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Abstract: Background: The Mediterranean Diet has been proposed as an effective strategy to
reduce inflammaging, a chronic low grade inflammatory status, and thus, to slow down the aging
process. We evaluated whether a Mediterranean-like dietary pattern specifically targeting dietary
recommendations of people aged over 65 years (NU-AGE diet) could be effective to shift dietary
intake of older adults towards a healthful diet. Methods: Adults aged 65-80 years across five
EU-centers were randomly assigned to a NU-AGE diet group or control group. The diet group
followed one year of NU-AGE dietary intervention specifying consumption of 15 food groups
plus the use of a vitamin D supplement. Participants in the diet group received counselling
and individually tailored dietary advice, food products and a vitamin D supplement. Dietary
intake was assessed by means of seven-day food records at baseline and one-year follow-up.
A continuous NU-AGE index (0-160 points) was developed to assess NU-AGE diet adherence.
Results: In total 1296 participants were randomized and 1141 participants completed the intervention
(571 intervention, 570 control). After one year, the diet group improved mean intake of 13 out
of 16 NU-AGE dietary components (p < 0.05), with a significant increase in total NU-AGE index
(difference in mean change = 21.3 &+ 15.9 points, p < 0.01). Conclusions: The NU-AGE dietary
intervention, based on dietary recommendations for older adults, consisting of individual dietary
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counselling, free healthy foods and a vitamin D supplement, may be a feasible strategy to improve
dietary intake in an aging European population.

Keywords: dietary intervention; Mediterranean-like diet; inflammaging

1. Introduction

With aging of our populations [1], it is important to find modifiable strategies that slow down
the aging process and its consequences in order to increase the number of years in good health in
European elderly.

One of the basic molecular mechanisms of aging is the development of a chronic, low-grade
inflammation status, also referred to as ‘inflammaging’ [2—4]. Inflammaging impacts many organs,
systems and domains and is the common biological denominator of main age-related chronic diseases
and geriatric syndromes, such as atherosclerosis and type 2 diabetes mellitus, and geriatric conditions,
e.g., sarcopenia, frailty and disability [2—4].

Improving nutrition has been proposed as an effective strategy to reduce inflammaging and
thus to prevent and/or postpone the onset of many diet-related diseases simultaneously. Evidence
shows that, especially monounsaturated fatty acids (MUFA), polyunsaturated fatty acids (PUFA) [5,6],
protein [7], vitamin D [8], vitamin B12 [9], folate [10], and anti-oxidants [11] can impact age-related
health outcomes.

At the same time, it is known that with increasing age, elderly people are at higher risk of low
nutrient intakes [12]. At the food group level, diets of the elderly are lacking in multiple food items,
such as fruits, vegetables, and fish [13]. On the other hand, diets of the elderly are generally exceeding
the requirements for saturated fatty acids [13]. Manipulating dietary patterns can be a more powerful
approach than changing single nutrients or foods, because these may have synergistic or antagonistic
effects when consumed in combination [14,15]. Many studies have shown that altering dietary patterns
is more effective to reduce disease risk than altering single nutrients [16-21].

The Mediterranean Diet has been extensively investigated by several observational, longitudinal
and randomized-controlled studies for its pivotal role in the management of a wide range of chronic
age-related pathologies, such as frailty [22] and cognitive decline [23], and the reduction of all causes
of mortality [24]. The Mediterranean Diet has shown antioxidant and anti-inflammatory properties
largely derived from its excellent dietary fat profile characterized by a low intake of saturated fats
and trans-fatty acids and an optimal ratio between omega-6 and omega-3 [25]. On the whole,
the Mediterranean Diet provides an equilibrated mix of nutrients that have not only antioxidant,
anti-inflammatory and prebiotic activity, but also elicits an integrated network of cellular mechanisms
of stress/oxidative damage response [26].

In this context, the NU-AGE project was undertaken to investigate whether a newly designed,
personally tailored Mediterranean-like dietary pattern, specifically designed to meet dietary
recommendations of people over 65 years of age (NU-AGE diet), can counteract or slow down
inflammaging and consequent function decline of different organs and systems in elderly [27,28].

The aim of the current study was to evaluate if a newly designed, personally tailored
Mediterranean-like dietary pattern, targeting dietary recommendations of people aged over 65 years
(NU-AGE diet) has been effective to shift dietary intake of apparently healthy elderly subjects from five
European countries towards a healthier diet. Additionally, we evaluated if adherence to the NU-AGE
guidelines is comparable among the five European sites involved within the NU-AGE study.
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2. Materials and Methods

2.1. Study Design

This study was performed using baseline and follow-up data of the NU-AGE dietary intervention
study [27]. The NU-AGE study is a one-year, randomized, parallel trial to investigate whether a newly
designed, personally tailored Mediterranean-like dietary pattern, targeting dietary recommendations
for people over 65 years of age (NU-AGE diet) can counteract or slow down the inflammaging process,
as measured by C-reactive protein (CRP). A sample size of 1000 participants (80% power, two-sided
alpha of 5%) was determined to detect a mean difference between groups of 0.6 in CRP (mg/L)
with a standard deviation (SD) of 4 units [18]. The study was carried out in five European study
centers (Bologna in Italy, Norwich in the United Kingdom (UK), Wageningen in the Netherlands,
Warsaw in Poland, and Clermont-Ferrand in France). Recruitment started in April 2012 and finished
in January 2014 including 1296 apparently healthy European men and women aged 65-80 years.
The rationale and design of this intervention study are described in detail elsewhere [27,28]. In short,
at baseline and after one-year follow-up participants completed questionnaires about their health and
lifestyle and a seven-day food record to obtain information about their dietary intake. Additionally,
measurements included anthropometric measurements and completion of a general questionnaire.
All questionnaires and measurements were taken by trained research assistants. Local ethical approval
was provided by the Independent Ethics Committee of the Sant’Orsola-Malpighi Hospital Bologna
(Italy), the National Research Ethics Committee—East of England (UK), the Wageningen University
Medical Ethics Committee (The Netherlands), the Bioethics Committee of the Polish National Food
and Nutrition Institute (Poland) and South-East 6 Person Protection Committee (France). All study
procedures were in accordance with the ethical standards of the Helsinki Declaration. All participants
gave written informed consent before participating. The trial was registered at clinicaltrials.gov
(NCT01754012).

2.2. Dietary Intervention

Participants were randomly allocated to the diet or control group to a 1:1 ratio after stratification
by gender, age (65-72 or 73-79 years), frailty status (pre-frail or non-frail) and BMI (<25 or >25 kg/m?).
Randomization was performed by entering the described variables of a subject into a program that
automatically randomly allocates and generates a unique ID-code.

Participants randomized into the NU-AGE diet group received monthly counselling from a
trained dietician/research nutritionist and individually tailored dietary advice aiming to meet the
NU-AGE Food Based Dietary Guidelines (FBDGs, Table 1). The dietary counselling covered fifteen
dietary goals based NU-AGE FBDGs including a vitamin D supplement. (Table 1). To achieve changes
in dietary intake by means of intrinsic motivation, dietary counselling was based on the Motivational
Interview technique [29] and the Stages of Changes model [30] including five stages of change,
e.g., (1) precontemplation, (2) contemplation, (3) preparation stage, (4) action and (5) maintenance.
The dietician/nutritionist adapted personal advice on the participants” stage of change, personal
situations, dietary preferences, habits and beliefs.

Dietary advice was provided nine times during one year, either face-to-face or by telephone, and
supported by mail or e-mail [27] using standardized procedures. During the first meeting (month
0) the dietician/research nutritionist and participant agreed on five dietary goals out of 15 NU-AGE
FBDGs to work on. After one month, the participant could choose five additional dietary goals to
work on until month three. At month three, the dietician/research nutritionist called the participant to
evaluate the first ten goals and to implement the last set of five dietary goals. Months 5, 6 and 7 were
used to optimize adherence to the NU-AGE diet. The last months of the intervention (months 9, 10 and
11) were used to motivate participant to continue the NU-AGE diet. During the whole intervention
period additional information was sent out on topics that were considered important to achieve the
NU-AGE FBDGs (e.g., fish consumption, food labelling, fruit and vegetable consumption, variation
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in foods, protein intake). Finally, at month 12 food intake and adherence was measured by means

of seven-day food records. On average, the dietary counselling took six to seven hours during the
one-year intervention.

Table 1. Scoring criteria of the NU-AGE components based on NU-AGE Food Based Dietary Guidelines (FBDGs).

Scoring
Component Servings Minimum  Lower Range ® Maximum Upper Range ©
Score (0) (1-10) Score (10) (10-1)
Wholemeal bread and Bread 4-6 servings/day (140-210 g/day)
wholegrain pasta or rice Pasta/rice 2 x %O g/ “:\lleek 23g /gday)y Max 1-163g 163-233 g 233-max
Fruits 2 servings/day (240 g/day) Og 0-240g >240 g
Vegetables 300 g/day Og 0-300 g >300g
Legumes 200 g/week (29 g/day) Og 0-29g >29¢g
Low-fat dairy 500 mL/day Og 0-500 g >500 g
Low-fat cheese 30 g/day 0g 0-30g >30g
Fish 2 times 125 g/week (36 g/day) 0g 0-36g >36g
Low-fat meat and poultry 2 4 times 125 g/week (71 g/day) Max 0-71g 71-125 g 125-max
Nuts 2 times 20g/week (6 g/day) Og 0-6g >6g
Eggs 2-4 eggs/week (14-28 g/day) Og 0-l4 g >14g
Olive oil 20 g/day 0mL 020 mL >20mL
Fluid 1500 mL/day <1000 mL 1000-1500 mL >1500 mL
vitamin D Use supplement (10 pg/day) No Yes
>10 g for
Alcohol Max 2 servings/day for men and 1 serving/day for women S‘:grﬁefgr
women >20 g for <20 f.
<20 g for men
men
Salt ® 5 g/day (2000 mg/day sodium) >85th 0-1500 mg 1500-2000 mg 2000-85th
Sweets @ Limited use >85th 0 0-85th

Fruit: Maximum 1 glass of fresh fruit juices (120 mL) can be counted as one portion of fruit. Nuts: Includes salted
and unsalted nuts;  The cut-off value at which a participant would score 0 points was based on the 85th or 100th
(max) percentile (pct) of the country-specific intake distribution as higher intakes are not necessarily better (100th
pct wholegrains (g): 204 Italy, 212 UK, 343 The Netherlands, 381 Poland, 257 France; 100th pct meat and poultry (g):
187 Italy, 150 UK, 109 The Netherlands, 250 Poland, 193 France; 85th pct sodium (mg); 2416 Italy, 3070 UK, 2920 The
Netherlands, 4686 Poland, 3673 France; 85th pct sweets (g): 95 Italy, 243 UK, 128 The Netherlands, 164 Poland,
95France); ® The range was divided into 10 and then points were given in proportion to the distance from the 0 point
cut-off; © Calculation of points for dietary intake between the upper limit and the standard intake for maximum
number of points: 10 — (intake — recommendation upper limit) x 10/standard upper limit.

To sustain compliance to the NU-AGE FBDGs, participants received commercially available
foods meeting the NU-AGE dietary guidelines. Food products included low-fat and low-salt cheese
(all centers), wholegrain pasta (all centers), olive oil (all centers), and margarine rich in MUFA and
PUFA (in France, UK, the Netherlands and Poland). In Italy, a frozen vegetable soup was additionally
provided to participants. At the first meeting with the dietician/research nutritionist, and after 4 and
8 months, each participant in the diet group received a sufficient amount of food products for four
months. In case a product could not be included in the diet, due to personal preferences, such as taste
or habits, a similar product was chosen in consultation with the dietician/research nutritionist.

Moreover, because it is not possible to achieve an adequate vitamin D intake from diet
alone [31,32], participants in the NU-AGE diet group in all the study centers received a vitamin
D supplement (10 pg/day). Participants in the control group received a leaflet with information on
national dietary guidelines that are generally available in Italy [33], the UK [34], the Netherlands [35],
Poland [36] and France [37].

In the present study, participants who had not completed both seven-day food records at baseline
and follow-up (n = 145), those with missing data on vitamin D supplement use (1 = 3), incomplete
dietary intake data (n = 4), and those with an implausible energy intake (e.g., below 500 kcal (1 = 0),
or exceeding 3500 kcal (1 = 3) [38] were excluded. A total of 1,141 participants were included in the

analysis (Figure 1; 241 participants from Italy, 252 from the UK, 241 from the Netherlands, 220 from
Poland, and 187 from France).
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Subjects invited
(n=2665)

!

Assessed for eligibility

Excluded (n = 224)
Main reasons:

(n=1518) Holidays > 4weeks
________ L Viral hepatitis
t Heart failure
Randomized Use gf antlblptlcs
=1294 Corticosteroid use
(n=1294) NSAID use
v ( - ) v
L Allocation J
Control diet (n = 650) NU-AGE diet (n = 644)
L Analysis ) Y
Included (n = 570) Included (n = 571)
Lost to follow-up (n = 75) Lost to follow-up (n = 68)
Incomplete dietary data (n = 2) Incomplete dietary data (n = 2)
Missing supplement use (n=0) Missing supplement use (n = 3)
Energy intake >3500 kcal (n = 3) Energy intake >3500 kcal (n = 0)

Figure 1. Flow chart of the recruitment process of participants in the NU-AGE dietary intervention study.

2.3. Dietary Assessment

Dietary intake was estimated by means of seven-day food records completed by the participants.
To remind participants to record all foods consumed, a preformatted food record was used including
eight meal occasions (before breakfast, breakfast, morning snacks, lunch, afternoon snacks, evening
meal, evening snacks, night snacks) referring to the current day. Participants had face-to-face training
in advance to keep complete and accurate food records. Additionally, participants received written
instructions about the level of detail required to describe foods and amounts consumed, including
the name of the food, preparation methods, recipes for mixed foods and portion sizes [39,40]. Portion
sizes were reported in national household measures, based on pictures or measured in gram or
milliliters. During a one-hour interview with a trained dietician/research nutritionist the food record
was reviewed and checked frequently used household measures to ensure an adequate level of detail
in describing foods and food preparation methods [40]. Consumed foods were coded according to
standardized coding procedures. The coding procedures comprised that all consumed foods and meals
were coded into as much detail as possible. For example, a mixed dish had to be broken down into
individual ingredients, including accompanying portions, and had to be coded as individual foods.
Subsequently, each ingredient or food was translated into nutrients by use of local food composition
tables (Nederlands voedingsstoffenbestand (NEVO) 2011 in The Netherlands [41], McCane and
Widdowson’s in The UK [42], Food Composition Database for Epidemiological Studies in Italy (Banca
Dati di Composizione degli Alimenti per Studi Epidemiologici in Italia, BDA) and INRAN (Istituto
nazionale di ricerca per gli alimenti e la nutrizione, now called Istituto nazionale di economia agraria,
CREA) in Italy [43,44], National Food and Nutrition Institute (NFNI) in Poland [45] and CIQUAL
French food composition table in France [46]). Data on supplement use was obtained by means of a
self-reported supplement questionnaire and checked by a trained dietician/research nutritionist.
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2.4. Other Variables

Data on smoking status (current, former), educational level (years), employment (defined as:
(1) Employed, (2) retired, or (3) other), physical activity (Physical activity scale for the elderly, PASE [47],
and medical history (prevalence of hypertension [yes/no], heart disease [yes/no], diabetes mellitus
type II [yes/no], hypercholesterolemia [yes/no], neurological diseases [yes/no], osteoporosis [yes/no])
were obtained by means of questionnaires. Frailty status (non-frail/pre-frail) was assessed using
the frailty criteria from Fried et al. [48]. Height was measured with a stadiometer to the nearest
0.1 cm. Weight was measured to the nearest 0.1 kg with a calibrated scale while wearing light clothes.
Body Mass Index (BMI) was calculated as weight/height?>. All measures were taken by trained
research assistants.

2.5. NU-AGE Index

2.5.1. Food Based Dietary Guidelines for the Elderly Population

The NU-AGE index is meant to reflect adherence to guidance based on nutrient reference
values and food based dietary guidelines for elderly individuals from Italy [33], the UK [34],
the Netherlands [31,49-52], Poland [36], and France [53], on the modified MyPyramid for Older
Adults [54,55], and nutrient requirements from the European Community [56], and from the Institute of
Medicine [57]. These recommendations were jointly integrated into NU-AGE FBDGs in order to inform
participants on a food level on what they should consume (Table 1). The NU-AGE index comprises
recommendations of minimum amounts to consume for fruits, vegetables, legumes, low-fat dairy,
low-fat cheese, fish, low-fat meat and poultry, nuts, olive oil, fluids, and vitamin D (from a supplement).
Two recommendations give a definition of minimum and maximum intake frequencies (whole grains
and low-fat meat and poultry) as extremely high intakes are not beneficial. Three recommendations
refer to components to limit (alcohol, salt and sweets).

2.5.2. Definition of Food Groups

Specific NU-AGE food groups were created, using country-specific food grouping systems
as starting point (e.g.,, INRAN and BDA from Italy [43,44], WISP v4.0 from the UK [58], NEVO
from the Netherlands [41], DIETA-5 from Poland [59], and CIQUAL French food composition table
from France [46]. To reach a consensus on the NU-AGE food groups, expert meetings with trained
dieticians/research nutritionists from all five study centers were held. All individually consumed
foods were grouped into NU-AGE food groups based on the underlying principles of the NU-AGE diet
(e.g., low-fat, low-sodium, high MUFA and PUFA, high fiber), resulting in harmonized food groups
across countries.

2.5.3. Choice of Cut-Offs and Scoring

A continuous scoring system was created to assign participants a score according to their level of
adherence to each of the 16 NU-AGE diet components. This continuous scoring system allowed us to
better observe changes in dietary intake compared to a dichotomous scoring system [60]. Cut-off values
for each NU-AGE diet component were based on the NU-AGE FBDGs. For the adequacy components
whole grains, fruits, vegetables, legumes, low-fat dairy, low-fat cheese, fish, low-fat meat and poultry,
nuts, olive oil and fluids, a score ranging from 0 to 10 could be obtained for greater intakes of these
components. For moderation components (alcohol, sodium and sweets), participants with lower
intakes received 10 points ranging to 0 points for participants with greater intakes. The maximum
level of intake for several NU-AGE diet components was established based on the country-specific
population’s intake distribution (i.e., 85th percentile for sodium and sweets, 100th percentile for whole
grains and low-fat meat). In total, the NU-AGE index ranged from 0 to 160 points, ranking participants
according to their compliance to the NU-AGE diet. NU-AGE diet components and their cut-off values
are shown in Table 1.
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2.6. Statistical Analyses

General characteristics are reported as mean and standard deviation (SD), or number (percentage)
and differences were tested using a t-test or chi-square test, for continuous or categorical variables,
respectively. To compare changes in nutrient intake from baseline to follow-up between the NU-AGE
diet group and the control group, a t-test was used, and the chi-squared test was used for comparing
vitamin D supplement use. The magnitude of differences in change in dietary intake was calculated
as the percentage in change from baseline intake in the control group and the NU-AGE diet group
by using a t-test. Two categories of adherence to the NU-AGE FBDGs (Table 1) at follow-up were
created; the first group did not meet the NU-AGE FBDGs and the second group had intake levels that
fell within the NU-AGE FBDGs. For comparisons within countries and between countries a t-test and
chi-square test were used.

All statistical analyses were carried out using SAS software version 9.4 (SAS Institute Inc.,
Cary, NC, USA). A two-sided p-value of <0.05 was considered statistically significant.

3. Results

3.1. General Characteristics

At baseline, NU-AGE participants were on average 71.0 £ 4.0 years with a BMI of
26.7 £+ 3.9 kg/m?, and 45% of the participants were men (Table 2). Hypertension was the most
frequently reported condition in both control and NU-AGE diet group (39% and 42%, respectively).
In the NU-AGE diet group the proportion of pre-frail participants was significantly higher compared
to the control group (24% versus 18%, p < 0.01).

Table 2. Baseline characteristics of the NU-AGE participants by intervention group (n = 1141).

Control (1 = 570) NU-AGE Diet (1 = 571) r

Men 262 (46) 248 (43) 0.39
Age 711+ 39 70.7 + 4.0 0.11
Current occupation @ 0.23

Employed 19 (3.4) 24 (42)

Retired 540 (94.7) 541 (94.7)

Other 11 (2.1) 6(1.1)
Education (years) 12.6 + 3.6 12.7 + 3.6 0.62
BMI (kg/mz) 267 £3.7 267 £4.1 0.89
Physical activity (MET score) 135.1 £ 57.4 132.5 +54.9 0.43
Multivitamin use 67 (11.8) 86 (15.1) 0.10
Nutrient intake

Energy, Kcal 1899 + 448 1854 + 432 0.08

Carbohydrates, EN% 469 +79 473 +72 0.29

Carbohydrates, g 2219 + 62.6 218.8 4+ 60.2 0.41

Protein, EN% 163 +24 16.5 +2.8 0.14

Protein, g 763 +17.8 753 +17.7 0.36

Fat, EN% 343+54 341+55 0.56

Fat, g 72.6 +21.8 70.4 +20.8 0.08
Current smokers 21(7.9) 26 (9.7) 0.46
Pre-frail 101 (17.8) 137 (24.0) 0.01
Prevalence of diseases

Hypertension 222 (39.0) 242 (42.4) 0.25

Heart disease 97 (17.0) 94 (16.5) 0.58

Diabetes Mellitus type 2 26 (4.6) 29 (5.1) 0.69

Hypercholesterolemia 142 (24.9) 154 (27.0) 0.43

Neurological disease 12 (2.1) 17 (3.0) 0.39

Osteoporosis 59 (10.4) 70 (12.3) 0.25

Values are expressed as mean = standard deviation (SD) or number (percentage); * Current occupation was defined
as (1) employed (including part-time), (2) full-time and self-employed, (3) retired (including fully retired and
semi-retired), or (4) other (including disability pension and other); Abbreviations: BMI; body mass index, MET:
metabolic equivalent, EN%: energy percent.
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3.2. Changes in Dietary Intake by Intervention Group

At baseline, the mean intake of individual components was different in the control and diet
group for low-fat dairy only (155 £ 155 g and 173 £ 163 g, respectively, Table 3). The mean NU-AGE
index did not differ between the control group and the NU-AGE diet group (e.g., NU-AGE index was
82.6 & 16.5 in the control and 82.6 + 15.3 diet group (range 36-132).

Following the one-year intervention, a significant increase in the NU-AGE index was found in
the NU-AGE diet group compared to the control group (mean change 21.3 £ 15.9, p < 0.01, (Table 3).
One-year differences in the intake of thirteen out of sixteen NU-AGE FBDGs were significantly better
in the NU-AGE diet group compared to the control group (p < 0.05), except for low-fat meat and
poultry (p = 0.53), eggs (p = 0.16) and sodium (p = 0.34). Major differences in changes expressed as
percentages of dietary intake in the NU-AGE diet group compared to the control group were observed
for whole grains (+79%), legumes (+70%), nuts (+49%), low-fat cheese (+46%), fish (+42%), low-fat
dairy (+30%), and olive oil (+29%) (Figure 2).
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Figure 2. Comparison of changes in dietary intake (in % of baseline intake) after one-year NU-AGE.
dietary intervention in the NU-AGE diet group and control group.
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Table 3. Changes in dietary intake (g) of NU-AGE diet components during one year in 1,141 participants in the NU-AGE study.

Control Group( = 570) NU-AGE Diet Group (1 = 571) Difference in Change

NU-AGE Components Baseline Follow-Up Change 2 Baseline Follow-Up Change P between Groups P
Whole grains (g/day) 544 +539 62,6+ 60.7 8.1+57.4 0.02 557+ 583 107.2+ 66.4 515+ 625 <001 433+ 647 <0.01
Fruits (g/day) 2600 +158.7 2557 + 1540 ~43+1563 0.64 2482+ 1402 268.2 + 140.0 201+ 1401 0.02 24441273 <001
Vegetables (g/day) 21441207 213241257 8241232 026 2145+ 1108 234241037 19.7 +107.3 <001 279+ 1106 <001
Legumes (g/day) 111+ 200 108+ 192 ~03+196 077 104 %209 176 +219 72+215 <001 <0.01
Low-fat dairy (g/day) 155.0 4+ 1546 158241775 3241664 074 173.0 4 1632 2303+ 1744 573+ 1689 <001 <001
Low-fat cheese (g/day) 11.9+219 116+196 —039 %208 075 1274266 17,6+ 249 49258 <001 <0.01
Fish (g/day) 284+293 249+ 232 ~35+264 0.02 2844253 37.1+28.1 87+267 <001 1234324 <0.01
(I“g"/“é:;; meatand poultry 4124334 4054314 —0.71 £ 324 071 4054316 3854279 —20+£298 026 ~13+347

Nuts (3/day) 644128 61499 031114 065 574107 83494 25101 <001 284111 <0.01
Eggs (g/day) 175+170 1734172 —0.13+17.1 0.90 1734176 187+ 139 14+ 159 0.13 154184 0.16
Olive oil (g/day) 94499 89499 ~039+99 050 91492 113489 22491 <001 26480 <001
Fluid (mL/day) 2311 + 654 2282 + 651 288+ 652 046 2329 + 671 2482 + 657 154 + 664 <001 182 + 469 <0.01
Vitamin D, n (%) 81(142) 138 (24.2) 75 (10) <001 84(147) 529 (92.6) 445 (77.9) <001 370 (67.9) <0.01
Alcohol (g/day) 9.6+109 894109 ~0.66 =109 031 88+103 72491 ~16+97 <001 092466 002
Sodium (mg/day) 2628 + 1365 2455 = 965 ~173 £ 1182 <001 2554+ 1500 2309 + 946 —245+1254 <001 —721+1271 034
Sweets (g/day) 84141137 763+ 1023 7841081 022 87241035 63,6+ 828 2364937 <001 1584917 <001
NU-AGE index 826 + 165 846+ 16.1 194163 0.05 826 + 153 1057 +17.6 231+ 162 <001 213 + 159 <0.01

Values are expressed as mean values & SD, unless otherwise indicated.
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3.3. Achievement of the NU-AGE Guidelines by Intervention Group

Following a one-year intervention, participants in the NU-AGE diet group achieved 6.2 £ 1.9
(range 1-12) out of 16 NU-AGE FBDGs compared to 4.5 £ 1.7 in the control group. The highest
proportion meeting the NU-AGE FBDGs in both control and diet group was observed for fluid intake
(90% and 94%, respectively), followed by alcohol use (77% and 81%, respectively) and egg consumption
(54% and 67%, respectively) (Figure 3). The largest differences in the proportion meeting the guidelines
between the NU-AGE diet and control group was observed for use of vitamin D supplement (69%),
fish (18%) and nuts (16%). For low-fat meat and poultry, the proportion meeting this guideline in the
NU-AGE diet group was lower at follow-up compared to the control group, possibly demonstrating
an overall reduction in meat intake.

Whole grains
Fruits
Vegetables
Legumes
Low-fat dairy
Low-fat cheese
Fish e

Low-fat meat and poultry
MNuts

Eggs

Qlive oil
Alcohaol

Fluid

Sodium
Sweets
vitamin D

W Diet

m Control

0 20 40 60 80 100

Figure 3. Percentage of participants in the control and NU-AGE diet group meeting the NU-AGE
guidelines after one-year NU-AGE dietary intervention.

3.4. Country Specific Changes in Dietary Intake

At baseline, the mean NU-AGE index of participants was 84.6 & 15.3 in Italy, 80.8 £ 14.0 in the UK,
74.5 £+ 15.6 in the Netherlands, 85.4 & 15.9 in Poland and 89.8 & 14.4 in France. Within each country,
baseline dietary intake for the control and NU-AGE diet group were similar (Table 4), whereas between
countries baseline dietary intakes were different (e.g., whole grains 30.8 & 42.9 g/day in Italy vs.
74.2 + 61.1 g/day in Poland, vegetables 165 + 83.9 g/day in the Netherlands vs. 282 + 170 g/day
in Poland, low-fat dairy 74.0 = 93.1 g/day in Poland vs. 264 £ 162 g/day in the UK, olive oil
16.8 £ 8.5 g/day in Italy vs. 2.4 £ 3.5 g/day in the Netherlands). Overall, the NU-AGE index
significantly improved in the NU-AGE diet group compared to the control group in all countries
(p <0.01). Among all study centers, French participants in the NU-AGE diet group showed the
strongest improvement in adherence for 12 out of 16 NU-AGE FBGD's, followed by the Netherlands
(11 out of 16), Italy and Poland (8 out of 16), and the UK (6 out of 16).
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Table 4. Mean baseline and changes in dietary intake (g/day) of NU-AGE diet components by intervention group stratified by study center (n = 1141).

Ttaly The Netherlands Poland France
(=114 Control, 127 Diet) (1 = 126 Control, 126 Diet) (1 =124 Control, 117 Diet) (1 =106 Control, 114 Diet) (1 =100 Control, 87 Diet)
NU-AGE Components Group Baseline Change Baseline Change Baseline Change Baseline Change Baseline Change
Whole grains (g/day) Control 308+ 429 0524394 60.3 +41.1 235 + 5442 714+ 617 127 £ 602 742+ 61.1 224644 318+ 424 —17+£419
Diet 2314323 60.4 + 41520 619 + 46.4 34245452 825 + 642 341+ 67220 789 4 70.0 383 +732%0 2824423 104 + 54.1 20
Fruits (g/day) Control 293 +177 183+ 182 259 4+ 137 —22+136 234+ 146 6.8+145 228+ 159 —244 152 290 + 167 —254+153
Diet 278 + 149 140 + 144 259 4+ 139 24 +140 2354+ 127 432412922 198 + 121 95+£1292 273+ 151 372+ 142°
Vegetables (g/day) Control 216+ 113 67 +£112 208 + 91.6 15.0 £97.2 165 + 83.9 —6.9 £ 809 2824+ 170 —17.6 + 183 249 4+ 101 ~30.9 49761
Diet 216 + 101 232+963° 218 + 105 101 + 106 162 +77.9 255 +£78.120 261 + 146 1134137 217+ 87.6
Legumes (3/day) Control 165 +23.1 —23+219 174 +£224 224209 384126 154121 484141 03+180 1294213
Diet 87+ 109 27+132° 199 +£259 394254 34+£119 65+17222 1024295 8442611 86+151
Low-fat dairy (g/day) Control 89.7 +103 114108 264 4+ 162 3124175 196 + 166 8.0 +£177 74.0 £ 93.1 ~209 110 127 + 138
Diet 87.6 + 937 458 +99.920 278 + 165 314 £ 168 256 + 183 409 + 183 96.5 +102 61.3 131220 134 + 140 128 + 156 20
Low-fat cheese (/day) Control 017 £1.0 018 £215 22£65 13482 96+216 ~06+192 3024329 ~46+30.6 213 +159 15+17.3
d Diet 146 £4.87 093527 276 + 6.65 142475 65+106 7.7 £11.9%0 38.8 4468 100 £416° 1754154 50+1431
Fish (g/day) Control 299+ 288 —22+263 247 +235 52+£223 2234262 ~30£255 314 £407 89 +£334 3584233 ~11.0 4 2222
Diet 2714231 17.1£27520 295 4243 2342342 239 4249 5342292 31.0 +312 12233120 3104212 12521520
Low-fat meat and poultry Control 498 +359 —26+£348 337 4266 —0.83 +26.3 3254254 —07+£248 3334362 —036 +33.4 60.3 +34.1 13334
(g/day) Diet 51.4 4289 —214274 3344318 ~17 4286 3124243 —1.66 + 23.3 3424323 374316 56.1 4 33.2 045 +29.4
Nuts (g/day) Control 81+144 ~0.14+126 61118 —~019+112 63116 02108 41+84 09+82 7.6+167 274138
Diet 43+107 0.00+9.2 53483 4148720 68+11.0 36+11112 4.6+82 33+86% 84+149 15+1232
Fgs (s/day) Control 73487 174102 16.6 + 155 —0.64 + 152 168 +17.3 086+ 174 3074203 284210 169 +12.9 —01+135
) Diet 78+£77 15479 1724154 67415120 1484152 294144 284 4229 —49+£192 2024177 00+153
Olive oil(g/day) Control 168 85 10+83 2854297 ~0.16 £2.73 24435 019+36 119 £107 013119 149 £108 —36+£9.62
Diet 171467 12466 25425 2043920 32+39 19+ 4520 104 £89 21+£87 1324118 42410220
Fluid (mL/day) Control 1756 + 542 64.9 £ 552 2565 + 623 ~80.5 £ 633 2438 + 614 ~717 £ 607 2405 + 605 ~68.9 £ 603 2367 + 553 253 4595
Diet 1901 =+ 588 144 £ 5841 2721 £732 667 £719° 2356 + 561 116 + 574> 2451 + 593 127 + 580 ® 2189 + 529 378 + 546 20
Alcohol (/day) Control 81+99 ~11+96 109+ 108 ~14+107 134+ 125 00+128 39464 —07+6.1 106 +11.7 —0.1+117
Diet 9.0+£99 —26+88" 9.6 +10.1 ~16+94 119 4112 08115 37458 174491 954121 ~31+104°
Salt (mg/day) Control 1731 + 545 324543 2376 + 879 ~162 + 801 2435 + 670 175+ 6771 3495 £ 1118 —685 £ 1110 3289 + 2282 —489 + 17111
Diet 1809 -+ 698 173+ 61512 2357 + 679 —295 + 669 2 2323 £ 618 ~545 £ 577 3523 & 1143 ~122 4 1144 2968 -+ 2988 —695 + 2166 |
Sweets (5/day) Control 4364512 234567 137 4 166 —11.7 156 83.6 4 935 —16.8 + 824 96.3 4 111 ~10.6 +97.7 5114779 04+£918
? Diet 55.5 % 67.7 ~16.6 + 61712 132 4129 —49.8 1072 79.5 4102 —53+106 104 + 113 —21.6 + 102 56.4 4 58.2 ~232451.62°
Vitamin D, 1 (%) Control 25 (21.9) 17 (149) ! 12(9.5) 7(56) 15(12) 8(6.6) 22(20.8) 17 (16.0) 2 7(7.0) 8(8.0)
4 Diet 22(17.3) 83 (65.4) 2P 11(8.7) 108 (85.7) 2P 16 (13.7) 88 (75.2) 2P 22(19.3) 83 (72.7) 2P 13 (14.9) 68 (78.2) 2P
NU-AGE index Control 869 =149 25+147 79.9 +152 6741552 729 +158 36+166 847 +£172 053 £165 912+129 5441342
Diet 825+ 154 212+ 14420 815+ 127 208 +£13.920 76.1+ 154 20. 2b 86.1+ 14.8 214 +1522%0 882+ 158 35.6 +16.02°

12 Significant change from baseline to follow-up (!: p < 0.05, % p < 0.01); *® Significant difference in change in the NU-AGE diet group compared to the control group (*: p < 0.05, >
p<0.01).
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4. Discussion

The NU-AGE study is a one-year randomized dietary intervention with a healthful
Mediterranean-like dietary pattern targeting dietary recommendations of the aging population to
reduce inflammaging, optimize health and quality of life in European older adults. In the current study
we demonstrated that following the one-year NU-AGE dietary intervention, comprising individual
dietary counselling, provision of free healthy foods and a vitamin D supplement, the dietary intake
of the elderly European population shifts more towards the NU-AGE food based dietary guidelines
(FBDGs) for a healthy diet.

Changes in dietary intake in elderly populations following an intervention have been reported in
previous studies. For example, in a home-based nutrition intervention to increase consumption of fruits,
vegetables, and calcium-rich foods consisting of a personalized nutrition program with home visits,
phone calls and newsletters it was observed that after 6 months of intervention in community dwelling
elders (aged 70 years and above), their fruit, vegetables and dairy intake improved [61]. A one-year trial
including individual motivational interviews and group educational sessions by registered dieticians
aiming to increase adherence to Mediterranean-type diets, demonstrated favorable changes in dietary
intakes for olive oil, nuts, vegetables, legumes, fruits, meat and pastries, cakes and sweets in persons
aged 55 to 80 years of age [62].

However, none of these studies investigated a dietary pattern that was specifically developed to
target the dietary recommendations for the aging population. To date, dietary recommendations
for the elderly population to improve healthy aging at a global level are lacking. Our study,
investigating Mediterranean-like dietary pattern that was specifically designed at targeting the dietary
recommendations of elderly people to fill this knowledge gap. Besides incorporating the dietary
recommendations, nutrients and foods related to various aging related health outcomes and involved
in chronic inflammation have been taken into account when designing the NU-AGE diet, including
MUFA, PUFA, olive oil or oily fish (inflammatory processes [5] and inflammatory bowel diseases [63]),
protein (sarcopenia [7]), vitamin D (falling [8]), vitamin B12 (cognitive impairment [9]), vitamin C
and fruit (CRP [11]), and whole grains (type 2 diabetes [64], cardiovascular disease [65], BMI [66],
and blood lipids [67]). Thus, a solid basis of evidence was used to develop the NU-AGE diet for
healthier aging.

The NU-AGE dietary intervention seems to be feasible to implement in the increasingly
aging population—even though this population is known to have rather stable diets over time.
As demonstrated in the present study, following one year of NU-AGE intervention, participants
in the NU-AGE diet group had a 21-point higher NU-AGE index (range 0-160) compared to the control
group. Compared to a trial studying the Mediterranean diet in which 2 points (out of 14) change has
been achieved resulting in a reduction of cardiovascular risk factors, e.g., decreased blood pressure,
blood glucose levels, and cholesterol /high-density-lipoprotein (HDL) cholesterol ratio and increased
HDL cholesterol levels [18], the effects of the changes in dietary intake within the NU-AGE dietary
intervention seem promising to improve health at a European level.

The ability to study changes in dietary intake at a European level is a unique feature, and important
strength, of the NU-AGE dietary intervention study. Even though participants in the different study
centers (e.g., Italy, the UK, the Netherlands, Poland and France) had different baseline dietary intakes
of the NU-AGE FBDGs, we did observe beneficial changes in dietary intake in all countries. To the
best of our knowledge, no other dietary intervention study has taken this multi-country approach.

Our approach to change the whole dietary pattern, rather than single foods or nutrients is
another strength of the NU-AGE dietary intervention study. Changing an entire dietary pattern
has been shown to be the preferred method as it is easier to change a dietary pattern rather than
focusing on specific nutrients [68]. Moreover, we were able to achieve changes in dietary intake
by making use of dietary counselling, the provision of free foods and a vitamin D supplement
only. It has been demonstrated by a review that the provision of free foods is effective to improve
adherence [69]. The use of Motivational Interviewing [29] in the dietary counselling could be the
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key to success in this intervention. A systematic review and meta-analysis has demonstrated that
interventions incorporating behavior change techniques are effective ingredients of interventions
to change dietary intakes [70]. The provision of free foods and a vitamin D supplement were also
used to improve compliance. It has been shown that free provision of foods is effective in improving
dietary habits [71,72]. Thus, with relatively less effort, without making use of a controlled feeding
trial, the NU-AGE intervention seemed to be successful in making older adults change their dietary
habits—even after only one year of follow-up.

Moreover, the construction of the NU-AGE diet index enables us to rank participants according to
their adherence to the NU-AGE diet. This approach will allow us to study the effects of the changes in
dietary intake on health outcomes using an intention to treat analysis (efficacy), but also by using a
per protocol analysis (efficiency). The validity of the NU-AGE diet index needs to be studied in more
diverse elderly populations including participants with various levels of education.

Furthermore, to make sure that all exposure and outcome measurements were conducted in
the same standardized way across the five study centers, all questionnaires, procedures and tests
were documented in standardized operating procedures (SOPs), and practiced and discussed during
multiple training sessions prior to the start of the intervention period. Adherence to these SOPs was
assessed and documented by means of a site visit by an independent researcher. Finally, the use
of standardized and harmonized food based dietary guidelines across five study centers in Europe
enabled us to provide a comparable dietary advice and to implement the same dietary principles at a
large scale.

Our study has limitations. Firstly, the use of country specific food composition databases and
nutrient calculation systems could have resulted in differences in intake between the countries as
a result of different food composition databases rather than a difference in actual intake. We have
improved the comparability in calculations by agreeing on standardized procedures for the coding of
the food records and by organizing training sessions in which all research dieticians of each research
center participated. Secondly, we had losses to follow-up—primarily pre-frail participants in the
control group—Ilikely because control participants did not receive food incentives and their frailty
status could have limited their ability to comply with the intervention. Thirdly, to define adherence
to the NU-AGE diet dietary intake data obtained by means of seven-day food records were used.
Although this tool provides reliable data to evaluate short-term current dietary intake [73], in future,
more objective biomarkers of dietary intake and status, such as 25-hydroxyvitamin D [74] could be
incorporated in the NU-AGE index—not only to take into account the bioavailability, bioaccessibility
and micronutrient status, but also to reduce misclassification bias as a result of recall bias in older
adults [75]. Finally, participants were apparently healthy and well-educated [76,77], which limits the
generalizability of our findings to the general elderly population.

Our results show that the NU-AGE dietary intervention, based on dietary recommendations for
older adults, consisting of individual dietary counselling, provision of free healthy foods and a vitamin
D supplement, is feasible to achieve favorable changes in dietary intake in an elderly population
and to improve bone health [78] and cognitive health [79]. Future studies are needed to confirm the
application and feasibility of the NU-AGE diet in other European populations. Evidence regarding the
effects of this diet on health outcomes will contribute to the development of European-wide dietary
guidelines for healthier aging across Europe.

Author Contributions: Conceptualization, C.F. and L.C.PG.M.d.G.; Formal analysis, A.A.M.B.; Funding
acquisition, C.F. and L.C.P.G.M.d.G.; Investigation, A . AM.B., AS.,, RO, BP, AB, AS-K, AJ, RG., AC.
(Aedin Cassidy), A.C. (Aurelie Caille), E.C. and C.M.-R.; Methodology, A. AM.B,, E].M.F. and L.C.PGM.d.G;
Project administration, A.S.; Resources, C.F. and L.C.2.G.M.d.G; Supervision, O.v.d.R., E].M.F. and L.C.PG.M.d.G,;
Validation, A.A.M.B.; Writing—original draft, A.A.M.B.; Writing—review and editing, A.A.M.B., O.v.d.R., Edith
J.M. Feskens, AS.,R.O., B.P, AB,, AS-K, AJ, RG., A.C. (Aedin Cassidy), A.C. (Aurelie Caille), E.C. and C.M.-R.

Funding: This research was funded by the European Union’s Seventh Framework Program, grant number No.
266486 (‘NU-AGE: New dietary strategies addressing the specific needs of the elderly population for healthy
aging in Europe’).



Nutrients 2018, 10, 1905 14 of 18

Acknowledgments: This project was supported by the European Union’s Seventh Framework Programme
under grant agreement No. 266486 (‘NU-AGE: New dietary strategies addressing the specific needs of
the elderly population for healthy aging in Europe’). Participants, staff and investigators of NU-AGE
are gratefully acknowledged. FrieslandCampina, Unilever, Lesieur, COOP Adriatica, MCO Health are
acknowledged for the provision of low-fat low-salt cheese, margarine, olive oil, whole grain pasta and vitamin D
supplement, respectively.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the
study; in the collection, analyses, or interpretation of data; in the writing of the manuscript, or in the decision to
publish the results.

References

1.  Eurostat. Europop2010—Convergence Scenario, National Level—Assumptions. Available online:
http:/ /epp.eurostat.ec.europa.eu/portal /page/portal / population/data/database (accessed on
25 September 2013).

2. Cevenini, E.; Monti, D.; Franceschi, C. Inflamm-ageing. Curr. Opin. Clin. Nutr. Metab. Care 2013, 16, 14-20.
[CrossRef] [PubMed]

3.  Franceschi, C.; Bonafe, M.; Valensin, S.; Olivieri, F.; De Luca, M.; Ottaviani, E.; De Benedictis, G.
Inflamm-aging: An evolutionary perspective on immunosenescence. Ann. N. Y. Acad. Sci. 2000, 908,
244-254. [CrossRef]

4. Franceschi, C.; Capri, M.; Monti, D.; Giunta, S.; Olivieri, E; Sevini, F; Panourgia, M.P; Invidia, L.; Celani, L.;
Scurti, M.; et al. Inflammaging and anti-inflammaging: A systemic perspective on aging and longevity
emerged from studies in humans. Mech. Ageing Dev. 2007, 128, 92-105. [CrossRef] [PubMed]

5. Bouwens, M.; van de Rest, O.; Dellschaft, N.; Bromhaar, M.G.; de Groot, L.C.; Geleijnse, ].M.; Muller, M.;
Afman, L.A. Fish-oil supplementation induces antiinflammatory gene expression profiles in human blood
mononuclear cells. Am. J. Clin. Nutr. 2009, 90, 415-424. [CrossRef] [PubMed]

6.  Kraguljac, N.V.; Montori, V.M.; Pavuluri, M.; Chai, H.S.; Wilson, B.S.; Unal, S.S. Efficacy of omega-3 fatty
acids in mood disorders—A systematic review and metaanalysis. Psychopharmacol. Bull. 2009, 42, 39-54.
[PubMed]

7. Paddon-Jones, D.; Rasmussen, B.B. Dietary protein recommendations and the prevention of sarcopenia.
Curr. Opin. Clin. Nutr. Metab. Care 2009, 12, 86-90. [CrossRef]

8. Bischoff-Ferrari, H.A.; Dawson-Hughes, B.; Stachelin, H.B.; Orav, J.E.; Stuck, A.E.; Theiler, R.; Wong, ].B.;
Egli, A; Kiel, D.P.; Henschkowski, J. Fall prevention with supplemental and active forms of vitamin d: A
meta-analysis of randomised controlled trials. BMJ 2009, 339, b3692. [CrossRef]

9.  Hin, H,; Clarke, R.; Sherliker, P.; Atoyebi, W.; Emmens, K.; Birks, J.; Schneede, J.; Ueland, PM.; Nexo, E.;
Scott, J.; et al. Clinical relevance of low serum vitamin b12 concentrations in older people: The banbury b12
study. Age Ageing 2006, 35, 416-422. [CrossRef]

10. Sato, Y,; Honda, Y.; Iwamoto, J.; Kanoko, T.; Satoh, K. Effect of folate and mecobalamin on hip fractures in
patients with stroke: A randomized controlled trial. JAMA 2005, 293, 1082-1088. [CrossRef]

11. Wannamethee, S.G.; Lowe, G.D.; Rumley, A.; Bruckdorfer, K.R.; Whincup, P.H. Associations of vitamin c
status, fruit and vegetable intakes, and markers of inflammation and hemostasis. Am. J. Clin. Nutr. 2006, 83,
567-574; quiz 726-567. [CrossRef]

12.  Vinas, B.R,; Barba, L.R.; Ngo, J.; Gurinovic, M.; Novakovic, R.; Cavelaars, A.; de Groot, L.C.; van’t Veer, P;
Matthys, C.; Majem, L.S. Projected prevalence of inadequate nutrient intakes in Europe. Ann. Nutr. Metab.
2011, 59, 84-95. [CrossRef] [PubMed]

13.  Ocke, M.C.; Buurma-Rethans, E.J.; De Boer, E.J.; Wilson-Van den Hooven, C.; Etemad-Ghameslou, Z.;
Drijvers, ].J.; Van Rossum, C.T. Diet of Community-Dwelling Older Adults: Dutch National Food Consumption
Survey Older Adults 2010-2012; RIVM: Bilthoven, The Netherlands, 2013; p. 127.

14.  Jacobs, D.R,, Jr; Steffen, L.M. Nutrients, foods, and dietary patterns as exposures in research: A framework
for food synergy. Am. . Clin. Nutr. 2003, 78, 5085-513S. [CrossRef] [PubMed]

15. Jacques, P.F; Tucker, K.L. Are dietary patterns useful for understanding the role of diet in chronic disease?
Am. |. Clin. Nutr. 2001, 73, 1-2. [CrossRef] [PubMed]



Nutrients 2018, 10, 1905 15 0f 18

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Alles, B.; Samieri, C.; Feart, C.; Jutand, M.A.; Laurin, D.; Barberger-Gateau, P. Dietary patterns: A novel
approach to examine the link between nutrition and cognitive function in older individuals. Nutr. Res. Rev.
2012, 25, 207-222. [CrossRef] [PubMed]

De Lorgeril, M.; Renaud, S.; Mamelle, N.; Salen, P.; Martin, J.L.; Monjaud, I.; Guidollet, J.; Touboul, P.;
Delaye, J. Mediterranean alpha-linolenic acid-rich diet in secondary prevention of coronary heart disease.
Lancet 1994, 343, 1454-1459. [CrossRef]

Estruch, R.; Martinez-Gonzalez, M.A.; Corella, D.; Salas-Salvado, J.; Ruiz-Gutierrez, V.; Covas, M.L; 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]
McNaughton, S.A ; Bates, C.J.; Mishra, G.D. Diet quality is associated with all-cause mortality in adults aged
65 years and older. J. Nutr. 2012, 142, 320-325. [CrossRef] [PubMed]

Panunzio, M.F.; Caporizzi, R.; Antoniciello, A.; Cela, E.P; Ferguson, L.R.; D’Ambrosio, P. Randomized,
controlled nutrition education trial promotes a mediterranean diet and improves anthropometric, dietary,
and metabolic parameters in adults. Ann. Ig. 2011, 23, 13-25.

Trichopoulou, A, Orfanos, P; Norat, T., Bueno-de-Mesquita, B.; Ocke, M.C.; Peeters, PH.;
van der Schouw, Y.T.; Boeing, H.; Hoffmann, K.; Boffetta, P; et al. Modified mediterranean diet and survival:
Epic-elderly prospective cohort study. BMJ 2005, 330, 991. [CrossRef]

Talegawkar, S.A.; Bandinelli, S.; Bandeen-Roche, K.; Chen, P.; Milaneschi, Y.; Tanaka, T.; Semba, R.D.;
Guralnik, ].M.; Ferrucci, L. A higher adherence to a mediterranean-style diet is inversely associated with
the development of frailty in community-dwelling elderly men and women. J. Nutr. 2012, 142, 2161-2166.
[CrossRef]

Valls-Pedret, C.; Sala-Vila, A.; Serra-Mir, M.; Corella, D.; de la Torre, R.; Martinez-Gonzalez, M.A.;
Martinez-Lapiscina, E.H.; Fito, M.; Perez-Heras, A.; Salas-Salvado, ].; et al. Mediterranean diet and
age-related cognitive decline: A randomized clinical trial. JAMA Intern. Med. 2015, 175,1094-1103. [CrossRef]
[PubMed]

Sofi, F.; Cesari, F.; Abbate, R.; Gensini, G.F.; Casini, A. Adherence to mediterranean diet and health status:
Meta-analysis. BM] 2008, 337, a1344. [CrossRef] [PubMed]

De Lorgeril, M.; Salen, P. New insights into the health effects of dietary saturated and omega-6 and omega-3
polyunsaturated fatty acids. BMC Med. 2012, 10, 50. [CrossRef] [PubMed]

Martucci, M.; Ostan, R.; Biondji, F,; Bellavista, E.; Fabbri, C.; Bertarelli, C.; Salvioli, S.; Capri, M.; Franceschi, C.;
Santoro, A. Mediterranean diet and inflammaging within the hormesis paradigm. Nutr. Rev. 2017, 75,
442-455. [CrossRef] [PubMed]

Berendsen, A.M.; Santoro, A.; Pini, E.; Cevenini, E.; Ostan, R.; Pietruszka, B.; Rolf, K.; Cano, N.; Caille, A.;
Lyon-Belgy, N.; et al. Reprint of: A parallel randomized trial on the effect of a healthful diet on inflammageing
and its consequences in European elderly people: Design of the nu-age dietary intervention study.
Mech. Ageing Dev. 2014, 136-137, 14-21. [CrossRef] [PubMed]

Santoro, A.; Pini, E.; Scurti, M.; Palmas, G.; Berendsen, A.; Brzozowska, A.; Pietruszka, B.; Szczecinska, A.;
Cano, N.; Meunier, N.; et al. Combating inflammaging through a mediterranean whole diet approach:
The nu-age project’s conceptual framework and design. Mech. Ageing Dev. 2014, 136137, 3-13. [CrossRef]
[PubMed]

Miller, W.R.; Rollnick, S. Motivational Interviewing: Preparing People for Change; The Guilford Press: New York,
NY, USA, 2002.

Prochaska, J.O.; DiClemente, C.C. Transtheoretical therapy: Toward a more integrative model of change.
Psychother. Theory Res. Pract. 1982, 19, 276-288. [CrossRef]

Health Council of the Netherlands. Dietary Reference Intakes: Calcium, Vitamin D, Thiamin, Riboflavin, Niacin,
Pantothenic Acid, and Biotin; Health Council of the Netherlands: The Hague, The Netherlands, 2000; p. 180.
Health Council of the Netherlands. Towards an Adequate Intake of Vitamin D; Health Council of the Netherlands:
The Hague, The Netherlands, 2008; p. 172.

Istituto Nazionale di Ricerca per gli Alimenti e la Nutrizione. Istituto Nazionale di Ricerca per gli Alimenti e
la Nutrizione. Available online: http://www.inran.it/ (accessed on 3 August 2011).

Department of Health. Report on Health & Social Subjects 41 Dietary Reference Values for Food Energy and
Nutrients for the United Kingdom; Health Council of the Netherlands: London, UK, 1991.



Nutrients 2018, 10, 1905 16 of 18

35.

36.

37.

38.

39.

40.
41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Health Council of the Netherlands. Guidelines for a Healthy Diet 2006; Health Council of the Netherlands:
The Hague, The Netherlands, 2006.

Jarosz, M.; Bulhak-Jachymczyk, B. Normy Zywienia Czlowieka. Podstawy Prewencji Otylosci i Chorob
Niezakaznych/Nutrition Recommendations. Basis for the Prevention of Obesity and Non-Communicable Dieseases;
Wydawnictwo Lekarskie PZWL/National Food and Nutrition Institute: Warsaw, Poland, 2008.

Ministere du Travail, de 'Emploi et de la Santé, French National Nutrition and Health Program 2011-2015.
Available online: http://www.sante.gouv.fr/IMG/pdf/French_National_Nutrition_and_Health_Program_
2011-2015.pdf (accessed on 3 August 2011).

Rhee, ].].; Sampson, L.; Cho, E.; Hughes, M.D.; Hu, FE.B.; Willett, W.C. Comparison of methods to account
for implausible reporting of energy intake in epidemiologic studies. Am. |. Epidemiol. 2015, 181, 225-233.
[CrossRef]

Coulston, A.M.; Boushey, C.J. Nutrition in the Prevention and Treatment of Disease, 2nd ed.; Elsevier Academie
Press: Burlington, VT, USA, 2008.

Willett, W.C. Nutritional Epidemiology, 3rd ed.; Oxford University Press: Oxford, UK, 2013; Volume IX, p. 529.
RIVM/Voedingscentrum. Nevo-Tabel; Nederlands Voedingsstoffenbestand 2011; RIVM/Voedingscentrum:
Den Haag, The Netherlands, 2011.

Food Standards Agency. Mccance and Widdowson’s the Composition of Foods; The Royal Society of Chemistry:
Cambridge, UK, 2002.

Tabelle INRAN di Composizione degli Alimenti. Banca dati di Composizione degli Alimenti per Studi
Epidemiologici in Italia (bda). Available online: http://online.scuola.zanichelli.it/cappellivannucchi/
tabelle-inran-di-composizione-degli-alimenti/ (accessed on 3 August 2011).

Food Composition Database for Epidemiological Studies in Italy (Banca Dati di Composizione degli Alimenti
per Studi Epidemiologici in Italia-BDA). Available online: http:/ /www.bda-ieo.it/wordpress/?page_id=146
(accessed on 3 August 2011).

Kunachowicz, H.; Przygoda, B.; Nadolna, I.; Iwanow, K. Tabele Skladu i Wartosci Odzywczej Zywnosci/Food
Composition Tables; Wydawnictwo Lekarskie PZWL/National Food and Nutrition Institute: Warsaw,
Poland, 2005.

ANSES. Ciqual French Food Composition Table Version 2016; French Agency for Food Environmental and
Occupational Health Safety: Maisons-Alfort, France, 2016.

Washburn, R.A.; Smith, KW.; Jette, A.M.; Janney, C.A. The physical activity scale for the elderly (pase):
Development and evaluation. J. Clin. Epidemiol. 1993, 46, 153-162. [CrossRef]

Fried, L.P; Tangen, C.M.; Walston, J.; Newman, A.B.; Hirsch, C.; Gottdiener, J.; Seeman, T.; Tracy, R.; Kop, W.J.;
Burke, G.; et al. Frailty in older adults: Evidence for a phenotype. J. Gerontol. A Biol. Sci. Med. Sci. 2001, 56,
M146-M156. [CrossRef]

Food and Nutrition Council. Nederlandse Normen 1989/Dutch Dietary Reference Values 1989; Health Council of
the Netherlands: The Hague, The Netherlands, 1992.

Health Council of the Netherlands. Dietary Reference Intakes: Energy, Proteins, Fats and Digestible Carbohydrates;
Health Council of the Netherlands: The Hague, The Netherlands, 2001.

Health Council of the Netherlands. Dietary Reference Intakes: Vitamin B6, Folic Acid, and Vitamin B12;
Health Council of the Netherlands: The Hague, The Netherlands, 2003.

Health Council of the Netherlands. Guideline for Dietary Fiber Intake; Health Council of the Netherlands:
The Hague, The Netherlands, 2006.

AFSSA; CNERNA-CNRS. Apports Nutritionnels Conseillés pour la Population Frangaise, 3rd ed.; Tec et Doc
Lavoisier: Paris, France, 2001; p. 608.

Peregrin, T. Getting to know the modified mypyramid for older adults. J. Am. Diet. Assoc. 2008, 108, 937-938.
[CrossRef] [PubMed]

Shelnutt, K.P.; Bobroff, L.B.; Diehl, D.C. Mypyramid for older adults. J. Nutr. Educ. Behav. 2009, 41, 300-302.
[CrossRef] [PubMed]

Commission of the European Communities. Nutrient and Energy Intakes for the European Community; European
Food Safety Authority (EFSA), Scientific Committee for Food: Luxembourg, 1993.

Institute of Medicine. Dietary Reference Intakes. The Essential Guide to Nutrient Requirements; The National
Academies Press: Washington, DC, USA, 2006.



Nutrients 2018, 10, 1905 17 of 18

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

NetWISP v4.0. Tinuviel Software. Vol. 4.0. Available online: http://www.tinuvielsoftware.co.uk/
(accessed on 3 August 2011).

Wajszczyk, B.; Chwojnowska, Z.; Chabros, E.; Nasiadko, D.; Rybaczuk, M. Instrukcja Programu Dieta-5 do
Planowania i Biezqcej Oceny Zywienia Indywidualnego/Dieta-5 Manual for Planning and Dietary Assessment of
Individuals; National Food and Nutrition Institute: Warsaw, Poland, 2011.

Van Lee, L.; Geelen, A.; van Huysduynen, E.J.; de Vries, ].H.; van’t Veer, P; Feskens, E.J. The Dutch healthy
diet index (dhd-index): An instrument to measure adherence to the Dutch guidelines for a healthy diet.
Nutr. ]. 2012, 11, 49. [CrossRef] [PubMed]

Bernstein, A.; Nelson, M.E.; Tucker, K.L.; Layne, J.; Johnson, E.; Nuernberger, A.; Castaneda, C.; Judge, ].O.;
Buchner, D.; Singh, M.F. A home-based nutrition intervention to increase consumption of fruits, vegetables,
and calcium-rich foods in community dwelling elders. |. Am. Diet. Assoc. 2002, 102, 1421-1427. [CrossRef]
Zazpe, 1.; Sanchez-Tainta, A.; Estruch, R.; Lamuela-Raventos, R M.; Schroder, H.; Salas-Salvado, J.; Corella, D.;
Fiol, M.; Gomez-Gracia, E.; Aros, F; et al. A large randomized individual and group intervention conducted
by registered dietitians increased adherence to mediterranean-type diets: The predimed study. J. Am.
Diet. Assoc. 2008, 108, 1134-1144. [CrossRef] [PubMed]

Calder, P.C. Polyunsaturated fatty acids, inflammatory processes and inflammatory bowel diseases. Mol. Nutr.
Food Res. 2008, 52, 885-897. [CrossRef] [PubMed]

De Munter, ].S.; Hu, EB.; Spiegelman, D.; Franz, M.; van Dam, R.M. Whole grain, bran, and germ intake
and risk of type 2 diabetes: A prospective cohort study and systematic review. PLoS Med. 2007, 4, e261.
[CrossRef]

Mellen, P.B.; Walsh, T.E,; Herrington, D.M. Whole grain intake and cardiovascular disease: A meta-analysis.
Nutr. Metab. Cardiovasc. Dis. 2008, 18, 283-290. [CrossRef]

Gaesser, G.A. Carbohydrate quantity and quality in relation to body mass index. J. Am. Diet. Assoc. 2007,
107,1768-1780. [CrossRef]

Pan, A.; Yu, D.; Demark-Wahnefried, W.; Franco, O.H.; Lin, X. Meta-analysis of the effects of flaxseed
interventions on blood lipids. Am. J. Clin. Nutr. 2009, 90, 288-297. [CrossRef]

Maillot, M; Issa, C.; Vieux, E; Lairon, D.; Darmon, N. The shortest way to reach nutritional goals is to adopt
mediterranean food choices: Evidence from computer-generated personalized diets. Am. J. Clin. Nutr. 2011,
94, 1127-1137. [CrossRef] [PubMed]

Wibisono, C.; Probst, Y.; Neale, E.; Tapsell, L. Impact of food supplementation on weight loss in
randomised-controlled dietary intervention trials: A systematic review and meta-analysis. Br. ]. Nutr.
2016, 115, 1406-1414. [CrossRef] [PubMed]

Lara, J.; Evans, E.H.; O’'Brien, N.; Moynihan, P.J.; Meyer, T.D.; Adamson, A.].; Errington, L.; Sniehotta, EF.;
White, M.; Mathers, J.C. Association of behaviour change techniques with effectiveness of dietary
interventions among adults of retirement age: A systematic review and meta-analysis of randomised
controlled trials. BMC Med. 2014, 12, 177. [CrossRef] [PubMed]

Martinez-Gonzalez, M.A; Corella, D.; Salas-Salvado, J.; Ros, E.; Covas, M.L; Fiol, M.; Warnberg, J.; Aros, F.;
Ruiz-Gutierrez, V.; Lamuela-Raventos, R.M.; et al. Cohort profile: Design and methods of the predimed
study. Int. |. Epidemiol. 2010, 41, 377-385. [CrossRef] [PubMed]

Troyer, J.L.; Racine, E.F.; Ngugi, G.W.; McAuley, W.J. The effect of home-delivered dietary approach to stop
hypertension (dash) meals on the diets of older adults with cardiovascular disease. Am. J. Clin. Nutr. 2010,
91,1204-1212. [CrossRef] [PubMed]

Ostan, R.; Guidarelli, G.; Giampieri, E.; Lanzarini, C.; Berendsen, A.A.M.; Januszko, O.; Jennings, A.; Lyon, N.;
Caumon, E,; Gillings, R.; et al. Cross-Sectional Analysis of the Correlation Between Daily Nutrient Intake
Assessed by 7-Day Food Records and Biomarkers of Dietary Intake Among Participants of the NU-AGE
Study. Front. Physiol. 2018. [CrossRef] [PubMed]

Institute of Medicine. Dietary Reference Intakes for Calcium and Vitamin D; The National Academies Press:
Washington, DC, USA, 2011.

Bowman, G.L.; Shannon, J.; Ho, E.; Traber, M.G; Frei, B.; Oken, B.S.; Kaye, ].A.; Quinn, J.F. Reliability and
validity of food frequency questionnaire and nutrient biomarkers in elders with and without mild cognitive
impairment. Alzheimer Dis. Assoc. Disord. 2011, 25, 49-57. [CrossRef] [PubMed]



Nutrients 2018, 10, 1905 18 of 18

76.

77.

78.

79.

Santoro, A.; Bazzocchi, A.; Guidarelli, G.; Ostan, R.; Giampieri, E.; Mercatelli, D.; Scurti, M.; Berendsen, A.;
Surala, O.; Jennings, A.; et al. A cross-sectional analysis of body composition among healthy elderly from
the European NU-AGE study: sex and country specific features. Front. Physiol. 2018, 9, 1693. [CrossRef]
Jeruszka-Bielak, M.; Kollajtis-Dolowy, A.; Santoro, A.; Ostan, R.; Berendsen, A.A.M.; Jennings, A.;
Meunier, N.; Marseglia, A.; Caumon, E.; Gillings, R.; et al. Are Nutrition-Related Knowledge and Attitudes
Reflected in Lifestyle and Health Among Elderly People? A Study Across Five European Countries.
Front. Physiol. 2018. [CrossRef]

Jennings, A.; Cashman, K.D.; Gillings, R.; Cassidy, A.; Tang, ].; Fraser, W.; Dowling, K.G.; Hull, G.L.J.;
Berendsen, A.A.M.; de Groot, L.C.P.G.M,; et al. A Mediterranean-like dietary pattern with vitamin D3
(10 pg/d) supplements reduced the rate of bone loss in older Europeans with osteoporosis at baseline:
results of a 1-y randomized controlled trial. Am. J. Clin. Nutr. 2018. [CrossRef]

Marseglia, A.; Xu, W.; Fratiglioni, L.; Fabbri, C.; Berendsen, A.A.M.; Bialecka-Debek, A.; Jennings, A.;
Gillings, R.; Meunier, N.; Caumon, E.; et al. Effect of the NU-AGE Diet on Cognitive Functioning in Older
Adults: A Randomized Controlled Trial. Front. Physiol. 2018. [CrossRef] [PubMed]

@ © 2018 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/).



