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Figure 13.2 Classification of epidemiological designs.
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Am J Clin Nutr 2003;78(suppl):5595-69S

TABLE 5
Summary results of the meta-analyses on fruit and vegetables and the risk
of some cancers in case-control and cohort studies’

Vegetables Fruit

Case-control ~ Cohort ~ Case-control ~ Cohort

Mouth and pharynx NS ? b 2?
Larynx NS ? J ?
Esophagus { ? J ?
Breast l NS NS NS
Lung l NS 1 l
Bladder NS NS J L
Stomach l NS d NS
Colorectum 1 NS J NS

1L, significant protective effect; NS, nonsignificant protective effect.

Pooling Project: F&V & Colon cancer
J Natl Cancer Inst2007;99:1471
n =756.217
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Meta-analysis: 16 cohorts
Int J Cancer 2009;125:171-180
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Dietary fibre In food and protection against colorectal cancer In
the European Prospective Investigation into Cancer and

Nutrition (EPIC): an observational study
Lancet 2003; 361: 1496-501
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Figure 1: Relative risk for colorectal cancer according to
dietary fibre intake

Calculated from Cox's regression using age. weight. height. sex, non-fat
energy, energy from fat. Original estimates are calculated from the hazard
ratio® for each quintile increase in energy adjusted fibre (table 3).

Oral cavity-pharynx, larynx & esophagus:
EPIC

Cancer Causes Control 2006;17:957-69
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Fig. 1 Estimuted relative risk of squamous cell cancer (SCC) for
intake of total fruits (resincted cubie spline and lincar risk

functions)
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OR of a 1st Myocardial infarction
Eurapean Journal o Clincal Nutrition (2002) 56, 715722 ®
© 2002 Nature Publshing Group Al ights reseved  0954-3007/02 $25.00
st cmign 1,2
=
ORIGINAL COMMUNICATION g !
S 0,8
o 0
Role of fibre and fruit in the Mediterranean diet to 2 0,6
protect against myocardial infarction: a case—control S 04
. . =
study in Spain T 02
MA Martinez-Gonzilez'*, E Fernandez-Jarne'?, E Martinez-Losa'*, M Prado-Santamaria'*, 0
las-Brufau’-* and M Sers inez'”
N Quintile of Fruit Consumption
Department of Epidemniology and Public Health, University of Navarre, Pamplona, Spain; “Department of Cardiology, University
Clinic of Navarte, Navarre, Spain; and *Navarré Primary Care Health Services, Navarre, Spain
Eur J Clin Nutr 2002;56:715-22
Eur J Clin Nutr 2002;56:715-22 Age-, gender- and hospital-matched odds ratios, adjusted for smoking, body

mass index, hypertension, high blood cholesterol, diabetes, leisure-time
physical activity, marital status, occupation, educational level, ethanol, SFA,
trans-fat, glycaemic load, folic acid, and olive oil intake.

RR for Ischemic Stroke
RR for CHD (84,251 women, follow-up:14 yr & 42,148 men, follow-up:8yr) 75,596 women, follow-up:14 yr
: ' ks JAMA 1999;282:1233
5 38,683 men, follow-up: 8yr ’ .
R T 2T o e e s e
11
1,1
S 17 5 & T 4 T 4 4 4
3 3 1 t t t t 1
g z S g
209 < =00 d
Fos ;5 : 0,87 g
0,7 0,77
0,6 0,6 6]
Q1 Q2 Q3 Q4 Qs Q1 Q2 Q3 Q4 Q5
Quintile of Fruit Quintile of Vegetable 057 05"
Q1 @ Q03 o G5 Q1 @ Q03 o4 @5
Ann Intern Med 2001;134:1106-14 All fruits All vegetables
Adjusted for age, smoking, alcohol intake, family history of myocardial infarction, Adjusted for age, smoking, alcohol, family history of myocardial infarction, BMI,
body mass |nde_x, vitamin supplement use, vitamin E use, ph_ysncal activity, aspirin vitamin supplement use, vitamin E use, physical activity, aspirin use,
use, hyper hy per , total daily caloric intake, and hyper ion and hyperchol ia, total energy intake, and among women,
postmenopausal hormone use (among women). postmenopausal hormone use.
Women: 580 404 person-years of follow-up and 1127 cases. Women: 581 118 person-years of follow-up and 366 cases.
Men: 164 450 person-years of follow-up and 1063 cases. Men: 166 566 person-years of follow-up and 204 cases.

imal Diets for Prevention

IAssociations between dietary methods and
Coronary Heart Disease

biomarkers, and between fruits and vegetables
and risk of ischaemic heart disease, in the :
EPIC Norfolk Cohort Study

JAMA 2002;288:2569

heila Binghan, >+ Robert Luben, Allsa Welh” Yen Ling Low. Koy Tee Khaw,’
Nick Wareham™* and Nick Day"

Figure 4. Prospective Cohort Studies of

T Cardiovascular Disease and Consumption of
2 09 Nuts, Fruits and Vegetables, or Whole Grains
E
.t% Bazzanoetal ——
s o Ptrend 0.001 Liu et als
g \P trend 0.001 Joshipura et al'o?
x 0.6 Liu et al==
Joshipura et al!®=
o= Gaziano et ales
[——Plasma Vitamin C _—a— Diary Fruitand Vegetables ---4--- FFQ Fruit and Vegetables| Gillman et al'o
Knekt et ali®”
Figure 1 Plasma vitamin C and fruit and vegetable

intake from different methods and risk of developing THD
in 678 cases in EPIC Norfolk Cohort of 11 134 free of
CHD at baseline. HR per quintile are shown
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Fruits, Vegetables & Stroke
Knekt et al. Br J Nutr 2009. 24-
y follow-up, 625 cases

Vegetables
without potatoes

Vegetables, p

1,5

R T e ——————————————
w,

[}

)

=

w

&

& 0,75+

Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

i
[

Q1 Q2 Q3 Q4

COHORT PROFILE
Cohort profile: The "Seguimiento Universidad
de Navarra® (SUN) study |, Epidemiol 2006;35:1417.

sewie. Zemakda Vizquer. Jokin de irala

Miguicl A M

Public Health Nutrition: 9(14), 127-131 DOI: 10.1079/ PHN2005935

The SUN cohort study (Seguimiento University of Navarra)

Miguel Angel Martinez-Gonzélez*
Department of Preventive Medicine and Public Health, Faculiad de Medicina, Clinica Universitaria, Universidad de
Navara, Irunlarrea 1, 31080 Pamplona, Spain

Public Health Nutr 2006:9:127
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Mediterranean diet and the incidence
of cardiovascular disease: A Spanish cohort

{ My Universidad

e Navarra
M.A. Martinez-Gonzalez >*, M. Garcia-Lépez **°, M. Bes-Rastrollo ®,
E. Toledo *<, E.H. Martinez-Lapiscina ¢, M. Delgado-Rodriguez ©,
[ Z.Vazquez?, S. Benito ?, J.J. Beunza?®

Nutr Metab Cardiovasc Dis. 2010 Jan 20. [Epub ahead of print]
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GISSI-Prevenzione study
(Lancet ;370:667-75)
S-item score (0-3 points

8 291 survivors of AMI v o
for each) IlII

Simple questionnaire
i G 1

| 9 gty W
| m oten

Sometman

o

o
P s

Score: O to 15

Mean follow-up: 3.2 yr
998 participants
developed new-onset
diabetes
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Adherence to Mediterranean diet and risk of developing
diabetes: prospective cohort study

ABSTRACT
Objective To assess the relation between adherence to a
Mediteranean diet and the incidence of diabetes among
initially healthy participants.

BMJ 2008;336:1348-51

Millions of cases of diabetes
in 2000 and Projections for 2030
(N Engl J Med 2007;356:214)

LT -

7 Carbbasn

GISSI-Prevenzione study
(Lancet ;370:667-75)

o o o
o =

Relative Risk (95% CI)

S
»

8 9to 10 11to 15
Adherence to the Mediterranean Food Pattern (Score: 0 to 15)
*Adjusted for age, sex, smoking, time from AMI to enrolment, treatment assignment, BMI,

physical activity, stress testing, NYHA class, angina class, history of hypertension, another
prior AMI, use of medication, consumption of cheese, wine and coffee.
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MeDiet (Trichopoulou score) <3 3-6 >6
n 2258 9657 1549
% Male 40 39 45
Age 34 38 43
BMI 23.0 23.5 23.8
% Family history of diabetes 12 14 17
% history hypertension 6 9 14
% Current or ex-smoker 44 51 58
Total energy intake (kcal/d) 2286 2586 2783
Physical activity (METS-h/wk) 24 29 36




Universidad .
de Navarra Www. unav.es/preventiva

Mediterranean Food Pattern I
and diabetes: The SUN Project

<3 3to6 >6
(n=2253) (n=9604) (n=1523)

Adherence to MeDiet (Trichopoulou score)
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Mediterranean Food Pattern
and diabetes: The SUN Project

Total e (g/d)
Olive oil (g/d)

Meats (g/d)

900
FRUITS (x3.2)
800 1« vegetabl (x2.5)
700 |= cereaks (x1.9)
4 600
<3 3to6 >6 = 500
(n=2253) (n=9604) (n=1523) 3
" 5 400
Adherence to MeDiet (Trichopoulou score) = aw
200
100

’ < 306 _
Adherence MeDiet
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Mediterranean Food Pattern
and diabetes: The SUN Project

MeDiet score
Total fibre (g/d)
Olive oil (g/d)

Meats (g/d)

<3 3to6 >6
(n = 2253) (n=9604) (n=1523)

Adherence to MeDiet (Trichopoulou score)
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Mediterranean Food Pattern
and diabetes: The SUN Project

MeDiet score

<3 3to6 >6
(n = 2253) (n=9604) (n=1523)

Incidence rate ratio*  Multivariate adjusted

Adherence to MeDiet (Trichopoulou score) [ auAAE SR
Low (score 0-2) 1 reference) 1 (reference)
Moderate (score 3-6) 0.41 (0.19 to 0.87) 0.40 (0.18 t0 0.90)
High (score 7-9) 0.17 (0.04 to 0.75) 0.17 (0.04 t0 0.72)

Intake of Fruit, Vegetables, and Frui
Juices and Risk of Diabetes in Women

Diabetes Care
2008;31:1311-7

LyDiA A, BAZZANO, wp, pip"
Tricia Y. Li, Mp, M5~

n = 71346, follow-up = 18-yr, events=4529

7 3
KAMUDI J. JOSHIPURA, BDS. M. SCD
Frank B. Hu, mo, pin®
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p for trend < 0.001
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Quintiles of vegetable consumption

adjusted for age, BMI, physical activity, family history of diabetes, postmenopausal
hormone use, alcohol use, smoking, and total energy intake.

FRUIT JUICE INTAKE & DIABETES RISK- NURSES HEALTH
STUDY. Bazzano et al. Diabetes Care July 2008
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Plasma Vitamin C Level, Fruit and Vegetable
Consumption, and the Risk of New-Onset Arch Intern Med
Type 2 Diabetes Mellitus 2008;168:1493-9 La frut y la verdura
The European Prospective Investigation of Cancer-Norfolk Prospective sud 12-Y¥ fOllOW-UpP
Anne-Helen Harding, PhD: Nicholas . Wareham, FRCP, PhD: Sheila A Bingham, PhD: KayTee Khavs, FRCP; 735 events
Robert Luben. BSc: Ailsa Welch. PhD: Nita G. Forouhi. FFPH. PhD s
Introduccion
b g s ST SO e Cohortes y metaanalisis
‘ s :: ISP _ Cancer
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X K C ) -

% WO s ; ; | E(.;V(CI yACV)

F N = v — Diabetes
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2 S nsayos

s =~ S o

Zu \‘ﬂ\\ ] 2 - Supplementos?
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Figure. Odds ratio of diabetes mellitus by quintiles of plasma vitamin C level

and fruit and vegetable intake, adjusted for age and sex: European
Prospective Investigation of Cancer-Norfolk study. For plasma vitamin C
analysis, the sample size was 19.246. For fruit and vegetable analysis, the
sample size was 21831, Error bars indicate 95% confidence intervals.
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Mortality in Randomized Trials

7y Dpartment of ealthand Human Services
[
L National nsttutes of Heath

of Antioxidant Supplements for g SEEE T 4 S
. . > - P .
Primary and Secondary Prevention WOMEN’S HE o Www.nhlbi.nih/whi
Systematic Review and Meta-analysis
Data Synthesis When all low- and high-bias risk trials of antioxidant supplements WOMEN HEALTH INITIATIVE DIETARY MODIFICATION TRIAL

48 835 WOMEN (3455 events): 8,1-yr follow-up

ere pooled together there was no significant effect on mortality (RR, 1.02; 95% Cl,
LOW-FAT DIET APPROACH

0.98-1.06). Multivariate meta-regression analyses showed that low-bias risk trials (RR,
1.16;95% Cl, 1.05-1.29) and selenium (RR, 0.998; 95% Cl, 0.997-0.9995) were sig-
nificantly associated with mortality. In 47 low-bias trials with 180 938 participants, the
antioxidant supplements significantly increased mortality (RR, 1.05; 95% Cl, 1.02-
1.08). In low-bias risk trials, after exclusion of selenium trials, beta carotene (RR, 1.07;
95% Cl, 1.02-1.11), vitamin A (RR, 1.16; 95% Cl, 1.10-1.24), and vitamin E (RR, 1.04;
95% Cl, 1.01-1.07), singly or combined, significantly increased mortality. Vitamin C

Total Fat SFA MUFA PUFA

Relative Reduction (%)

-15
land selenium had no significant effect on mortality. 20
[Conclusions Treatment with beta carotene, vitamin A, and vitamin E may increase PY, 0 o o
mortality. The potential roles of vitamin C and selenium on mortality need further study. " 38% to 13% to 14% to 8% to
3 24% 8% 9% 5%
AMA. 2007,;297:842-857 www.jama.com
JAMA 2006;295;655
WOMEN HEALTH INITIATIVE DIETARY MODIFICATION TRIAL Low-Fat Dietary Pattern
48 835 WOMEN (3455 events): 8,1-yr follow-up and Risk of Colorectal Cancer
LOW-FAT DIET APPROACH The Women's Health Initiative Randomized Controlled
Dietary Modification Trial JAMA 2006;295:643-654
1,8 T
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PREDIMED

www.predimed.es

PREDIMED Participants

. ROUP n | ~PY
Navarra | 1055 5470
Valencia | 1042 3830
i _ Reus 870 3680
e Mallorca 594 2460
= Malaga 540 2400
elona-1- R Barcelona 1 667 2400
a Sevilla 659 2220
oria- F A Vitoria 641 2210
Barcelona 0 Barcelona 2 570 2060
el Las Palmas 356 690
g Barcelona 3 238 490

Total 7232| 27,910
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Prediined

Prevencion con Dieta Mediterrénea

ED TRIAL: DESIGN 07007
1 Men: 5§5-80 yr
- Women: 60-80 yr
O High CV risk without CVD
type 2 diabetics
3+ risk factors

o Random

A
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Mediet + Mediet +
Virgin Olive oil Huits

Fondo Europeo de Desarrollo Regional

Pt & MINSTERIO
% DECIENCA
ZUZ emnovacion Una manera de hacer Europa

Precﬁrn ed

Prevencion con Dieta Mediterrdnea

PREDIMED Participants

Mediet + VOO | MeDiet + Nuts
(n= 2487) (n=2396)
67 (6)

Control

Diabetes (%)
Hypertension (%)
Current smokers (%)
High cholest. (%) 73

BMI (SD) 30 (4) 30 (4)
Waist (SD) 100 (10)

MeDit 0-14 p (SD) 8.7 (2)

Predimed.org (www.predimed.es)

Annals of Internal Medicine ~Ann Intern Med 2006;145:1-11

Effects of a Mediterranean-Style Diet on Cardiovascular Risk Factors
A Randomized Trial
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Predimed: Sources of fibre
(cumulative % explained)
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Intervention Conducted by Registered Dietitians
Increased Adherence to Mediterranean-Type
Diets: The PREDIMED Study
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* F{ ca.laringe, oroesofagico y pulmén (?)
* F&V:ll ECVydiabetes

* F>V | ECV-diabetes (?)

* Necesidad ensayos aleatorizados
- Fundamento: patrén, no suplementos
— El enfoque “Low-fat” es equivocado
— Lo ideal: cohortes + ensayos
— Espafia: EPIC + SUN + PREDIMED
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