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Aims A higher intake of fruits and vegetables has been associated with a lower risk of ischaemic heart disease (IHD), but
there is some uncertainty about the interpretation of this association. The objective was to assess the relation
between fruit and vegetable intake and risk of mortality from IHD in the European Prospective Investigation into
Cancer and Nutrition (EPIC)-Heart study.
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Methods
and results

After an average of 8.4 years of follow-up, there were 1636 deaths from IHD among 313 074 men and women
without previous myocardial infarction or stroke from eight European countries. Participants consuming at least

eight portions (80 g each) of fruits and vegetables a day had a 22% lower risk of fatal IHD [relative risk
(RR) = 0.78, 95% confidence interval (Cl): 0.65—0.95] compared with those consuming fewer than three portions
a day. After calibration of fruit and vegetable intake to account for differences in dietary assessment between the

participating centres, a one portion (80 g) increment in fruit and vegetable intake was associated with a 4% lower
risk of fatal IHD (RR = 0.96, 95% Cl: 0.92—-1.00, P for trend = 0.033).

reported total energy intake to energy requirement (to minimize the

Conclusion Results from this large observational study suggest that a higher intake of fruits and vegetables is associated with a
reduced risk of IHD mortality. Whether this association is causal and, if so, the biological mechanism(s) by which
fruits and vegetables operate to lower IHD risks remains unclear.

Keywords Fruits e Vegetables o Coronary disease e Prospective cohort studies

Introduction

Results from observational studies have suggested that a high fruit
and vegetable intake reduces the risk of coronary heart disease
(CHD)."™ In 2003, the World Health Organization (WHO) con-
cluded that there was convincing evidence that fruits and veg-
etables lower the risk of CHD and recommended an intake of
400—500 g/day—equivalent to five or six portions of about 80 g
each.® Since then, the results from separate meta-analyses have
shown that a higher intake of fruits and vegetables was associated
with lower risks of CHD,” ™" but the presence of considerable
between-study heterogeneity has led to uncertainty in the
interpretation of this association. "

For developing effective public health strategies, it is essential to
clarify the possible relation between fruit and vegetable consump-
tion with CHD mortality, so that dietary advice and government
policies can target the most important factors for reducing the
rate of this major cause of death. In this paper, findings on the
relation between fruits and vegetables and risk of mortality from
ischaemic heart disease (IHD) are reported using data from the
European Prospective Investigation into Cancer and Nutrition
(EPIC)-Heart study.

Methods

Study participants

The methods of the EPIC study'? and EPIC-Heart component'® have
been described previously. Briefly, 519 978 men and women were
recruited by 23 collaborating centres in 10 European countries
(Denmark, France, Germany, Greece, Italy, the Netherlands,
Norway, Spain, Sweden, and the UK) between 1992 and 2000. Partici-
pants completed questionnaires on their diet, lifestyle, and medical
history, and data were centralized at the International Agency for
Research on Cancer (IARC) in Lyon, France. This study complies
with the Declaration of Helsinki; ethical review boards of IARC and
all local institutions where participants had been recruited gave
approval for the study, and all participants gave written informed
consent.

IHD mortality data were available for 501089 participants after
excluding participants who had missing non-dietary or dietary data,
were in the lowest or highest 1% of the distribution of the ratio of

number of extreme under- or over-reporters), or had no follow-up.
From the 501089 participants, the French and Norwegian cohorts
were excluded due to a small number of IHD deaths at the end of
the available follow-up period (n= 33 and n =13, resulting in 68
042 and 36453 exclusions, respectively). To restrict the analysis to
middle-aged people, participants were excluded if they were younger
than 40 or 85 years or over at recruitment (n = 57 463). Participants
with unknown smoking status (n = 7749), those who had a self-
reported history of myocardial infarction (MI) or stroke at recruitment
(n=9727), and participants who did not answer either or both of the
questions on prior Ml or stroke (n = 8467) were also excluded, with
the exception of participants recruited in Umea (Sweden) who were
part of a population-based intervention programme on the primary
prevention of cardiovascular disease (CVD) and had no history of Ml
or stroke at baseline. Finally, 114 participants with erroneous data
were excluded leaving a total of 313074 participants, comprising
121593 men and 191481 women, the greater number of women
partly reflecting the fact that some study centres (Naples in Italy and
Utrecht in the Netherlands) recruited women only.

Baseline dietary and lifestyle questionnaires

Dietary intake during the year before enrolment was measured by
country-specific food questionnaires, which have been described else-
where."” In order to improve the comparability of dietary data across
the participating centres, dietary intakes from the questionnaires were
calibrated using a 24 h diet recall method common to all centres; these
data were collected from an 8% stratified random sample of the whole
EPIC cohort and were available for 26 475 men and women in the
current analysis. For the countries included in this analysis, the
second dietary measurement was administered via a face-to-face inter-
view using a computerized 24 h diet recall method."™"> The groupings
for vegetables and fruits were based on the food classification used for
EPIC that has been described elsewhere'® and was updated in January
2009. The grouping for vegetables did not include potatoes or dried
beans due to the different carbohydrate and energy compositions of
these plant foods. In accordance with the popular perception, the
grouping for total fruit included fresh fruit only; nuts and seeds,
mixed fruits (comprising partly fresh and partly canned fruits), and
olives were not included.

Assessments of the non-dietary variables were based on answers in
the baseline questionnaire and categorized into the following groups:
smoking (never, former, current <10 or unknown number of ciga-
rettes per day, current 10—-19 cigarettes per day, current >20
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cigarettes per day), alcohol intake (<1, 1-7, 8—19, >20 g/day), phys-
ical activity (based on quartiles of the combined occupational physical
activity and cycling/other physical exercise and characterized as inac-
tive, moderately inactive, moderately active, active, unknown),”
marital status (married/cohabiting or not married/cohabiting,
unknown), highest education level (some secondary school, higher sec-
ondary/technical school, university degree, unknown), current employ-
ment (yes, no, unknown), hypertension (yes, no, unknown), angina
pectoris (yes, no, unknown), and diabetes mellitus (yes, no,
unknown). In most centres, height and weight were measured accord-
ing to standard techniques except for the ‘health-conscious’ partici-
pants who were recruited by postal methods in the Oxford (UK)
centre and self-reported their height and weight'® from which body
mass index [BMI; weight (kg)/height (m?)] was calculated (<20, 20—
224, 22.5-249, 25-274, 27.5-299, 30-324, 32.5-349, and
>35 kg/m? and unknown). Not all centres had asked questions per-
taining to the presence of certain IHD risk factors in the central data-
base; for example, there was no information on history of
hypertension for participants in Utrecht (the Netherlands) and
Malmé (Sweden), nor was any information collected on the presence
of angina in Heidelberg (Germany) or in the centres in the Nether-
lands or Sweden. The majority of the participants in this analysis had
systolic (n = 249 664) and diastolic (n = 249 659) blood pressures
measured at recruitment.'® Missing values were assigned to separate
strata for each variable where applicable, as listed earlier.

Case ascertainment

Information on vital status was collected from mortality registries at
the regional or national level in most centres except in Germany
and Greece where vital status was ascertained by active follow-up of
study participants and next-of-kin. IHD as the cause of death was
defined as codes 410—414 of the International Classification of Dis-
eases Ninth Edition (ICD-9) and codes 120—125 of the Tenth Edition
(ICD-10). The last year of record linkage varied between centres
and ranged between 2003 and 2006.

Statistical analysis

Follow-up was analysed from recruitment until the date of death from
IHD or censoring at the date of death from other causes, emigration,
other loss to follow-up, or the date at which follow-up was considered
complete in each centre. Hazard ratios as estimates of the relative risks
(RRs) for death from IHD and 95% confidence intervals (95% Cls)
were calculated using Cox proportional hazards regression using age
as the underlying time variable. All analyses are stratified by sex and
centre and adjusted for smoking, alcohol intake, BMI, physical activity,
marital status, highest education level, current employment, hyperten-
sion, angina pectoris, diabetes mellitus, and total energy intake (kcal/
day) (base model). Analyses were repeated further adjusting for
cereal fibre (g/day) and saturated fat intake (% of total energy).

The dietary factors examined in this study were total intake of fruits,
total intake of vegetables, and total intake of fruits and vegetables com-
bined. Fruit and vegetable intake was calculated in grams/day and
divided by 80 to create an estimate of the number of standard portions
of fruits and vegetables consumed per day, which were analysed as a
categorical variable (<3, 3—4, 5—7, >8 servings per day) and as a con-
tinuous variable. To account for systematic and random errors in the
measurement of dietary intakes between the centres, the dietary data
were calibrated using a multivariable linear calibration model in which
fruit and vegetable intakes obtained from the 24 h recall were
regressed on that from the main dietary questionnaire for the cali-
bration study participants (see Ferrari et al.’® for more details). The

calibration model was used to compute individual predicted values
for fruit and vegetable intake separately and combined. Cox regression
models were run by using the predicted (calibrated) values of fruit and
vegetable intake on a continuous scale. The association between fruit
and vegetable intake and the RR of IHD mortality was also investigated
after excluding the entire first 2 years of follow-up (271 IHD deaths
excluded).

Heterogeneity in the association between the calibrated intake of
fruits and vegetables and the RR of fatal IHD by sex, age (<60 and
>60 years), smoking status (never, past, current), and country was
assessed by adding appropriate interaction terms to the regression
models and testing for statistical significance using a likelihood ratio
test. All analyses were performed using Stata version 9.0 (Stata Cor-
poration, College Station, TX, USA), all tests of significance were two-
sided, and a P-value less than 0.05 was considered statistically
significant.

Results

After an average of 8.4 years of follow-up (SD 2.1 years, range 3
days to 13.2 years; 2639 257 person-years in total), there were
1636 deaths from IHD among the 313 074 participants included
in this analysis. The numbers of participants, person-years of
follow-up, and IHD deaths according to sex and country are
shown in Table 1. For both men and women, the mean age at
recruitment was 54 years, and the mean calibrated intake of
fruits and vegetables was almost 5 servings per day (median
4.6 and inter-quartile range 3.4-5.9 servings per day), but only
three (Greece, ltaly, and Spain) of the eight countries had a
mean intake greater than 5 servings per day. The mean calibrated
intakes were lowest among men and women from Sweden (2.9
and 3.5 servings per day, respectively) and highest among partici-
pants in the Italian and Spanish cohorts (greater than 6 servings
per day).

The results in Table 2 show the associations between total fruit
and vegetable consumption, as estimated from the dietary ques-
tionnaires, and a range of the participant baseline characteristics.
Participants consuming the greatest quantity of fruits and veg-
etables (at least 8 servings per day) were slightly older, had a
higher BMI and a greater intake of total energy but had lower sys-
tolic and diastolic blood pressures and a lower consumption of
alcohol, cereal fibre, and saturated fat compared with those con-
suming fewer than 3 servings per day. Across the categories of
increasing fruit and vegetable intake, the proportion of participants
who were never smokers increased considerably and the pro-
portion who smoked more than 10 cigarettes per day decreased
by more than half. A lower proportion of participants who con-
sumed at least eight portions of fruits and vegetables per day
reported being moderately active or active and had self-reported
angina or hypertension, whereas a higher proportion were
married or cohabiting and had self-reported diabetes at recruit-
ment compared with those consuming fewer than 3 servings of
fruits and vegetables per day.

The association between fruit and vegetable intake and the RR
of fatal IHD for all participants is shown in Table 3. In the base
model, there was a significant association between fruit and veg-
etable intake and risk of fatal IHD; participants consuming at
least eight portions of fruits and vegetables a day had a 22%
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Characteristics of participants by country in the European Prospective Investigation into Cancer and Nutrition-Heart study

Table |

Fruit and vegetable
intake (portions/

day)?

Age at recruitment

(years)

Number of IHD

deaths

Person-years

Follow-up time

(years)

Cohort numbers

Women

Men

Women

Men

Men Women

Women

Men

Women

en

Women M

en

Country M

42

35
43

56.2

56.0

25

106

163 868
193 462

87913
248 825

141692
174917

5.8
8.3

5.7
83

28281
23217
12022
27 685
22163
20 106
24165
33842
191481

24778
21116

Denmark

4.9

51.8

52.0

29
68
19
59
24
96
167
487

136

Germany

54
6.3

6.4
7.5

56.8

56.2

107

54583
105 184

7.3

71

7737
12653

Greece

51.8

50.8

39
47
98
287
329
1149

9.0
9.4

10.1

8.3

Italy

4.0

3.6
7.1

549

50.0

208 899

57 636
154959
159758
155327

1004056

9.9
0.5

9.1

5830
14727
17 487
17 265

121593

The Netherlands

Spain

6.7
35

4.8

50.6

50.5

202 886

1

2.9

542

544

220999

9.1

Sweden
UK

4.1

549

56.9

308 348
1635201

9.1

9.0
83

4.9

47

53.8

53.7

8.5

Overall

Values are reported as means, except where indicated otherwise.

IHD, ischaemic heart disease.

?Intake calculated from the calibrated dietary information.

lower RR of fatal IHD (RR = 0.78, 95% CI: 0.65—-0.95) compared
with those consuming fewer than three portions a day. Adjusting
for the intake of saturated fat and cereal fibre lead to a very
small change in this risk (RR = 0.76, 95% ClI: 0.62—-0.93). Each
portion of fruits and vegetables (80 g) consumed per day (uncali-
brated) was associated with an RR of fatal IHD of 0.97 (95% Cl:
0.95-0.99), and after accounting for both systematic and random
measurement errors in dietary assessment using regression cali-
bration, a one portion increment in fruit and vegetable intake
was associated with a 4% lower risk of IHD mortality (RR =
0.96, 95% Cl: 0.92—1.00). After adjusting for cereal fibre and satu-
rated fat intake, each portion increase in fruit and vegetable intake
was associated with a 5% reduction in the risk of fatal IHD (RR =
0.95, 95% Cl: 0.91-0.99). In analyses examining the calibrated
intake of fruits and vegetables separately, there were non-
significant inverse associations with the RR of IHD mortality
(RR=0.96, 95% CI: 0.91-1.00, P for trend = 0.071 and RR =
0.90, 95% CI: 0.79—-1.02, P for trend = 0.098, respectively). Adjust-
ing for cereal fibre and saturated fat intake led to small changes in
these RRs, and the inverse association between fruit intake and
IHD mortality became statistically significant (RR = 0.95, 95% Cl:
0.91-1.00, P for trend = 0.047).

After omitting the first 2 years of follow-up, the RR of fatal IHD
(using the base model) was 0.94 (95% CI: 0.90-0.99) for each
portion of fruits and vegetables consumed (calibrated intake,
data not shown). The association between fruit and vegetable
intake and risk of fatal IHD was also examined among participants
who had a measurement of systolic blood pressure (n = 249 664);
a one portion increase in the calibrated intake of fruits and veg-
etables was associated with a reduction in the risk of fatal IHD
of 4% (using the base model without adjusting for hypertension),
but this was not statistically significant (RR = 0.96, 95% CI:
0.91-1.01). Adjusting for systolic blood pressure made very little
difference to the association between fruit and vegetable intake
and the risk of fatal IHD (RR =0.97, 95% Cl: 0.92—1.02, data
not shown).

Results in Table 4 show significant heterogeneity in the associ-
ation of combined fruit and vegetable intake with the RR of IHD
death by sex (P for heterogeneity = 0.007); each 80 g increase in
intake was associated with a significant reduction in the risk of
IHD mortality of 15% for women (RR = 0.85, 95% CI: 0.77—
0.94), but the RR reduction for men was smaller (2%) and not stat-
istically significant (RR = 0.98, 95% Cl: 0.94—1.02). There was no
significant heterogeneity in the association between the calibrated
intake of fruits and vegetables and the RR of IHD mortality by age
(P = 0.481), smoking (P = 0.264), or country (P = 0.097).

Discussion

The results from this study involving over 300 000 participants with
1636 IHD deaths have shown that each portion increment in the
consumption of fruits and vegetables was associated with a 4%
lower risk of dying from IHD after controlling for established
risk factors and 5% lower risk after the additional adjustment for
other dietary variables hypothesized to be related to the risk of
IHD. Excluding participants who died from IHD in the first
2 years of follow-up did not alter the association between fruit
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Table 2 Selected baseline characteristics by category of fruit and vegetable consumption

Number of Whole Males
observations® cohort

Characteristic

5.0 (34)

Fruits and vegetables 313074 54 (34)
(portions/day)®
Number of participants 313074 313074 121593
Number of IHD deaths 1636 1636 1149
Age (years) 313074 53.8 (8.0)
Body mass index (kg/m?) 311558 26.4 (4.2)
Systolic blood pressure 249 664 133.8 (19.7)
(mmHg)
Diastolic blood pressure 249 659 82.3 (10.7)
(mmHg)
Total energy (kcal/day) 313074 2098 (626)
Alcohol (g/day) 313074 134 (18.6)
Cereal fibre intake (g/day) 313074 9.1 (5.1)
Saturated fat intake 313074 132 (3.3)
(% total energy)
Smoking status 313074
Never smoker (%) 146 251 46.7 31.7
Former smoker (%) 91378 29.2 384
Current smoker <10 25157 8.0 10.6
cigarettes/day (%)
Current smoker 10-19 24626 79 74
cigarettes/day (%)
Current smoker >20 25662 8.2 1.9
cigarettes/day (%)
Moderately active or active 291713 42.6 49.5
(%)
Educated to a university 301531 213 264
degree level (%)
Married or cohabiting (%) 223114 785 84.1
Diabetes (%) 310512 31 37
Angina (%) 219267 22 2.6
Hypertension (%) 265986 221 219

53.7 (8.0)
268 (3.6)
136.5 (18.6)

84.4 (10.6)

2408 (656)
21.8 (23.8)
10.5 (5.6)
13.1 (34)

Females Fruit and vegetable intake, portions per day®
e soa sy PR
5.8 (3.3) 2.1 (0.7) 4.0 (0.6) 6.3 (0.8) 11.0 (3.1)
191481 77034 90943 87530 57567
487 506 465 396 269
53.8 (8.0) 53.1 (7.6) 54.0 (7.7) 54.2 (8.1) 53.8 (8.6)
26.2 (4.6) 26.1 (4.0) 26.1 (4.1) 264 (4.3) 27.2 (4.6)

1321 (202) 134.6 (19.8) 134.0 (19.7) 133.7 (19.6) 132.3 (19.6)

80.9 (105)  83.1(10.8) 823 (10.7) 819 (10.6) 81.5 (10.5)
1901 (518) 1975 (613) 2060 (605) 2121 (614) 2287 (646)

82(117) 167 (219) 139 (181) 119 (166) 107 (16.8)

81(45  92(50)  94(52)  90(52)  84(49)
133(32) 14634 13731  126(30) 115 (29)
56.3 37.4 454 51.1 54.7

233 28.8 306 295 27.0

6.4 88 8.5 7.7 69

8.1 11.4 8.4 63 47

59 137 7.2 5.4 6.6

383 446 449 414 386

18.1 21.0 230 21.1 19.4

75.4 763 78.1 789 81.7

2.7 23 2.7 34 41

19 25 23 2.1 2.0

223 236 225 21.1 212

Values are mean (SD) except where indicated otherwise.

IHD, ischaemic heart disease.

?Known observations for the characteristic variable, i.e. for physical activity.
PAs assessed by food questionnaires (i.e. observed intake).

and vegetable intake and risk of fatal IHD, reducing the possibility
of reverse causality.

The RR after calibration of the food intake data and additional
adjustment for dietary variables was 0.95 per portion of fruits
and vegetables consumed per day. A larger association was esti-
mated in a report by the WHO, in which a meta-analysis of four
prospective studies produced an estimated RR for IHD of 0.90
for an increment of one portion of fruits and vegetables per
day,”® but the results from a larger meta-analysis of nine prospec-
tive studies showed an overall RR for CHD of 0.96 for each
additional portion of fruits and vegetables per day.” Some of the
differences between these two meta-analyses in part reflect
the studies included by the review teams. They may also reflect
the differences in the endpoints used within the studies; some
studies used incident CVD, whereas others, including the current

study, used IHD mortality, and this heterogeneity in the
outcome definition could be responsible for the differences in
results. For example, it was reported that the association with veg-
etable intake was stronger for studies that used mortality as an
endpoint compared with non-fatal disease.” Despite the finding
of an inverse association between fruit and vegetable intake and
IHD in this and other observational studies, in the Women’s
Health Initiative, a randomized controlled trial, a small increase in
the consumption of fruits and vegetables of approximately 1
serving per day had no significant effect on the risk of incident
or fatal IHD.”’

The possible protective effect of fruit and vegetable intake on IHD
mortality might be mediated through well-established IHD risk
factors. Results from randomized controlled trials have shown that
increased consumption of fruits and vegetables has a negligible
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Table 3 Prospective association between fruit and vegetable intake and risk of fatal ischaemic heart disease

Fruit and vegetable intake

Per 80 g/day

Number of IHD deaths
Base model®

Further adjusted for cereal fibre and saturated fat intake

39
0.79 (0.68-0.92)
0.78 (0.67-0.91)

269
0.78 (0.65-0.95)
0.76 (0.62-0.93)

1636
0.97 (0.95-0.99)
0.97 (0.95-0.99)

1636
0.96 (0.92—1.00)
0.95 (0.91-0.99)

Fruit intake

Number of IHD deaths
Base model

Further adjusted for cereal fibre and saturated fat intake

337
0.78 (0.68-0.91)
0.78 (0.67-0.90)

304
0.80 (0.69-0.94)
0.79 (0.67-0.92)

Per 80 g/day
Uncalibrated
1636

0.96 (0.94-0.99)
0.96 (0.93-0.99)

Calibrated

1636

0.96 (0.91-1.00)
0.95 (0.91-1.00)

Vegetable intake

Number of IHD deaths
Base model

Further adjusted for cereal fibre and saturated fat intake

Portions/day®
<3 3-4
506 465
1 0.90 (0.79-1.03)
1 0.90 (0.78-1.02)
Portions/day
<15 15-24
613 382
1 0.90 (0.79-1.02)
1 0.89 (0.78-1.02)
Portions/day
<15 15-24
566 414
1 0.95 (0.83-1.08)
1 0.95 (0.83-1.08)

355
0.95 (0.81-1.11)
0.95 (0.81-1.11)

>4
301

093 (0.77-1.12)

092 (0.76-1.12)

Per 80 g/day
Uncalibrated
1636

0.98 (0.94-1.01)
0.97 (0.94-1.01)

Calibrated

1636

0.90 (0.79-1.02)
0.89 (0.78-1.01)

Values are relative risk and 95% confidence intervals unless indicated otherwise.

IHD, ischaemic heart disease.
?As assessed by food questionnaires (i.e. observed intake).

PThe base model s stratified by sex and centre and adjusted for smoking, alcohol intake, BMI, physical activity, marital status, highest education level, current employment, hypertension, angina pectoris, diabetes mellitus, and total energy intake.
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Table 4 Association between the calibrated intake of fruits and vegetables and risk of fatal ischaemic heart disease
according to various subgroups

Number of IHD deaths

Total fruit and vegetable intake (per 80 g/day)

RR (95% CI)? X -value P-value for heterogeneity
Sex
Men 1149 0.98 (0.94, 1.02) 717 0.007
Women 487 0.85 (0.77, 0.94)
Age at recruitment (years)
<60 618 0.97 (0.92, 1.02) 0.50 0.481
>60 1018 0.94 (0.90, 1.00)
Smoking
Never 473 0.92 (0.87, 0.99)
Former 549 0.98 (0.93, 1.04) 2.66 0.264
Current 614 0.95 (0.90, 1.00)
Country
Denmark 131 0.99 (0.87-1.11)
Germany 165 0.93 (0.80—-1.08)
Greece 175 0.84 (0.71-0.99)
Italy 58 1.00 (0.84-1.19) 12.10 0.097
The Netherlands 106 1.04 (0.89-1.23)
Spain 122 0.95 (0.87-1.03)
Sweden 383 0.82 (0.73-0.94)
UK 496 1.01 (0.94-1.08)

“Stratified by sex and centre and adjusted for smoking, alcohol intake, BMI, physical activity, marital status, highest education level, current employment, hypertension, angina

pectoris, diabetes mellitus, and total energy intake where appropriate.

impact on the concentrations of plasma cholesterol fractions,*>>*

even though a higher intake of fruits and vegetables has been associ-
ated with lower concentrations of plasma low-density lipoprotein
cholesterol in observational studies.**** Increased consumption of
fruits and vegetables does lead to a small decrease in blood pressure
in large randomized controlled trials,”**¢
in the intake of potassium,27 magnesium,28 or some other com-

perhaps due to an increase

ponent in fruits and vegetables,” or alternatively a reduced intake
of sodium. Nevertheless, adjusting for systolic blood pressure in
the current study made very little difference to the association
between fruit and vegetable intake and the risk of IHD. There is a
long-standing hypothesis that various antioxidant micronutrients
present in fruits and vegetables lower the risk of heart disease by
reducing the degree of atherosclerosis caused by oxidative
damage, but this has not been supported by results from large ran-
domized controlled trials of several antioxidant micronutrients.>"=?
Itis, however, worth noting that consuming antioxidant supplements
is not the same as increasing the consumption of fruits and veg-
etables because there are many other components in fruits and veg-
etables that may confer a cardioprotective effect.®***

The main advantages of the current study are the prospective
design and using a European-wide sample with large dietary het-
erogeneity. Additionally, the availability of a large set of known
IHD risk factors allowed analyses to be appropriately adjusted,
thus minimizing the impact of confounding. Residual confounding
by smoking remains a possibility, although the association

between fruit and vegetable intake and risk of fatal IHD did not
differ between the subgroups of never, former, and current
smokers. The finding of a significant association between fruit
and vegetable intake and the risk of fatal IHD in women but not
men has been reported in one other study, a finding which the
authors attributed to higher rates of smoking among men.*®
There is no suggestion of a difference in the association between
risk factors such as serum total cholesterol or blood pressure
and risk of vascular mortality between men and women,*® but
whether there is a true differential effect in the association
between fruit and vegetable intake and risk of IHD mortality
between men and women could be clarified in future pooling
studies.

This study has some limitations. At present, there are no lipid or
apolipoprotein measurements available for the majority of the
EPIC cohort, and so results could not be adjusted for these IHD
risk factors.®” It is also possible that a higher fruit and vegetable
intake is a marker of healthy eating habits or lifestyle variables
associated with a lower risk of fatal IHD. Adjusting for energy,
cereal fibre, and saturated fat intakes (none of which made an
appreciable difference to the hazard ratios) allowed for the
effects of other major dietary factors, although it is difficult to sep-
arate the effects of often highly correlated dietary variables in ana-
lyses of this nature. These results are also limited by error in the
measurement of fruit and vegetable intake and other confounding
variables. In an attempt to overcome the problems created by
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dietary measurement errors of fruit and vegetable intake, data
from 24 h recall measurements were used to calibrate the intake
data from the dietary questionnaires. However, such calibration
methods are not perfect; errors in measurement using the refer-
ence method (the 24 h recall) and the dietary questionnaire are
assumed to be independent but, in practice, there is some corre-
lation between the measurement errors>® and this correlation
between the measurement errors would lead to an underestima-
tion of the attenuation factor and bias the estimated calibrated
RR towards the null. This would suggest that the true association
between the intake of fruits and vegetables and IHD mortality may
be higher than that reported in the current study. It is also impor-
tant to note that this study population had a relatively high intake
of fruits and vegetables and was made up of a high proportion of
women, thus might not be representative of the wider European
population. Furthermore, because the French and Norwegian
cohorts were excluded due to the small number of IHD deaths
in the available follow-up period, the present study sample is not
entirely representative of the wider EPIC cohort.

In summary, the results of the current study show that a higher
consumption of fruits and vegetables is associated with a reduced
risk of fatal IHD in this European population. Whether this associ-
ation is causal and, if so, the biological mechanism(s) by which fruits
and vegetables operate to lower IHD risk remains unclear.

Acknowledgements

We thank all the participants in EPIC for their invaluable contri-
bution to the study, as well as Bertrand Hémon and colleagues
at IARC for their expertise in data handling.

Funding

The work described in this article was carried out with the financial
support of the Europe Against Cancer Program of the European
Commission (SANCO); Deutsche Krebshilfe; Deutsches Krebs-
forschungszentrum; German Federal Ministry of Education and
Research; Danish Cancer Society; Health Research Fund (FIS) of the
Spanish Ministry of Health; Spanish Regional Governments of Andalucia
and Asturias; Basque Country, Murcia, and Navarra; The ISCIII
Network RCESP (C03/09) (Spain); Cancer Research UK; Medical
Research Council (UK); Stroke Association (UK); British Heart Foun-
dation; Department of Health (UK); Food Standards Agency (UK);
Welcome Trust (UK); Italian Association for Research on Cancer
(AIRC); Compagnia di San Paolo (ltaly); Dutch Ministry of Public
Health, Welfare, and Sports; World Cancer Research Fund; Norwegian
Cancer Society; Research Council of Norway; French League Against
Cancer (LNCC); National Institute for Health and Medical Research
(INSERM)  (France); Mutuelle Généralede UEducation Nationale
(MGEN) (France); 3MCompany, France; Greek Ministry of Health
and Social Solidarity; Hellenic Health Foundation and Stavros Niarchos
Foundation; Swedish Cancer Society; Swedish Research Council; the
Regional Government of Skane; Swedish Heart and Lung Foundation;
and the Visterbotten County Council. This research was conducted
during the tenure of a Girdlers’ New Zealand Health Research
Council Fellowship.

Conflict of interest: none declared.

References

1. Bazzano LA, He J, Ogden LG, Loria CM, Vupputuri S, Myers L, Whelton PK. Fruit
and vegetable intake and risk of cardiovascular disease in US adults: the first
National Health and Nutrition Examination Survey Epidemiologic Follow-up
Study. Am J Clin Nutr 2002;76:93-99.

. Hirvonen T, Pietinen P, Virtanen M, Ovaskainen ML, Hakkinen S, Albanes D,
Virtamo J. Intake of flavonols and flavones and risk of coronary heart disease in
male smokers. Epidemiology 2001;12:62—67.

. Joshipura K], Hu FB, Manson JE, Stampfer M], Rimm EB, Speizer FE, Colditz G,
Ascherio A, Rosner B, Spiegelman D, Willett WC. The effect of fruit and veg-
etable intake on risk for coronary heart disease. Ann Intern Med 2001;134:
1106—-1114.

4. Liu S, Manson JE, Lee IM, Cole SR, Hennekens CH, Willett WC, Buring JE. Fruit
and vegetable intake and risk of cardiovascular disease: the Women’s Health
Study. Am J Clin Nutr 2000;72:922-928.

. Liu S, Lee IM, Ajani U, Cole SR, Buring JE, Manson JE. Intake of vegetables rich in
carotenoids and risk of coronary heart disease in men: the Physicians’ Health
Study. Int | Epidemiol 2001;30:130—135.

. World Health Organization. Nutrition and the Prevention of Chronic Diseases. WHO
Technical Report Series 916. Geneva: World Health Organization; 2003.

. Lock K, Pomerleau ], Causer L, McKee M. Low fruit and vegetable intake. In
Ezzati M, Lopez A, Rodgers A, Murray C, eds. Comparative Quantification of
Health Risks: Global and Regional Burden of Disease due to Selected Major Risk
Factors. Geneva: World Health Organization; 2004. p597-728.

. Lock K, Pomerleau J, Causer L, Altmann DR, McKee M. The global burden of
disease attributable to low consumption of fruit and vegetables: implications for
the global strategy on diet. Bull World Health Organ 2005;83:100—108.

. Dauchet L, Amouyel P, Hercberg S, Dallongeville J. Fruit and vegetable consump-
tion and risk of coronary heart disease: a meta-analysis of cohort studies. | Nutr
2006;136:2588—-2593.

10. He FJ, Nowson CA, Lucas M, MacGregor GA. Increased consumption of fruit and
vegetables is related to a reduced risk of coronary heart disease: meta-analysis of
cohort studies. | Hum Hypertens 2007;21:717-728.

11. Dauchet L, Amouyel P, Dallongeville . Fruits, vegetables and coronary heart
disease. Nat Rev Cardiol 2009;6:599—608.

12. Riboli E, Hunt K], Slimani N, Ferrari P, Norat T, Fahey M, Charrondiére UR,
Hémon B, Casagrande C, Vignat |, Overvad K, Tjenneland A,
Clavel-Chapelon F, Thiébaut A, Wahrendorf |, Boeing H, Trichopoulos D,
Trichopoulou A, Vineis P, Palli D, Bueno-de-Mesquita HB, Peeters PHM,
Lund E, Engeset D, Gonzdlez CA, Barricarte A, Berglund G, Hallmans G,
Day NE, Key TJ, Kaaks R, Saracci R. European Prospective Investigation into
Cancer and Nutrition (EPIC): study populations and data collection. Public
Health Nutr 2002;5:1113-1124.

13. Danesh J, Saracci R, Berglund G, Feskens E, Overvad K, Panico S, Thompson S,
Fournier A, Clavel-Chapelon F, Canonico M, Kaaks R, Linseisen J, Boeing H,
Pischon T, Weikert C, Olsen A, Tjgnneland A, Johnsen SP, Jensen MK,
Quirds JR, Svatetz CAG, Pérez M-S, Larrafiaga N, Sanchez CN, Iribas CM,
Bingham S, Khaw K, Wareham N, Key T, Roddam A, Trichopoulou A,
Benetou V, Trichopoulos D, Masala G, Sieri S, Tumino R, Sacerdote C,
Mattiello A, Verschuren WMM, Bueno-De-Mesquita HB, Grobbee DE,
Van Der Schouw YT, Melander O, Hallmans G, Wennberg P, Lund E,
Kumle M, Skeie G, Ferrari P, Slimani N, Norat T, Riboli E. EPIC-Heart: the cardi-
ovascular component of a prospective study of nutritional, lifestyle and biological
factors in 520,000 middle-aged participants from 10 European countries. Eur | Epi-
demiol 2007;22:129—141.

14. Slimani N, Ferrari P, Ocké M, Welch A, Boeing H, Van Liere M, Pala V, Amiano P,
Lagiou A, Mattisson |, Stripp C, Engeset D, Charrondiere R, Buzzard M,
Van Staveren W, Riboli E. Standardization of the 24-hour diet recall calibration
method used in the European Prospective Investigation into Cancer and Nutrition
(EPIC): general concepts and preliminary results. Eur | Clin Nutr 2000;54:900-917.

15. Slimani N, Kaaks R, Ferrari P, Casagrande C, Clavel-Chapelon F, Lotze G,
Kroke A, Trichopoulos D, Trichopoulou A, Lauria C, Bellegotti M, Ocké MC,
Peeters PHM, Engeset D, Lund E, Agudo A, Larrafiaga N, Mattisson |,
Andren C, Johansson |, Davey G, Welch AA, Overvad K, Tjenneland A,
Van Staveren WA, Saracci R, Riboli E. European Prospective Investigation into
Cancer and Nutrition (EPIC) calibration study: rationale, design and population
characteristics. Public Health Nutr 2002;5:1125—1145.

16. Agudo A, Slimani N, Ocké MC, Naska A, Miller AB, Kroke A, Bamia C, Karalis D,
Vineis P, Palli D, Bueno-de-Mesquita HB, Peeters PHM, Engeset D, Hjartdker A,
Navarro C, Martinez Garcia C, Wallstrém P, Zhang JX, Welch AA, Spencer E,
Stripp C, Overvad K, Clavel-Chapelon F, Casagrande C, Ribol E. Consumption
of vegetables, fruit and other plant foods in the European Prospective Investi-
gation into Cancer and Nutrition (EPIC) cohorts from 10 European countries.
Public Health Nutr 2002;5:1179-1196.

N

w

o

o

~N

[oc]

Ned

220z 1snBny |z uo 1senb Aq £4Z€9G/SEZ L/0L/ZE/RI0IME/ [eaYINa /W00 dNo"olWapeo.//:Sd)y WOy papeojumoq



Fruit and vegetable intake and mortality from IHD

1243

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Wareham NJ, Jakes RW, Rennie KL, Schuit ], Mitchell J, Hennings S, Day NE.
Validity and repeatability of a simple index derived from the short physical activity
questionnaire used in the European Prospective Investigation into Cancer and
Nutrition (EPIC) study. Public Health Nutr 2003;6:407 —413.

Spencer EA, Appleby PN, Davey GK, Key TJ. Validity of self-reported height and
weight in 4808 EPIC-Oxford participants. Public Health Nutr 2002;5:561—-565.
Schulze MB, Kroke A, Saracci R, Boeing H. The effect of differences in measure-
ment procedure on the comparability of blood pressure estimates in multi-centre
studies. Blood Press Monit 2002;7:95—104.

Ferrari P, Day NE, Boshuizen HC, Roddam A, Hoffmann K, Thiébaut A, Pera G,
Overvad K, Lund E, Trichopoulou A, Tumino R, Gullberg B, Norat T, Slimani N,
Kaaks R, Riboli E. The evaluation of the diet/disease relation in the EPIC study:
considerations for the calibration and the disease models. Int | Epidemiol 2008;
37:368-378.

Howard BV, Van Horn L, Hsia J, Manson JE, Stefanick ML, Wassertheil-Smoller S,
Kuller LH, LaCroix AZ, Langer RD, Lasser NL, Lewis CE, Limacher MC,
Margolis KL, Mysiw W], Ockene JK, Parker LM, Perri MG, Phillips L,
Prentice RL, Robbins J, Rossouw JE, Sarto GE, Schatz I, Snetselaar LG,
Stevens V], Tinker LF, Trevisan M, Vitolins MZ, Anderson GL, Assaf AR,
Bassford T, Beresford SAA, Black HR, Brunner RL, Brzyski RG, Caan B,
Chlebowski RT, Gass M, Granek |, Greenland P, Hays ], Heber D, Heiss G,
Hendrix SL, Hubbell FA, Johnson KC, Kotchen JM. Low-fat dietary pattern and
risk of cardiovascular disease: the Women’s Health Initiative randomized con-
trolled dietary modification trial. JAMA 2006;295:655—666.

John JH, Ziebland S, Yudkin P, Roe LS, Neil HAW. Effects of fruit and vegetable
consumption on plasma antioxidant concentrations and blood pressure: a ran-
domised controlled trial. Lancet 2002;359:1969—1974.

Zino S, Skeaff M, Williams S, Mann J. Randomised controlled trial of effect of fruit
and vegetable consumption on plasma concentrations of lipids and antioxidants.
BMJ 1997;314:1787-1791.

Fernés NS, Martins IS, Hernan M, Veldsquez-Meléndez G, Ascherio A. Food fre-
quency consumption and lipoproteins serum levels in the population of an urban
area, Brazil. Rev Saude Publica 2000;34:380—-387.

Djoussé L, Arnett DK, Coon H, Province MA, Moore LL, Ellison RC. Fruit and
vegetable consumption and LDL cholesterol: the National Heart, Lung, and
Blood Institute Family Heart Study. Am J Clin Nutr 2004;79:213-217.

Appel L, Moore TJ, Obarzanek E, Vollmer WM, Svetkey LP, Sacks FM, Bray GA,
Vogt TM, Cutler JA, Windhauser MM, Lin P, Karanja N, Simons-Morton D,

27.

28.

29.

30.

31.

32

33.

34.

35.

36.

37.

38.

McCullough M, Swain , Steele P, Evans MA, Miller ER Ill, Harsha DW. A clinical
trial of the effects of dietary patterns on blood pressure. N Engl | Med 1997;336:
1117-1124.

Whelton PK, He J, Cutler JA, Brancati FL, Appel L), Follmann D, Klag M. Effects of
oral potassium on blood pressure: meta-analysis of randomized controlled clinical
trials. JAMA 1997;277:1624—1632.

Jee SH, Miller ER Ill, Guallar E, Singh VK, Appel LJ, Klag MJ. The effect of mag-
nesium supplementation on blood pressure: a meta-analysis of randomized clini-
cal trials. Am | Hypertens 2002;15:691—696.

Hord NG, Tang Y, Bryan NS. Food sources of nitrates and nitrites: the physiologic
context for potential health benefits. Am | Clin Nutr 2009;90:1—-10.

Diaz MN, Frei B, Vita JA, Keaney JF Jr. Antioxidants and atherosclerotic heart
disease. N Engl | Med 1997;337:408—-416.

Clarke R, Armitage J. Antioxidant vitamins and risk of cardiovascular disease.
Review of large-scale randomised trials. Cardiovasc Drugs Ther 2002;16:411—-415.
Heart Protection Study Collaborative Group. MRC/BHF Heart Protection Study
of antioxidant vitamin supplementation in 20,536 high-risk individuals: a random-
ised placebo-controlled trial. Lancet 2002;360:23—-33.

Lampe JW. Health effects of vegetables and fruit: assessing mechanisms of action
in human experimental studies. Am J Clin Nutr 1999;70:4755—490S.

Lichtenstein AH, Russell RM. Essential nutrients: food or supplements? Where
should the emphasis be? JAMA 2005;294:351—358.

Nakamura K, Nagata C, Oba S, Takatsuka N, Shimizu H. Fruit and vegetable intake
and mortality from cardiovascular disease are inversely associated in Japanese
women but not in men. | Nutr 2008;138:1129—-1134.

Lewington S, Whitlock G, Clarke R, Sherliker P, Emberson J, Halsey J, Qizilbash N,
Peto R, Collins R, Prospective Studies Collaboration. Blood cholesterol and
vascular mortality by age, sex, and blood pressure: a meta-analysis of individual
data from 61 prospective studies with 55,000 vascular deaths. Lancet 2007;370:
1829-1839.

Di Angelantonio E, Sarwar N, Perry P, Kaptoge S, Ray KK, Thompson A,
Wood AM, Lewington S, Sattar N, Packard CJ], Collins R, Thompson SG,
Danesh J, Emerging Risk Factors Collaboration. Major lipids, apolipoproteins,
and risk of vascular disease. JAMA 2009;302:1993-2000.

Kipnis V, Midthune D, Freedman LS, Bingham S, Schatzkin A, Subar A, Carroll RJ.
Empirical evidence of correlated biases in dietary assessment instruments and its
implications. Am | Epidemiol 2001;453:394—403.

220z 1snBny |z uo 1senb Aq £4Z€9G/SEZ L/0L/ZE/RI0IME/ [eaYINa /W00 dNo"olWapeo.//:Sd)y WOy papeojumoq



