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Abstract

Objective

To examine the adjusted associations of fruit consumption and vegetable consumption with
the Framingham score and its components in the non-Western setting of Southern China,
considering health status.

Method

Linear regression was used to assess the cross-sectional associations of fruit and vegeta-
ble consumption with the Framingham score and its components, among 19,518 older
Chinese (>50 years) from the Guangzhou Biobank Cohort Study in Southern China (2003—
2006), and whether these differed by health status.

Results

The association of fruit consumption with the Framingham score varied by health status
(P-value<0.001), but not vegetable consumption (P-value 0.51). Fruit consumption was asso-
ciated with a lower Framingham score (-0.04 per portions/day, 95% confidence interval (Cl)
-0.08 to -0.004) among participants in poor health, adjusted for age, sex, recruitment phase,
socio-economic position and lifestyle. However, similarly adjusted, fruit consumption was
associated with a higher Framingham score (0.05, 95% CI1 0.02 to 0.09) among participants
in good health, perhaps due to a positive association of fruit consumption with fasting glu-
cose. Similarly adjusted, vegetable consumption was associated with a higher Framingham
score (0.03, 95% CI1 0.01 to 0.05) among all participants, with no difference by health status.

Conclusion

This large study from a non-western setting found that fruit and vegetable consumption was
barely associated with the Framingham score, or major CVD risk factors.
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Introduction

Fruits and vegetables are promoted as part of a healthy diet. For example, Dietary Guidelines
for Americans (2010) suggest 2.5 cups of vegetables and 2 cups of fruit daily [1], while guide-
lines for Chinese recommend 4-6.5 portions of vegetables and 2.5-5 portions of fruit daily (80
grams/portion is a usual serving size) [2].Observationally in Western settings fruit and vegeta-
ble consumption is associated with lower risk of cardiovascular disease (CVD) [3,4], diabetes
[5] and cancer [6]. Fruits and vegetables contain vitamins, fiber, minerals, including calcium
and magnesium, and bioactive phyto-chemicals, including carotenoids and phenolic com-
pounds [7], which may protect against CVD and its risk factors via antioxidants, or by fiber
preventing excess nutrient uptake [8,9]. The benefits of vitamins and minerals have not been
substantiated by randomized controlled trials (RCTs) [10,11], but RCTs indicate that the Medi-
terranean diet, rich in fruits and vegetables, fish, olive oil and nuts, reduces CVD and its risk
factors [12,13]. Short-term RCT's have found little effect of fruits and vegetables on lipids and
insulin resistance but perhaps small reductions in blood pressure [14-18].

The observed associations of fruit and vegetable consumption with health in Western set-
tings may be due to beneficial effects of their nutrients and/or their replacement of less healthy
foods. However, residual confounding by socioeconomic position (SEP) and other lifestyle fac-
tors [19] is also possible, because fruits and vegetables can be expensive. In western developed
countries, fruit and vegetable consumption is associated with higher SEP [19]. Evidence from
non-western settings with a potentially different confounding structure may help identify
whether these associations are biologically based or contextually specific results of unmeasured
confounding [20]. A recent prospective cohort study in Chinese found neither fruit nor vegeta-
ble consumption associated with ischemic heart disease (IHD) [21]. Moreover in previous
observational studies, both in China and the West, the negative associations of fruit and vegeta-
ble consumption with CVD risk was attenuated by adjusting for health status [21,22], suggest-
ing that the observed associations could partially be due to reverse causality. We examined the
associations of fruit and vegetable consumption with CVD risk factors in a large study of older
adults (50+ years) from the economically developing non-western setting of Guangzhou in
Southern China, where vegetables are relatively cheap [23], but fruits are more expensive [23].
We also examined whether the associations varied by health status, and by sex and among men
by smoking status.

Materials and Methods
Ethics statement

The Guangzhou Medical Ethics Committee of the Chinese Medical Association approved the
study and all participants gave written, informed consent before participation.

Participants

The Guangzhou Biobank Cohort Study (GBCS) is a collaboration among Guangzhou No. 12
Hospital and the Universities of Hong Kong and Birmingham and has been described in detail
elsewhere [24]. Participants were recruited from “The Guangzhou Health and Happiness Asso-
ciation for the Respectable Elders”, a community social and welfare association unofficially
aligned with the municipal government where membership is open to anyone aged 50+ years
for a nominal monthly fee of 4 Yuan (50 US cents). Participants were recruited into the study
in three recruitment phases: phase 1 from September 2003 to September 2004, phase 2 from
April 2005 to May 2006, and phase 3 from September 2006 to January 2008. About 7% of per-
manent Guangzhou residents aged 50+ years are members of the association, of whom 33%
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enrolled and were included if they were capable of consenting, ambulatory, and not receiving
treatment modalities which if omitted may result in immediate life-threatening risk, such as
chemotherapy or radiotherapy for cancer, or dialysis for renal failure. Participants underwent a
half-day detailed medical interview and examination, including lifestyle and other risk factors,
disease history and physical examination.

In brief, we recorded seated blood pressure as the average of the last 2 of 3 measurements,
using the Omron 705CP sphygmomanometer (Omron Corp, Kyoto, Japan). Standing height,
without shoes, was measured to the nearest 0.1 cm. Weight (in light clothing) was measured to
the nearest 0.1 kg. Body mass index (BMI) was calculated as weight (kg)/height (m)>. Hip cir-
cumference was measured to the nearest 0.1 cm at the greatest circumference around the but-
tocks below the iliac crest. Waist circumference was measured to the nearest 0.1 cm
horizontally around the smallest circumference between the ribs and iliac crest, or at the level
of the navel for obese participants. Low density lipoprotein (LDL)-cholesterol, high density
lipoprotein (HDL)-cholesterol and fasting glucose were determined with a Shimadzu CL-8000
clinical chemical analyzer (Shimadzu Corp, Kyoto, Japan) in the hospital laboratory.

Exposures

Fruits and vegetables were considered separately as 80 gram portions per day [25], obtained
from a validated food frequency questionnaire (FFQ) [26] used in phases 1 and 2, but not in
phase 3 [24]. This FFQ contains 300 food items, including commonly eaten fruits (29) and
vegetables (47) from Southern China. The participants were asked the usual amount and fre-
quency of each fruit and vegetable consumed in the past week, with a usual serving size speci-
fied. Vegetables were not separated into fresh, canned or frozen, although fruits were separated
into fresh or dried, and were converted into equivalent amounts. Juice consumption is not
common in this population (only 1% ever consumed juice in the past 7 days), so it was not
included in the analysis. Beans were included as vegetables, nuts were not included.

Outcomes

The primary outcome was the Framingham score [27], which predicts IHD risk from sex, age,
LDL-cholesterol, HDL-cholesterol, blood pressure, and history of diabetes, with smoking
removed to examine biological CVD risk. A higher score predicts higher IHD risk, consistent
with the updated risk assessment equations for atherosclerotic CVD in the 2013 American Col-
lege of Cardiology and the American Heart Association guidelines [28]. The Framingham
score used to over-estimate IHD risk in Chinese populations, but ranked correctly [29]; it may
now require recalibration to predict CVD risk correctly [30]. The secondary outcomes were its
components.

Health status

We constructed a 9-item index to assess health status, similar to one strongly associated with
mortality [31], by counting chronic conditions (self-reported heart disease, stroke, diabetes,
chronic obstructive pulmonary disease (COPD) and/or asthma, and hypertension), use of
health services (regular use of medication and any hospital admission in the last 6 months),
cognitive impairment (delayed recall score of 3 or less out of 10), and weight loss of more than
2.5 kg in the last 12 months.
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Statistical analysis

Multivariable linear regression was used to assess the adjusted associations of fruit and vegeta-
ble consumption with the Framingham score. Multivariable censored linear regression was
used to assess associations with blood pressure, lipids and fasting glucose, because taking medi-
cations for hypertension (n = 4544), hyperlipidemia (n = 1339) or diabetes (n = 1587) might
result in lower blood pressure, LDL-cholesterol and fasting glucose than the true measure, but
higher HDL-cholesterol than the true measure. These models censored the outcomes for those
on medication at the observed value so that the true measurement for blood pressure, LDL-
cholesterol and fasting glucose was assumed to be that observed or higher, while for HDL-cho-
lesterol it was assumed to be that observed or lower. Model 1 adjusted for sex, age (in 5-year
age groups) and phase. Model 2 additionally adjusted for life course SEP (father’s occupation,
education, longest-held occupation and household income per head) and lifestyle (smoking,
alcohol use and physical activity). Model 3 additionally adjusted for health status. Model 4
additionally adjusted for BMI and waist-hip ratio (WHR), considering the unclear role of fruit
and vegetable consumption in adiposity.

To assess reverse causality, we examined whether associations varied by health status,
because people in poor health might consume more fruits and vegetables as a protective mea-
sure, which would generate different associations of fruit and vegetable consumption with
CVD risk factors by health status. We assessed differences by health status from the p-value of
the relevant interaction term in models including interactions with other confounders to avoid
confounding by these interactions. We also similarly examined whether the associations varied
by sex, and among men by smoking status.

Information on potential confounders was missing for less than 5%, apart from longest-
held occupation (missing for 14.21%) and father’s occupation (missing for 42.62%). Missing
potential confounders were predicted based on a flexible additive regression model with pre-
dictive mean matching incorporating exposures, potential confounders and outcomes. We
imputed values 10 times and results from these imputations were summarized into single esti-
mated beta-coefficients with confidence intervals and p-values adjusted for the missing data
uncertainty [32]. A P-value<0.05 was considered as statistically significant.

Sensitivity analysis

Given we previously found SEP was not clearly associated with CVD risk factors among men
[33], we analyzed men separately, where socioeconomic confounding might be less relevant.

Results

Of the original 20,305 participants in phases 1 (10,389) and 2 (9916) of GBCS, 19,518 had com-
plete information on the outcomes. There were more women (13,916) than men (5602), and
the women were younger (mean age 62.0 (standard deviation (SD) 6.7) than the men (mean
age 64.7 (SD 6.3)). Fruit consumption ranged from 0.0 to 12.4 portions/day (80 gram/portion),
with a median of 1.5 portions/day (mean 1.7 (SD 1.4)), 95% of participants ate less than 4.3
portions/day. Vegetable consumption ranged from 0.0 to 12.5 portions/day, with a median of
2.3 portions/day (mean 2.8 SD (1.7)), 95% of participants ate less than 6.3 portions/day. Both
vegetable and fruit consumption were lower than the recommendations [2].

Table 1 shows fruit consumption was associated with higher education, non-manual occu-
pation of father, a non-manual job, higher household income, less smoking, less use of alcohol,
more physical activity in men and women, higher BMI and WHR in men, higher BMI, lower
WHR and good health status in women. Vegetable consumption was associated with non-
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Table 1. Characteristics by Fruit and Vegetable Consumption in Older Chinese (5602 men and 13,916 women) in Phases 1 and 2 of the Guangzhou

Biobank Cohort Study, 2003—-2006.

Fruit consumption

Vegetable consumption

Gender (80 gram portion/day) (80 gram portion/ day)
Men Women Men 8pP-value Women 8pP-value Men 2pP-value Women 3pP-value
N 5602 13916
Age group (%)
50-54 6.4 16.4 1.70 1.85 2.34 2.29
55-59 18.3 27.6 1.70 1.83 2.89 2.86
60-64 25.5 21.0 1.79 1.74 3.06 2.94
65-69 27.5 21.5 1.75 1.68 3.05 2.83
70-74 18.8 11.3 1.79 1.50 2.91 2.53
75-79 3.0 1.9 1.81 1.53 3.04 2.79
>80 0.5 0.3 1.86 0.10 1.85 <0.001 2.75 0.001 3.13 <0.001
Education (%)
Less than primary school 2.7 14.0 1.40 1.34 3.08 2.68
Primary school 28.0 37.6 1.55 1.64 2.91 2.76
Junior middle school 28.7 247 1.74 1.84 2.93 2.74
Senior middle school 22.8 18.0 1.91 2.01 2.96 2.71
Junior college 9.4 3.7 1.93 2.13 2.84 2.72
College or above 8.4 2.0 1.98 <0.001 2.10 <0.001 3.20 0.14 3.13 0.11
Father's occupation (%)
Manual 79.5 78.8 1.71 1.68 2.83 2.67
Non-manual 20.5 21.2 1.83 0.04 1.86 <0.001 3.07 0.002 2.76 0.04
Job type (%)
Manual 54 .1 77.3 1.64 1.63 2.88 2.74
Non-manual 46.0 22.7 1.89 <0.001 2.01 <0.001 3.19 <0.001 3.09 <0.001
Income group (%)
< 10000 yuan 22.2 45.0 1.60 1.62 2.80 2.76
10000 to 15000 yuan 45.2 43.6 1.73 1.82 2.94 2.66
> 15000 yuan 32.6 11.4 1.92 <0.001 1.95 <0.001 3.03 0.003 2.80 <0.001
Smoking status (%)
Never 411 95.9 1.94 1.75 3.02 2.74
Ex-smoker 29.3 1.9 1.84 1.58 2,97 2.93
Current smoker 29.6 2.3 1.43 <0.001 1.41 <0.001 2.83 0.01 2.58 0.048
Alcohol use (%)
Never 60.7 89.6 1.73 1.70 2.88 2.71
<1/month 14.5 6.3 1.93 2.21 3.05 3.02
<1/week 4.4 1.1 1.72 2.01 2.96 3.19
1-4/week 8.4 1.1 1.66 1.79 2.85 3.06
>5/week 9.4 1.3 1.67 1.69 3.31 2.97
Ex-drinker 2.7 0.6 1.73 0.004 1.88 <0.001 3.50 <0.001 3.88 <0.001
Physical activity (IPAQ) (%)
Inactive 8.6 8.1 1.43 1.43 2.00 1.87
Minimally active 49.3 46.7 1.69 1.69 2.73 2.49
HEPA 42.2 45.2 1.90 <0.001 1.85 <0.001 3.40 <0.001 3.15 <0.001
BMI 23.5 23.9 0.03 <0.001 0.02 <0.001 0.04 <0.001 0.03 <0.001
WHR 0.90 0.86 0.73 0.02 -0.86 <0.001 1.31 0.001 0.79 0.001
(Continued)
PLOS ONE | DOI:10.1371/journal.pone.0135380 August 10,2015 5/15



@’PLOS ‘ ONE

Fruit and Vegetable Consumption and Cardiovascular Risk Factors

Table 1. (Continued)

Fruit consumption Vegetable consumption
Gender (80 gram portion/day) (80 gram portion/ day)
Men Women Men 2p-value Women 2p-value Men 2pP-value Women 2P-value
Health status
Good health 32.6 34.2 0.69 0.73 1.13 1.06
Poor health 67.4 65.8 0.71 0.25 0.68 <0.001 1.21 <0.001 1.11 <0.001

Abbreviations: IPAQ, International Physical Activity Questionnaire; HEPA, health-enhancing physical activity, i.e., vigorous activity at least 3 days a week
that corresponds to a minimum of 1500 metabolic equivalent (MET) minutes per week, or activity 7 days of the week that corresponds to at least 3000

MET minutes per week.

&P value from chi-square test for categorical variables and from one-way analysis of variants (ANOVA) for continuous variables, 2 sided; bold values

indicate P<0.05.

doi:10.1371/journal.pone.0135380.t001

manual occupation of father, a non-manual job, higher household income, less use of alcohol,
more physical activity, higher BMI, higher WHR and poor health status in men and women.

Table 2 shows fruit consumption was not associated with the Framingham score. It was
associated with higher diastolic blood pressure, lower HDL-cholesterol and lower fasting glu-
cose, but not with systolic blood pressure or LDL-cholesterol. The associations varied by health
status for the Framingham score and fasting glucose. Greater fruit consumption was associated
with a lower Framingham score and with lower fasting glucose in participants in poor health,
but with a higher Framingham score and higher fasting glucose in participants in good health.
The associations did not vary by sex, except greater fruit consumption was associated with
higher diastolic blood pressure only among women.

Table 3 shows greater vegetable consumption was associated with a higher Framingham
score, higher blood pressure and higher fasting glucose, but not with HDL-cholesterol or LDL-
cholesterol. The associations did not vary by health status, or sex except that greater vegetable
consumption was associated with higher fasting glucose only among men.

Table 4 shows that in men fruit consumption was not associated with the Framingham
score, blood pressure or LDL-cholesterol, but with lower HDL-cholesterol and lower fasting
glucose. Most associations did not vary by health status, or smoking status, except that greater
fruit consumption was only associated with lower fasting glucose in men in poor health.

Table 5 shows that in men greater vegetable consumption was associated with a higher Fra-
mingham score, higher blood pressure and higher fasting glucose, but not with HDL-choles-
terol or LDL-cholesterol. Most associations did not vary by health status, or smoking status,
except that greater vegetable consumption was associated with higher fasting glucose in men in
poor health.

Discussion

This large study from an under-studied non-western developing population showed no clear
association of fruit consumption with the Framingham score. Greater fruit consumption was
associated with slightly lower HDL-cholesterol and slightly lower fasting glucose. Greater vege-
table consumption was associated with a slightly higher Framingham score, blood pressure and
fasting glucose. In men, where SEP has little association with CVD risk factors in this setting
[33], these same associations were also evident. Negative associations of fruit and vegetable
consumption with cardiovascular risk factors were more evident for those in poor health,
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Table 2. Adjusted Associations of Fruit Consumption with Framingham Risk Score and CVD Risk Factors after Multiple Imputation in Older Chi-
nese in Phases 1 and 2 of the Guangzhou Biobank Cohort Study, 2003—-2006.

Fruit consumption P-value for P-value for
(80 gram portion/day) interaction interaction by
PModel N ®Coefficient 95%CI by sex health status
@Framingham 1 19518 -0.04 -0.07, -0.01
Risk Score 2 19518 -0.02 -0.05, 0.01 0.87 <0.001
3 19518 -0.01 -0.04, 0.02
4 19518 -0.03 -0.06, -0.004
1 6588 0.05 0.01, 0.08
Good health 2 6588 0.05 0.02, 0.09
4 6588 0.04 0.003, 0.07
1 12930 -0.06 -0.09, -0.02
Poor health 2 12930 -0.04 -0.08, -0.004
4 12930 -0.06 -0.10, -0.03
Systolic blood 1 19441 -0.07 -0.34, 0.20
pressure 2 19441 0.04 -0.23, 0.32 0.22 0.99
(mm Hg) 3 19441 0.18 -0.05, 0.42
4 19441 -0.04 -0.27,0.19
Diastolic blood 1 19440 0.17 0.04, 0.31
pressure 2 19440 0.21 0.07, 0.35 0.02 0.41
(mm Hg) 3 19440 0.28 0.15, 0.40
4 19440 0.14 0.01, 0.26
1 5574 0.10 -0.15, 0.35
Men 2 5574 0.004 -0.25, 0.26
3 5574 0.04 -0.19, 0.28
4 5574 -0.12 -0.35, 0.10
1 13866 0.22 0.05, 0.38
Women 2 13866 0.32 0.15, 0.48
3 13866 0.39 0.23, 0.54
4 13866 0.26 0.11, 0.41
HDL-cholesterol 1 19481 -0.01 -0.01, -0.002
(mmol/L) 2 19481 -0.01 -0.01, -0.005 0.16 0.45
3 19481 -0.01 -0.01, -0.005
4 19481 -0.01 -0.01, -0.003
LDL-cholesterol 1 19481 0.01 0.002, 0.02
(mmol/L) 2 19481 0.01 -0.001, 0.01 0.06 0.47
3 19481 0.01 -0.001, 0.01
4 19481 0.004 -0.003, 0.01
Fasting glucose 1 19421 -0.05 -0.07, -0.03
(mmol/L) 2 19421 -0.05 -0.07, -0.03 0.68 <0.001
3 19421 -0.05 -0.07, -0.03
4 19421 -0.05 -0.07, -0.03
1 6561 0.02 0.01, 0.03
Good health 2 6561 0.02 0.01, 0.03
4 6561 0.01 0.004, 0.02
1 12860 -0.09 -0.12, -0.06
Poor health 2 12860 -0.09 -0.12, -0.06
(Continued)
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Table 2. (Continued)

PModel
4

Fruit consumption P-value for P-value for
(80 gram portion/day) interaction interaction by
N °Coefficient 95%ClI by sex health status
12860 -0.09 -0.12, -0.06

aMultivariable linear regression was used for Framingham risk score; multivariable censored linear regression was used for blood pressure, cholesterol

and glucose.

PModel 1 adjusted for age, sex and phase; Model 2 additionally adjusted for SEP (education, father's occupation, longest-held occupation and personal
income) and lifestyle (smoking status, alcohol use and physical activity); Model 3 additionally adjusted for baseline health status; Model 4 additionally

adjusted for BMI and WHR.

®Coefficient means changes in risk score; bold values indicate P<0.05.

doi:10.1371/journal.pone.0135380.t002

whilst positive associations were more evident for those in good health, suggesting these might
be the result of changes in response to poor health.

Our observations that fruit consumption was not associated with the Framingham score
and that vegetable consumption was associated with a higher Framingham score are inconsis-
tent with most studies from Western countries, where fruit and vegetable consumption is usu-
ally associated with lower CVD and its risk factors [3,4,12,13]. Moreover, in our setting where
among men less confounding by SEP might exist [33], fruit and vegetable consumption was
not clearly associated with lower values of IHD risk factors. As such, our findings are consistent
with a recent prospective cohort study in Chinese men, where neither fruit nor vegetable con-
sumption was associated with THD [21]. The differences observed in the associations for fruits
and vegetables could be due to different nutrient composition, different patterns of residual
confounding, or different processing methods, for sodium may be added to vegetables but not
to fruit.

Different observed associations by setting might be due to differences in the fruits and vege-
tables commonly consumed or differences in cooking methods. Nutrients such as vitamins and
some phenolic compounds may be lost due to Southern Chinese cooking methods (stir-frying,
steaming, boiling and roasting), or fiber may be lost during processing [34]. However, most
vitamins do not protect against CVD [11]. Salty sauces used in China [35], might counteract
the benefits of vegetables [36], because dietary sodium could raise blood pressure [14,37,38].
Alternatively, these differences by setting could be due to confounding by SEP in Western set-
tings, given both higher fruit and vegetable consumption and lower IHD risk factors are associ-
ated with higher SEP. Differences could also be due to reverse causality, assuming Chinese
people are more willing to change their diet in response to ill-health than Westerners, perhaps
as part of a more holistic attitude to medicine. However, the positive associations of vegetable
consumption with the Framingham score were evident for participants in good health and
poor health, making reverse causation unlikely. Finally, these different observations by setting
could be arising because fruit and vegetables are correlated with other dietary items that are
hypothesized to protect against CVD such as less processed red meat consumption [39], or cor-
related with other lifestyle factor such as less smoking and more physical activity [19,40], but
the correlations vary by setting, such that fruit and vegetables are more strongly correlated
with protective dietary items or healthier lifestyle factors in Western settings but less so in this
setting.

Our results are more consistent with RCT's where fruits and vegetables have little or no
effect on blood pressure, lipids or insulin resistance [14-18]. Most vitamins also have little
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Table 3. Adjusted Associations of Vegetable Consumption with Framingham Risk Score and CVD Risk Factors after Multiple Imputation in Older
Chinese in Phases 1 and 2 of the Guangzhou Biobank Cohort Study, 2003—2006.

Vegetable consumption P-value for P-value for
(80 gram portion/day) interaction interaction b
PModel N ®Coefficient 95%CI by sex health status
@Framingham 1 19518 0.05 0.02, 0.07
Risk Score 2 19518 0.06 0.03, 0.08 0.97 0.51
3 19518 0.03 0.01, 0.05
4 19518 0.02 -0.002, 0.04
Systolic blood 1 19441 0.49 0.27,0.72
pressure 2 19441 0.56 0.34, 0.79 0.98 0.88
(mm Hg) 3 19441 0.30 0.10, 0.50
4 19441 0.17 -0.03, 0.37
Diastolic blood 1 19440 0.27 0.16, 0.39
pressure 2 19440 0.30 0.18, 0.42 0.85 0.14
(mm Hg) 3 19440 0.18 0.07, 0.29
4 19440 0.10 -0.01, 0.20
HDL-cholesterol 1 19481 -0.001 -0.004, 0.003
(mmol/L) 2 19481 -0.002 -0.01, 0.002 0.15 0.29
3 19481 -0.002 -0.01, 0.002
4 19481 -0.001 -0.004, 0.003
LDL-cholesterol 1 19481 -0.002 -0.01, 0.003
(mmol/L) 2 19481 -0.003 -0.01, 0.003 0.50 0.97
3 19481 -0.004 -0.01, 0.002
4 19481 -0.01 -0.01, 0.003
Fasting glucose 1 19421 0.03 0.02, 0.05
(mmol/L) 2 19421 0.03 0.02, 0.05 0.01 0.08
3 19421 0.03 0.01, 0.04
4 19421 0.02 0.01, 0.04
1 5570 0.06 0.04, 0.09
Men 2 5570 0.07 0.04, 0.09
3 5570 0.06 0.03, 0.08
4 5570 0.05 0.03, 0.08
1 13851 0.02 -0.004, 0.04
Women 2 13851 0.02 -0.002, 0.04
3 13851 0.01 -0.01, 0.03
4 13851 0.01 -0.01, 0.03

&Multivariable linear regression was used for Framingham risk score; multivariable censored linear regression was used for blood pressure, cholesterol
and glucose.

PModel 1 adjusted for age, sex and phase; Model 2 additionally adjusted for SEP (education, father's occupation, longest-held occupation and personal
income) and lifestyle (smoking status, alcohol use and physical activity); Model 3 additionally adjusted for baseline health status; Model 4 additionally
adjusted for BMI and WHR.

®Coefficient means changes in risk score; bold values indicate P<0.05.

doi:10.1371/journal.pone.0135380.t003

beneficial effect, whereas sugar may be harmful [11,41]. A meta-analysis of RCT's found fruc-
tose from fruit increased total cholesterol and LDL-cholesterol, and did not reduce HDL-cho-
lesterol [42]. Overall, our results are more consistent with the emerging view that adult diet
actually has fairly small effects on health, which could easily be inflated by biases in
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Table 4. Adjusted Associations of Fruit Consumption with Framingham Risk Score and CVD Risk Factors after Multiple Imputation in Older Chi-
nese Men in Phases 1 and 2 of the Guangzhou Biobank Cohort Study, 2003—2006.

Fruit consumption P-value for P-value for
(80 gram portion/day) interaction by interaction
PModel N ®Coefficient 95%CI health status by smoking
@Framingham 1 5602 0.01 -0.03, 0.04
Risk Score 2 5602 -0.004 -0.04, 0.03 0.47 0.94
3 5602 -0.001 -0.04, 0.03
4 5602 -0.02 -0.05, 0.01
Systolic blood 1 5575 0.07 -0.40, 0.54
pressure 2 5575 -0.10 -0.58, 0.38 0.78 0.12
(mm Hg) 3 5575 -0.02 -0.44, 0.41
4 5575 -0.29 -0.70, 0.11
Diastolic blood 1 5574 0.10 -0.16, 0.35
pressure 2 5574 -0.001 -0.26, 0.26 0.89 0.06
(mm Hg) 3 5574 0.03 -0.20, 0.27
4 5574 -0.14 -0.36, 0.09
HDL-cholesterol 1 5591 -0.01 -0.02, -0.01
(mmol/L) 2 5591 -0.01 -0.02, -0.01 0.98 0.38
3 5591 -0.01 -0.02, -0.01
4 5591 -0.01 -0.02, -0.004
LDL-cholesterol 1 5591 -0.003 -0.01, 0.01
(mmol/L) 2 5591 -0.004 -0.02, 0.01 0.61 0.87
3 5591 -0.004 -0.02, 0.01
4 5591 -0.01 -0.02, 0.005
Fasting glucose 1 5570 -0.03 -0.06, 0.002
(mmol/L) 2 5570 -0.04 -0.07, -0.01 0.02 0.38
3 5570 -0.04 -0.07, -0.01
4 5570 -0.05 -0.08, -0.02
1 1822 0.03 0.01, 0.05
Good health 2 1822 0.02 -0.004, 0.03
4 1822 0.01 -0.01, 0.03
1 3748 -0.06 -0.11, -0.02
Poor health 2 3748 -0.07 -0.12, -0.03
4 3748 -0.07 -0.12,-0.03

aMultivariable linear regression was used for Framingham risk score; multivariable censored linear regression was used for blood pressure, cholesterol
and glucose.

PModel 1 adjusted for age, and phase; Model 2 additionally adjusted for SEP (education, father's occupation, longest-held occupation and personal
income) and lifestyle (smoking status, alcohol use and physical activity); Model 3 additionally adjusted for baseline health status; Model 4 additionally
adjusted for BMI and WHR.

“Coefficient means changes in risk score; bold values indicate P<0.05.

doi:10.1371/journal.pone.0135380.t004

observational studies such as the confounding by SEP [43]. A greater understanding of the
mechanisms by which diet affects CVD risk might help clarify the role of diet in CVD, both for
fruit and vegetables and more broadly.

Strengths of our study include a large sample from an understudied population, whose life-
time experiences are typical of much of the global population. Nevertheless, limitations existed.
First, participants were not a randomly selected, representative sample. However, sample
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Table 5. Adjusted Associations of Vegetable Consumption with Framingham Risk Score and CVD Risk Factors after Multiple Imputation in Older
Chinese Men in Phases 1 and 2 of the Guangzhou Biobank Cohort Study, 2003—2006.

&Framingham
Risk Score

Systolic blood
pressure

(mm Hg)
Diastolic blood
pressure

(mm Hg)
HDL-cholesterol
(mmol/L)
LDL-cholesterol
(mmol/L)

Fasting glucose
(mmol/L)

Good health

Poor health

PModel

AN = AN =2 B OODN= B ON-= DON=DBODN=2L B OND-= D OON-=

N

5602
5602
5602
5602
5575
5575
5575
5575
5574
5574
5574
5574
5591
5591
5591
5591
5591
5591
5591
5591
5570
5570
5570
5570
1826
1826
1826
3744
3744
3744

Vegetable consumption
(80 gram portion/day)

®Coefficient

0.06
0.06
0.04
0.02
0.69
0.65
0.30
0.13
0.35
0.33
0.17
0.06
-0.01
-0.01
-0.01
-0.004
-0.01
-0.01
-0.01
-0.01
0.06
0.07
0.06
0.05
0.01
0.004
0.001
0.08
0.08
0.07

95%Cl

0.03, 0.09
0.03, 0.09
0.01, 0.06
-0.01, 0.05
0.30, 1.08
0.26, 1.04
-0.04, 0.65
-0.21, 0.46
0.14, 0.56
0.12, 0.54
-0.03, 0.36
-0.13,0.24
-0.01, 0.001
-0.01, 0.0001
-0.01, 0.0003
-0.01, 0.002
-0.02, 0.004
-0.02, 0.004
-0.02, 0.002
-0.02, -0.0002
0.04, 0.09
0.04, 0.09
0.03, 0.08
0.03, 0.08
-0.01, 0.03
-0.01, 0.02
-0.02, 0.02
0.04, 0.11
0.04, 0.12
0.04, 0.11

P-value for
interaction by

health status

0.96

0.65

0.86

0.29

0.36

0.01

P-value for
interaction

by smoking

0.71

0.15

0.34

0.30

0.84

0.61

aMultivariable linear regression was used for Framingham risk score; multivariable censored linear regression was used for blood pressure, cholesterol

and glucose.

PModel 1 adjusted for age, and phase; Model 2 additionally adjusted for SEP (education, father's occupation, longest-held occupation and personal
income) and lifestyle (smoking status, alcohol use and physical activity); Model 3 additionally adjusted for baseline health status; Model 4 additionally

adjusted for BMI and WHR.

“Coefficient means changes in risk score; bold values indicate P<0.05.

doi:10.1371/journal.pone.0135380.t005

selection should not affect internal associations, unless we missed people with specific combi-
nations of fruit and vegetable consumption and CVD risk factors. Second, we used recalled
consumption of fruits and vegetables. Any non-differential misclassification would underesti-
mate the true effects. Systematic recall bias by CVD risk factors is unlikely as participants were
unaware of this hypothesis at the time of interview. Third, we did not examine the role of each
specific fruit and vegetable, so some specific fruits and vegetables may be beneficial for health.
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Fourth, we did not examine the association of fruits and vegetables with CVD events, because
the follow-up to collect and verify CVD events has not yet been completed. However, the com-
ponents of the Framingham score, such as blood pressure, lipids and diabetes, are important
intervention targets in their own right. Fourth, the causes of ischemic and hemorrhage diseases
might be different, for example, total and HDL-cholesterol have opposite associations with the
risk of hemorrhage stroke and cerebral infarction [44]. Thus it is possible that the association
of diet with ITHD or atherosclerotic CVD may be different from that with hemorrhage stroke.
Finally, although our study suggests observations concerning the associations of fruit and vege-
table consumption with CVD risk factors may be contextually specific to Western populations,
our findings should be interpreted cautiously as with all observational studies, particularly
because of their cross-sectional nature, although they are fairly consistent with meta-analyses
of RCT's [10,42]. Besides, our results that fruit or vegetable consumption was associated with
negligible differences in the Framingham scores, does not necessarily imply that fruit and vege-
tables have little association with overall health benefits or specifically with cardiovascular risk.
The Framingham score includes CVD risk factors, such as blood pressure, LDL-cholesterol,
HDL-cholesterol and fasting glucose. Fruit and vegetables may have effects on CVD indepen-
dent of these risk factors.

Conclusion

This large study from a non-western setting found little association of fruit or vegetables with
the Framingham score, or major CVD risk factors. It might indicate that observations concern-
ing the benefits of fruit and vegetable consumption may be contextually specific to the West, or
that the health benefits of fruit and vegetables operate via other mechanisms than these risk
factors whose elucidation could provide new means of preventing or treating a leading cause of
death globally.

Supporting Information

S1 File. The associations of fruit and vegetable consumption with Framingham score and
its components. Fruit and vegetable consumption with the Framingham score (Figure A).
Fruit and vegetable consumption with systolic blood pressure (Figure B). Fruit and vegetable
consumption with diastolic blood pressure (Fgure C). Fruit and vegetable consumption with
HDL-cholesterol (Figure D). Fruit and vegetable consumption with LDL-cholesterol

(Figure E). Fruit and vegetable consumption with plasma glucose (Figure F).

(DOCX)

Acknowledgments

The Guangzhou Biobank Cohort Study investigators include: Guangzhou No. 12 Hospital: WS
Zhang, M Cao, T Zhu, B Liu, CQ Jiang (Co-PI); The University of Hong Kong: CM Schooling,
SM McGhee, GM Leung, R Fielding, TH Lam (Co-PI); The University of Birmingham: P Adab,
GN Thomas, KK Cheng (Co-PI). This work was supported by the University of Hong Kong
Foundation for Development and Research, Hong Kong; The University of Hong Kong Uni-
versity Research Committee Strategic Research Theme Public Health, Hong Kong; Guangzhou
Public Health Bureau, and Guangzhou Science and Technology Committee, Guangzhou,
China; and The University of Birmingham, Birmingham, UK. The funders had no role in study
design, data collection and analysis, decision to publish, or preparation of the manuscript.

PLOS ONE | DOI:10.1371/journal.pone.0135380 August 10,2015 12/15


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0135380.s001

@’PLOS ‘ ONE

Fruit and Vegetable Consumption and Cardiovascular Risk Factors

Author Contributions

Conceived and designed the experiments: YS CMS GML. Performed the experiments: YS CMS
GML. Analyzed the data: YS CMS GML. Contributed reagents/materials/analysis tools: CQJ
THL KKC WSZ. Wrote the paper: YS CMS GML CQJ THL KKC WSZ.

References

1.

10.

1.

12

13.

14.

15.

16.

17.

Heraclides A, Mishra GD, Hardy RJ, Geleijnse JM, Black S, Prynne CJ, et al. (2012) Dairy intake, blood
pressure and incident hypertension in a general British population: the 1946 birth cohort. Eur J Nutr 51:
583-591. doi: 10.1007/s00394-011-0242-z PMID: 21877233

(2007) Dietary guidelines for Chinese residents 2007: Chinese Nutrition Society.

Dauchet L, Amouyel P, Hercberg S, Dallongeville J (2006) Fruit and vegetable consumption and risk of
coronary heart disease: a meta-analysis of cohort studies. J Nutr 136: 2588—2593. PMID: 16988131

He FJ, Nowson CA, MacGregor GA (2006) Fruit and vegetable consumption and stroke: meta-analysis
of cohort studies. Lancet 367: 320-326. PMID: 16443039

Carter P, Gray LJ, Troughton J, Khunti K, Davies MJ (2010) Fruit and vegetable intake and incidence of
type 2 diabetes mellitus: systematic review and meta-analysis. BMJ 341: ¢4229. doi: 10.1136/bmj.
c4229 PMID: 20724400

Riboli E, Norat T (2003) Epidemiologic evidence of the protective effect of fruit and vegetables on can-
cer risk. Am J Clin Nutr 78: 559S-569S. PMID: 12936950

Paterson E, Gordon MH, Niwat C, George TW, Parr L, Waroonphan S, et al. (2006) Supplementation
with fruit and vegetable soups and beverages increases plasma carotenoid concentrations but does
not alter markers of oxidative stress or cardiovascular risk factors. J Nutr 136: 2849-2855. PMID:
17056812

Van Duyn MA, Pivonka E (2000) Overview of the health benefits of fruit and vegetable consumption for
the dietetics professional: selected literature. J Am Diet Assoc 100: 1511-1521. PMID: 11138444

Chandalia M, Garg A, Lutjohann D, von Bergmann K, Grundy SM, Brinkley LJ (2000) Beneficial effects
of high dietary fiber intake in patients with type 2 diabetes mellitus. N Engl J Med 342: 1392—-1398.
PMID: 10805824

Bolland MJ, Grey A, Avenell A, Gamble GD, Reid IR (2011) Calcium supplements with or without vita-
min D and risk of cardiovascular events: reanalysis of the Women's Health Initiative limited access
dataset and meta-analysis. BMJ 342: d2040. doi: 10.1136/bmj.d2040 PMID: 21505219

Sesso HD, Buring JE, Christen WG, Kurth T, Belanger C, MacFadyen J, et al. (2008) Vitamins E and C
in the prevention of cardiovascular disease in men: the Physicians' Health Study Il randomized con-
trolled trial. JAMA 300: 2123-2133. doi: 10.1001/jama.2008.600 PMID: 18997197

de Lorgeril M, Salen P, Martin JL, Monjaud |, Delaye J, Mamelle N (1999) Mediterranean diet, traditional
risk factors, and the rate of cardiovascular complications after myocardial infarction: final report of the
Lyon Diet Heart Study. Circulation 99: 779-785. PMID: 9989963

Elhayany A, Lustman A, Abel R, Attal-Singer J, Vinker S (2010) A low carbohydrate Mediterranean diet
improves cardiovascular risk factors and diabetes control among overweight patients with type 2 diabe-
tes mellitus: a 1-year prospective randomized intervention study. Diabetes Obesity & Metabolism 12:
204-209.

Appel LJ, Moore TJ, Obarzanek E, Vollimer WM, Svetkey LP, Sacks FM, et al. (1997) A clinical trial of
the effects of dietary patterns on blood pressure. DASH Collaborative Research Group. N Engl J Med
336: 1117—1124. PMID: 9099655

Broekmans WM, Klopping-Ketelaars WA, Kluft C, van den Berg H, Kok FJ, van Poppel G (2001) Fruit
and vegetables and cardiovascular risk profile: a diet controlled intervention study. Eur J Clin Nutr 55:
636-642. PMID: 11477461

Wallace IR, McEvoy CT, Hunter SJ, Hamill LL, Ennis CN, Woodside JV, et al. (2012) Dose-Response
Effect of Fruit and Vegetables on Insulin Resistance in Healthy Overweight People at High Risk of Car-
diovascular Disease: A Randomised Controlled Trial. Irish Journal of Medical Science 181: S345—
S345.

Macready AL, George TW, Chong MF, Alimbetov DS, Jin'Y, Vidal A, et al. (2014) Flavonoid-rich fruit
and vegetables improve microvascular reactivity and inflammatory status in men at risk of cardiovascu-
lar disease-FLAVURS: a randomized controlled trial(1-5). American Journal of Clinical Nutrition 99:
479-489. doi: 10.3945/ajcn.113.074237 PMID: 24452238

PLOS ONE | DOI:10.1371/journal.pone.0135380 August 10,2015 13/15


http://dx.doi.org/10.1007/s00394-011-0242-z
http://www.ncbi.nlm.nih.gov/pubmed/21877233
http://www.ncbi.nlm.nih.gov/pubmed/16988131
http://www.ncbi.nlm.nih.gov/pubmed/16443039
http://dx.doi.org/10.1136/bmj.c4229
http://dx.doi.org/10.1136/bmj.c4229
http://www.ncbi.nlm.nih.gov/pubmed/20724400
http://www.ncbi.nlm.nih.gov/pubmed/12936950
http://www.ncbi.nlm.nih.gov/pubmed/17056812
http://www.ncbi.nlm.nih.gov/pubmed/11138444
http://www.ncbi.nlm.nih.gov/pubmed/10805824
http://dx.doi.org/10.1136/bmj.d2040
http://www.ncbi.nlm.nih.gov/pubmed/21505219
http://dx.doi.org/10.1001/jama.2008.600
http://www.ncbi.nlm.nih.gov/pubmed/18997197
http://www.ncbi.nlm.nih.gov/pubmed/9989963
http://www.ncbi.nlm.nih.gov/pubmed/9099655
http://www.ncbi.nlm.nih.gov/pubmed/11477461
http://dx.doi.org/10.3945/ajcn.113.074237
http://www.ncbi.nlm.nih.gov/pubmed/24452238

@’PLOS ‘ ONE

Fruit and Vegetable Consumption and Cardiovascular Risk Factors

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.
33.

34.

35.

36.

37.

38.

Hartley L, Igbinedion E, Holmes J, Flowers N, Thorogood M, Clarke A, et al. (2013) Increased con-
sumption of fruit and vegetables for the primary prevention of cardiovascular diseases. Cochrane Data-
base of Systematic Reviews.

Azagba S, Sharaf MF (2011) Disparities in the frequency of fruit and vegetable consumption by socio-
demographic and lifestyle characteristics in Canada. NutrJ 10: 118. doi: 10.1186/1475-2891-10-118
PMID: 22027238

Brion MJA, Lawlor DA, Matijasevich A, Horta B, Anselmi L, Araujo CL, et al. (2011) What are the causal
effects of breastfeeding on IQ, obesity and blood pressure? Evidence from comparing high-income with
middle-income cohorts. International Journal of Epidemiology 40: 670-680. doi: 10.1093/ije/dyr020
PMID: 21349903

Yu D, Zhang X, Gao YT, Li H, Yang G, Huang J, et al. (2013) Fruit and vegetable intake and risk of
CHD: results from prospective cohort studies of Chinese adults in Shanghai. Br J Nutr: 1—10.

Bazzano LA, He J, Ogden LG, Loria CM, Vupputuri S, Myers L, et al. (2002) Fruit and vegetable intake
and risk of cardiovascular disease in US adults: the first National Health and Nutrition Examination Sur-
vey Epidemiologic Follow-up Study. Am J Clin Nutr 76: 93-99. PMID: 12081821

(2013) National Bureau of Statistics of China. Average Price of Food in 50 Cities, November 11-20,
2013. National Bureau of Statistics of China.

Jiang CQ, Thomas GN, Lam TH, Schooling CM, Zhang WS, Lao XQ, et al. (2006) Cohort Profile: The
Guangzhou Biobank Cohort Study, a Guangzhou-Hong Kong-Birmingham collaboration. International
Journal of Epidemiology 35: 844—852. PMID: 16844769

Okada S, Shikata K (2012) A commentary on the VITAL study: Does vitamin D (receptor activation) pro-
tect against nephropathy in type 2 diabetes? Journal of Diabetes Investigation 3: 36—38. doi: 10.1111/j.
2040-1124.2011.00161.x PMID: 24843543

Hsu-Hage BH, Wahlqvist ML (1992) A food frequency questionnaire for use in Chinese populations
and its validation. Asia Pac J Clin Nutr 1: 211-223. PMID: 24323237

Wilson PWF, D'Agostino RB, Levy D, Belanger AM, Silbershatz H, Kannel WB (1998) Prediction of cor-
onary heart disease using risk factor categories. Circulation 97: 1837-1847. PMID: 9603539

Goff DC Jr., Lloyd-Jones DM, Bennett G, Coady S, D'Agostino RB Sr., Gibbons R, et al. (2013) 2013
ACC/AHA Guideline on the Assessment of Cardiovascular Risk: A Report of the American College of
Cardiology/American Heart Association Task Force on Practice Guidelines. Circulation.

Liu J, Hong YL, D'Agostino RB, Wu ZS, Wang W, Sun JY, et al. (2004) Predictive value for the Chinese
population of the Framingham CHD risk assessment tool compared with the Chinese multi-provincial
cohort study. Jama-Journal of the American Medical Association 291: 2591-2599.

Hajifathalian K, Ueda P, Lu Y, Woodward M, Ahmadvand A, Aguilar-Salinas CA, et al. (2015) A novel
risk score to predict cardiovascular disease risk in national populations (Globorisk): a pooled analysis
of prospective cohorts and health examination surveys. Lancet Diabetes Endocrinol.

Schooling CM, Lam TH, Li ZB, Ho SY, Chan WM, Ho KS, et al. (2006) Obesity, physical activity, and
mortality in a prospective chinese elderly cohort. Arch Intern Med 166: 1498-1504. PMID: 16864760

Schafer JL (1999) Multiple imputation: a primer. Stat Methods Med Res 8: 3—15. PMID: 10347857

Elwell-Sutton T, Jiang CQ, Zhang WS, Cheng KK, Lam TH, Leung G, et al. (2011) Socioeconomic Influ-
ences at Different Life Stages on Self-Rated Health in Guangzhou, China. Journal of Epidemiology and
Community Health 65: A331-A331.

Rickman JC, Bruhn CM, Barrett DM (2007) Nutritional comparison of fresh, frozen, and canned fruits
and vegetables—II. Vitamin A and carotenoids, vitamin E, minerals and fiber. Journal of the Science of
Food and Agriculture 87:1185—1196.

Zhang JG, Zhang B, Wang ZH, Wang HJ, Zhai FY (2011) The status of dietary sodium intake of Chi-
nese population in nine provinces (autonomous region) from 1991 to 2006]. Zhonghua Yu Fang Yi Xue
Za Zhi 45:310-312. PMID: 21624324

Takachi R, Inoue M, Shimazu T, Sasazuki S, Ishihara J, Sawada N, et al. (2010) Consumption of
sodium and salted foods in relation to cancer and cardiovascular disease: the Japan Public Health Cen-
ter-based Prospective Study. Am J Clin Nutr 91: 456—464. doi: 10.3945/ajcn.2009.28587 PMID:
20016010

Svetkey LP, Simons-Morton D, Vollmer WM, Appel LJ, Conlin PR, Ryan DH, et al. (1999) Effects of die-
tary patterns on blood pressure: subgroup analysis of the Dietary Approaches to Stop Hypertension
(DASH) randomized clinical trial. Arch Intern Med 159: 285-293. PMID: 9989541

Sacks FM, Svetkey LP, Vollmer WM, Appel LJ, Bray GA, Harsha D, et al. (2001) Effects on blood pres-
sure of reduced dietary sodium and the Dietary Approaches to Stop Hypertension (DASH) diet. DASH-
Sodium Collaborative Research Group. N Engl J Med 344: 3—10. PMID: 11136953

PLOS ONE | DOI:10.1371/journal.pone.0135380 August 10,2015 14/15


http://dx.doi.org/10.1186/1475-2891-10-118
http://www.ncbi.nlm.nih.gov/pubmed/22027238
http://dx.doi.org/10.1093/ije/dyr020
http://www.ncbi.nlm.nih.gov/pubmed/21349903
http://www.ncbi.nlm.nih.gov/pubmed/12081821
http://www.ncbi.nlm.nih.gov/pubmed/16844769
http://dx.doi.org/10.1111/j.2040-1124.2011.00161.x
http://dx.doi.org/10.1111/j.2040-1124.2011.00161.x
http://www.ncbi.nlm.nih.gov/pubmed/24843543
http://www.ncbi.nlm.nih.gov/pubmed/24323237
http://www.ncbi.nlm.nih.gov/pubmed/9603539
http://www.ncbi.nlm.nih.gov/pubmed/16864760
http://www.ncbi.nlm.nih.gov/pubmed/10347857
http://www.ncbi.nlm.nih.gov/pubmed/21624324
http://dx.doi.org/10.3945/ajcn.2009.28587
http://www.ncbi.nlm.nih.gov/pubmed/20016010
http://www.ncbi.nlm.nih.gov/pubmed/9989541
http://www.ncbi.nlm.nih.gov/pubmed/11136953

@’PLOS ‘ ONE

Fruit and Vegetable Consumption and Cardiovascular Risk Factors

39.

40.

41.

42.

43.

44,

Micha R, Wallace SK, Mozaffarian D (2010) Red and processed meat consumption and risk of incident
coronary heart disease, stroke, and diabetes mellitus: a systematic review and meta-analysis. Circula-
tion 121:2271-2283. doi: 10.1161/CIRCULATIONAHA.109.924977 PMID: 20479151

Agudo A, Pera G (1999) Vegetable and fruit consumption associated with anthropometric, dietary and
lifestyle factors in Spain. EPIC Group of Spain. European Prospective Investigation into Cancer. Public
Health Nutr 2: 263-271. PMID: 10512560

Stanhope KL, Schwarz JM, Keim NL, Griffen SC, Bremer AA, Graham JL, et al. (2009) Consuming fruc-
tose-sweetened, not glucose-sweetened, beverages increases visceral adiposity and lipids and
decreases insulin sensitivity in overweight/obese humans. J Clin Invest 119: 1322—-1334. doi: 10.1172/
JCI37385 PMID: 19381015

Zhang YH, An T, Zhang RC, Zhou Q, Huang Y, Zhang J (2013) Very High Fructose Intake Increases
Serum LDL-Cholesterol and Total Cholesterol: A Meta-Analysis of Controlled Feeding Trials. Journal of
Nutrition 143: 1391-1398. doi: 10.3945/jn.113.175323 PMID: 23825185

loannidis JP (2013) Implausible results in human nutrition research. BMJ 347: f6698. doi: 10.1136/bmj.
6698 PMID: 24231028

Leppala JM, Virtamo J, Fogelholm R, Albanes D, Heinonen OP (1999) Different risk factors for different
stroke subtypes: association of blood pressure, cholesterol, and antioxidants. Stroke 30: 2535-2540.
PMID: 10582974

PLOS ONE | DOI:10.1371/journal.pone.0135380 August 10,2015 15/15


http://dx.doi.org/10.1161/CIRCULATIONAHA.109.924977
http://www.ncbi.nlm.nih.gov/pubmed/20479151
http://www.ncbi.nlm.nih.gov/pubmed/10512560
http://dx.doi.org/10.1172/JCI37385
http://dx.doi.org/10.1172/JCI37385
http://www.ncbi.nlm.nih.gov/pubmed/19381015
http://dx.doi.org/10.3945/jn.113.175323
http://www.ncbi.nlm.nih.gov/pubmed/23825185
http://dx.doi.org/10.1136/bmj.f6698
http://dx.doi.org/10.1136/bmj.f6698
http://www.ncbi.nlm.nih.gov/pubmed/24231028
http://www.ncbi.nlm.nih.gov/pubmed/10582974

