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Fruit and vegetables: think variety, go ahead, eat!'?

Sebastian J Padayatty and Mark Levine

It is a fair generalization that fruit and vegetable consumption
is associated with areduction in heart and vascular diseases, such
as stroke. Often, investigators have attributed benefits to specific
nutrients measured in blood or urine, such as vitamin C, carote-
noids, and flavonoids. Nutrients were selected for measurement
because they were presumed to be the biologic modifiers on the
basis of in vitro evidence. Given these assumptions, intervention
trials were conducted to test proposed health benefits of selected
nutrients. The results of such trials have often shown no effect
or even an adverse outcome (1). Carotenoid research offers an
example of this conundrum. Consumption of carotenoid-
containing fruit and vegetables was shown to be associated with
a lower cardiovascular disease risk, yet 3-carotene supplemen-
tation either had no effect or increased mortality (2). Although
there may be many explanations for such disappointments, we
focus on flawed premise. A nutrient selected for study, because
it is in certain foods, may be found in higher concentrations in
people as their consumption of those foods increases and may
correlate with the presence or absence of disease. However, the
selected nutrient may not be the protective agent. Correlation is
not causation, and the amounts of “protective nutrients” con-
sumed or measured may simply be markers of some other caus-
ative or protective factors. And so we travel full circle to arrive
at the beginning, as we think about fruit and vegetable consump-
tion, disease outcome, and plasma vitamin C concentrations.

Several studies have shown that the higher the consumption of
fruit and vegetables, the lower the incidence of cardiovascular
disease (3-5), including strokes (6—11). These findings were
attributed to many factors, including vitamin C. Others have
shown that high plasma vitamin C concentrations are associated
with a lower risk of stroke (12—14). In a study published in this
Journal, Myint et al (15) confirms this in a revitalizing manner.
As a prospective study of 20 649 people aged 40—79 y with an
average follow-up of 9.5 y, it had the advantage of a large study
population in whom many risk factors were measured. Plasma
vitamin C was measured in all subjects. The study population had
experienced 448 strokes, but those in the highest quartile of
plasma vitamin C had 42% fewer strokes than did those in the
lowest quartile. The authors concluded, correctly, that plasma
vitamin C is a biomarker for the risk of stroke. The study is
refreshing in that its findings are both clear and not overstated.
On the basis of the evidence presented, the investigators did not
advocate an increased intake of vitamin C to prevent stroke. Such
strict interpretation of the data avoids a confusing correlation
with causation and allows improved hypothesis generation, but is

not sufficient grounds to advocate unfounded and possibly use-
less treatments.

The study by Myint et al was straightforward and transparent,
but it had some imperfections. Only one nonfasting plasma vi-
tamin C measurement was obtained, but plasma vitamin C con-
centrations probably fluctuated during the follow-up years, and
non-fasting measurements may not represent steady-state val-
ues. The relation between stroke and vitamin C concentrations
was independent of consumption of fruit and vegetables and
supplements, although there were more supplement users in the
highest quartile of plasma vitamin C concentrations. These re-
sults are perplexing because vitamin C had to come from some-
where. As the authors wrote, the results may reflect an inaccurate
measurement of fruit and vegetable intake with food-frequency
questionnaires. The authors estimated that the difference be-
tween the lowest and highest quartiles of vitamin C concentration
was about one serving of a fruit or vegetable, perhaps an amount
too small for the food-frequency questionnaires to detect. It is
likely that there was less error in the supplement use data because
of how these data were obtained.

Measurement of food intake, including fruit and vegetables,
is a problem that bedevils most studies and requires improve-
ment so that future endeavors are more informative. Without
improvement, it will be difficult to move beyond describing
simple relations between fruit and vegetable consumption and
more easily measured endpoints such as stroke, myocardial
infarction, or death. Despite limited accuracy, food recall
surveys are widely used. Existing instruments do not discern
more subtle effects of fruit and vegetables. Ideally, true food
intake would be measured, but this is clearly impractical on a
large scale or over long periods. More accurate methods of
measurement of fruit and vegetable intake must be developed,
and existing methods must be refined.

We need readily measurable and reliable biomarkers of fruit
and vegetable intake. Candidate biomarkers should have a linear
response to increasing fruit and vegetable intake, be stable and
reproducibly quantified, and remain unaffected by commonly
used supplements, drugs, or liver or renal impairment. The mark-
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ers should also reflect the variety of fruit and vegetable intake
and, ideally, be able to discriminate different types of fruit and
vegetables. Considering the chemical complexity of plant foods,
it is likely that several substances in fruit and vegetables will
fulfill one or more of these requirements. Current markers in-
clude vitamin C, carotenoids (9), and flavonoids (16). Similar to
surveys, the validity of markers of fruit and vegetable intake
should be established against known food consumption. One can
foresee that well-validated quantitative surveys, panels of bi-
omarkers, and new methods of measuring food consumption will
give a much more accurate picture of fruit and vegetable con-
sumption than currently possible, except in hospital settings.

Vitamin C is an attractive marker of fruit and vegetable intake
because these foods are the primary sources of dietary vitamin C.
However, use of vitamin C as an intake indicator has limitations.
With ingestion of pure vitamin C, there is a steep sigmoidal
dose-concentration relation in humans for doses between 30 and
100 mg. At 100 mg, fasting steady state plasma vitamin C con-
centrations are =60 umol/L. At 200 mg, corresponding to an
intake of =5 servings of fruit and vegetables, fasting steady state
plasma concentrations are ~70 wmol/L and do not increase much
with higher doses (17). It is unknown whether the same dose-
concentration relationships hold for vitamin C in foods. True
bioavailability, as opposed to less exact relative bioavailability,
has not been determined for vitamin C in food matrices. In vitro
and animal data show that fruit and vegetable components, such
as flavonoids, might impair vitamin C absorption (18). Relative
bioavailability measurements, an imprecise indicator of bio-
availability, generally show little difference in absorption be-
tween pure vitamin C and vitamin C in foods (19). If relative
bioavailability and true bioavailability turn out to be similar, then
vitamin C as a biomarker would not distinguish fruit and vege-
table intakes of 5 servings daily from higher intakes. If true
bioavailability of vitamin C is diminished by food components,
then vitamin C would be a good candidate marker across a wider
range of fruit and vegetable intake. Additional limitations of
vitamin C as a marker are its instability without rigorous sample
handling, its sensitivity to even minimal hemolysis (20), and its
uncharacterized pharmacokinetic profiles in diabetes, kidney
disease, pregnancy, and the elderly. Fasting samples are pre-
ferred, because plasma concentrations increase after meals, de-
pending on the vitamin C content of foods consumed. The vita-
min C content of fruit and vegetables varies and is affected by
food processing, storage, and cooking. Because some foods and
beverages are fortified with vitamin C, measurements may not
reflect intake of fruit and vegetables alone.

How do fruit and vegetables work their magic? Here, answers
are less satisfactory. Fruit and vegetables contain many vitamins,
minerals, and phytochemicals, including those that have been
widely studied, such as potassium, flavonoids, carotenoids, and
vitamins C, and uncharacterized bioactive substances that could
be beneficial, either alone or in combination. Fruit and vegetables
serve as markers of a healthy lifestyle, education, or wealth, each
of which is associated with beneficial effects on health. Fruit and
vegetables may change gut flora and increase roughage and fiber
(21, 22). They may slow carbohydrate absorption, attenuating
rapid increases in blood glucose after meals—a risk factor in
itself for cardiovascular disease (23). Finally, the observed ben-
eficial association could be a negative one. That is, fruit and
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vegetables are generally low in calories and displace energy-
dense foods. If you eat lots of carrots, you cannot eat so many
sausages.

What should patients and the public be told? We should em-
phasize that fruit and vegetable intake is associated with many
health benefits, including a reduction in stroke. Because we do
not know why or how the benefit occurs or what fruit and veg-
etables are effective, it is prudent to consume a wide variety. The
optimum intake for reduction of stroke and cardiovascular dis-
ease is unknown, but an intake of 5-9 servings daily is associated
with benefit, and the public should aim toward the higher intakes.
So, what to say about fruit and vegetables is clear: think variety,
go ahead, eat!
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