factors in the 2008/2009 new zealand adult nutrition survey. Nutrients
2015, 7, 7523–7542. [CrossRef] [PubMed]

43. Del Gobbo, L.C.; Falk, M.C.; Feldman, R.; Lewis, K.; Mozaffarian, D. Effects of tree nuts on blood lipids,
apolipoproteins, and blood pressure: Systematic review, meta-analysis, and dose-response of 61 controlled
intervention trials. Am. J. Clin. Nutr. 2015, 102, 1347–1356. [CrossRef] [PubMed]

http://dx.doi.org/10.7326/0003-4819-145-1-200607040-00004
http://www.ncbi.nlm.nih.gov/pubmed/16818923
http://dx.doi.org/10.1016/j.numecd.2017.05.004
http://www.ncbi.nlm.nih.gov/pubmed/28684083
http://dx.doi.org/10.1016/j.pcad.2015.04.003
http://www.ncbi.nlm.nih.gov/pubmed/25940230
http://dx.doi.org/10.1017/S0007114514003158
http://www.ncbi.nlm.nih.gov/pubmed/25354462
http://dx.doi.org/10.3325/cmj.2009.50.4
http://www.ncbi.nlm.nih.gov/pubmed/19260138
http://dx.doi.org/10.1001/jama.2013.284427
http://www.ncbi.nlm.nih.gov/pubmed/24352797
http://dx.doi.org/10.1111/j.1467-789X.2011.00952.x
http://www.ncbi.nlm.nih.gov/pubmed/22106927
http://www.ncbi.nlm.nih.gov/pubmed/19805654
http://dx.doi.org/10.1046/j.1365-2141.2003.04256.x
http://www.ncbi.nlm.nih.gov/pubmed/12716361
http://www.ncbi.nlm.nih.gov/pubmed/25029965
https://www.nice.org.uk/advice/lgb6/chapter/Changes-after-publication
https://www.nice.org.uk/advice/lgb6/chapter/Changes-after-publication
http://dx.doi.org/10.1371/journal.pone.0128594
http://www.ncbi.nlm.nih.gov/pubmed/26035442
http://dx.doi.org/10.1017/S0007114515002378
http://www.ncbi.nlm.nih.gov/pubmed/26313936
http://dx.doi.org/10.3390/nu7095351
http://www.ncbi.nlm.nih.gov/pubmed/26371037
http://dx.doi.org/10.3945/ajcn.115.110965
http://www.ncbi.nlm.nih.gov/pubmed/26561616


Nutrients 2017, 9, 1296 20 of 20

44. Li, S.C.; Liu, Y.H.; Liu, J.F.; Chang, W.H.; Chen, C.M.; Chen, C.Y. Almond consumption improved glycemic
control and lipid profiles in patients with type 2 diabetes mellitus. Metab. Clin. Exp. 2011, 60, 474–479.
[CrossRef] [PubMed]

45. Jiang, R.; Jacobs, D.R., Jr.; Mayer-Davis, E.; Szklo, M.; Herrington, D.; Jenny, N.S.; Kronmal, R.; Barr, R.G.
Nut and seed consumption and inflammatory markers in the multi-ethnic study of atherosclerosis.
Am. J. Epidemiol. 2006, 163, 222–231. [CrossRef] [PubMed]

46. Godos, J.; Marventano, S.; Mistretta, A.; Galvano, F.; Grosso, G. Dietary sources of polyphenols in the
mediterranean healthy eating, aging and lifestyle (meal) study cohort. Int. J. Food Sci. Nutr. 2017, 68, 750–756.
[CrossRef] [PubMed]

47. Khurana, S.; Venkataraman, K.; Hollingsworth, A.; Piche, M.; Tai, T.C. Polyphenols: Benefits to the
cardiovascular system in health and in aging. Nutrients 2013, 5, 3779–3827. [CrossRef] [PubMed]

48. Afshin, A.; Micha, R.; Khatibzadeh, S.; Mozaffarian, D. Consumption of nuts and legumes and risk of incident
ischemic heart disease, stroke, and diabetes: A systematic review and meta-analysis. Am. J. Clin. Nutr. 2014,
100, 278–288. [CrossRef] [PubMed]

49. Schwingshackl, L.; Hoffmann, G. Comparison of effects of long-term low-fat vs high-fat diets on blood lipid
levels in overweight or obese patients: A systematic review and meta-analysis. J. Acad. Nutr. Diet. 2013, 113,
1640–1661. [CrossRef] [PubMed]

50. Sayer, R.D.; Dhillon, J.; Tamer, G.G.; Cornier, M.A.; Chen, N.; Wright, A.J.; Campbell, W.W.; Mattes, R.D.
Consuming almonds vs. Isoenergetic baked food does not differentially influence postprandial appetite or
neural reward responses to visual food stimuli. Nutrients 2017, 9, 807. [CrossRef] [PubMed]

51. Tan, S.Y.; Mattes, R.D. Appetitive, dietary and health effects of almonds consumed with meals or as snacks:
A randomized, controlled trial. Eur. J. Clin. Nutr. 2013, 67, 1205–1214. [CrossRef] [PubMed]

52. Baer, D.J.; Gebauer, S.K.; Novotny, J.A. Walnuts consumed by healthy adults provide less available energy
than predicted by the atwater factors. J. Nutr. 2016, 146, 9–13. [CrossRef] [PubMed]

53. Perez-Martinez, P.; Mikhailidis, D.P.; Athyros, V.G.; Bullo, M.; Couture, P.; Covas, M.I.; de Koning, L.;
Delgado-Lista, J.; Diaz-Lopez, A.; Drevon, C.A.; et al. Lifestyle recommendations for the prevention and
management of metabolic syndrome: An international panel recommendation. Nutr. Rev. 2017, 75, 307–326.
[CrossRef] [PubMed]

54. Blanco Mejia, S.; Kendall, C.W.; Viguiliouk, E.; Augustin, L.S.; Ha, V.; Cozma, A.I.; Mirrahimi, A.;
Maroleanu, A.; Chiavaroli, L.; Leiter, L.A.; et al. Effect of tree nuts on metabolic syndrome criteria:
A systematic review and meta-analysis of randomised controlled trials. BMJ Open 2014, 4, e004660. [CrossRef]
[PubMed]

© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.metabol.2010.04.009
http://www.ncbi.nlm.nih.gov/pubmed/20580779
http://dx.doi.org/10.1093/aje/kwj033
http://www.ncbi.nlm.nih.gov/pubmed/16357111
http://dx.doi.org/10.1080/09637486.2017.1285870
http://www.ncbi.nlm.nih.gov/pubmed/28276907
http://dx.doi.org/10.3390/nu5103779
http://www.ncbi.nlm.nih.gov/pubmed/24077237
http://dx.doi.org/10.3945/ajcn.113.076901
http://www.ncbi.nlm.nih.gov/pubmed/24898241
http://dx.doi.org/10.1016/j.jand.2013.07.010
http://www.ncbi.nlm.nih.gov/pubmed/24139973
http://dx.doi.org/10.3390/nu9080807
http://www.ncbi.nlm.nih.gov/pubmed/28749419
http://dx.doi.org/10.1038/ejcn.2013.184
http://www.ncbi.nlm.nih.gov/pubmed/24084509
http://dx.doi.org/10.3945/jn.115.217372
http://www.ncbi.nlm.nih.gov/pubmed/26581681
http://dx.doi.org/10.1093/nutrit/nux014
http://www.ncbi.nlm.nih.gov/pubmed/28521334
http://dx.doi.org/10.1136/bmjopen-2013-004660
http://www.ncbi.nlm.nih.gov/pubmed/25074070
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Study Participants and Methods 
	Clinical Measurements 
	Blood Pressure and Anthropometric Indices 
	Biochemistry 

	Socioeconomic and Lifestyle Characteristics Associated with Cardiovascular Disease Risk 
	Assessment of Dietary Pattern and Nut Intake 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 

