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Abstract

Cardiovascular diseases are a major problem nowadays and their
incidence is only increasing. Fruits and vegetables have long been known
to have antioxidant properties, but recently chocolate has been the focus
of much research as cocoa appears to have similar qualities. Theobroma
cacao, the plant that cocoa is derived from has been found to be a rich
source of flavanols, which may protect against cardiovascular diseases. A
literature review was carried out and the main ways in which chocolate
may contribute to cardiovascular health are presented; these are the
antioxidant, anti-inflammatory, and anti-platelet effects. The lipid profile
may also be affected but is still a current topic of debate. The modes of
action of the flavanols are summarised, but they are still hypotheses and
the exact mechanisms are still unknown. Nevetheless the vast amount of
epidemiological evidence suggests a definite link between cocoa from
chocolate and cardiovascular health. As chocolate is a popular product
sold worldwide, greater research into this area will definitely be beneficial.
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1. Introduction

Chocolate is a well-known, popular food all around the world, and is
unique in that it is solid at room temperature yet easily melts in the mouth.
Although it is usually sweet and quite calorific, recent studies have shown
epidemiological links between the flavanols in chocolate and
cardiovascular health. Flavanols are also found in fruit, vegetables, tea and
red wine, but cocoa contains much more per weight (Lee et al 2003). The
exact mechanism of the flavanols and metabolism of chocolate is still
unknown, but we know that flavanols have antioxidant, anti-inflammatory
and anti-platelet effects which assist in healthy endothelial function, and
subsequently cardiovascular health. The aim of this paper is to present the
current hypotheses relating to the mechanisms of the flavanols in
chocolate, as well as any other benefits that it may have.

2. Method

As research into the link between chocolate and cardiovascular health is a
very current, effort was put into using literature that was published as
recently as possible. The majority are peer-reviewed journal articles.
Articles published in the last 10 years were focused on, but sometimes the
author referred to works created more than 10 years ago, and those were
still used unless newer articles showing different results were found.
Government websites were used for information regarding specific
regulations on chocolate, and the World Health Organisation (WHO)
website was used for official statistics relating to cardiovascular diseases.

3. Brief background of chocolate
3.1 History

Chocolate is a popular food that is available all over the world now, but
has its roots in Central and South America. It comes from the plant
Theobroma cacao native to the Americas. The original method of



consumption of the cocoa bean however, was very different from what we
have today. The Aztecs and Mayans consumed it as a bitter drink with the
addition of spices, and it was considered a drink of the Gods (Engler &
Engler 2006). The Spanish brought cocoa to Europe, but it did not become
a mainstream item until the Industrial Revolution in the late 18™ Century,
when the development of mass production techniques lowered the cost of
production. The first solid chocolate was produced in England in 1847, and
slowly gained popularity until its sales overtook that of drinking chocolate
(Ciddell & Alberts 2006). Solid chocolate is the type most frequently
consumed now with a variety of additional ingredients used, for example
nuts and raisins. Dark, milk and white chocolate are the three common
types of chocolate, but white chocolate does not contain any cocoa mass,
only the cocoa butter. Surveys have found that milk chocolate is the most
popular in Europe, the UK and the USA. Also 87% of chocolate
consumption in the USA is not through ‘pure’ chocolate, but that
combined with nuts, caramel, wafers etc. (Vinson et a/ 2006).

3.2 Basic components and production process

There is a huge variety of chocolate available on the market nowadays, but
they mostly consist of the basic ingredients cocoa mass, cocoa butter,
sugar and milk. Today nearly half of the world’s supply of cocoa beans is
grown in the Ivory Coast, with the rest being from Ghana and other African
nations, Indonesia and some other Asian nations, and a small percentage
from Latin America (Ciddell & Alberts 2006).

Ground-up cocoa beans are known as cocoa liquor and contain
approximately 55% cocoa butter. Cocoa, cocoa mass or cocoa powder
refers to the non-fat component of the cocoa liquor (Cooper et al 2008).

In the general process the cocoa beans are first fermented and dried, then
undergo a process known as winnowing where the outer shell are
removed leaving the cocoa nib. The nibs are ground up and separated into
cocoa mass and cocoa butter. A small amount of the cocoa butter, sugar,
vanilla and often an emulsifier lecithin are added to the cocoa mass, and
undergo the conching process to remove bitterness and refine the texture



(Torres-Moreno et al 2012). Depending on country regulations and
individual manufactures, conching can take up to 72 hours or it may not
take place at all.

The proportion of each ingredient used and general processes must
comply with regulations set by governing bodies in each country. For
example the EU only allows up to 5% of the fat content to consist of non-
cocoa butter, and it must be one of the substitutes they have chosen. Any
nut varieties added to the chocolate must not exceed 60% of the total
weight of the product, and any products that do not meet the criteria are
not allowed to be sold as ‘chocolate’, ‘dark chocolate’ etc. There is a type
of milk chocolate in the UK and Ireland that contains 20% cocoa solids, but
as the minimum EU requirement is 25% cocoa solids it must be sold under
the name ‘Family Milk Chocolate’ elsewhere in the EU (CBI 2012). The FDA
in the USA defines ‘milk chocolate’” as containing as least 10% cocoa liquor,
but interestingly has no definition for ‘dark chocolate’ (FDA 2012).

4. Cardiovascular Diseases
4.1 What are cardiovascular diseases?

Cardiovascular diseases (CVD) are major causes of death around the world,
and are especially prominent in medium-low income earners. In 2008 17.3
million people died from CVD (30% of global deaths) and an estimated
23.6 million will die from it in 2030 (WHO 2012).

CVDs are diseases affecting the heart and blood vessels. There are several
types depending on where the affected vessel supplies blood to and where
the blood clot occurs, whether it existed at birth, and whether it was
caused by infection. The most prominent of these is coronary heart
disease (CHD), damage in the vessels supplying blood to the heart muscle.

There are many risk factors for CVD: smoking, obesity, diabetes and family
history just to name a few. One of the underlying causes of CVD is
atherosclerosis; the accumulation of modified low density lipoproteins
(LDL) in the arterial walls causing plague formation and blockage of blood



flow. Atherosclerosis can develop through oxidative stress, especially from
LDL oxidation. LDL particles consist of around 2700 fatty acids, and about
half of these are polyunsaturated and susceptible to oxidation. Oxidation
is the addition of oxygen and greatly affects the activity of the particle.
Oxidised LDL can inhibit the exit of macrophages while recruiting
circulating monocytes, causing the formation of foam cells-sticky cells
which accumulate inside the arterial wall. It can also reduce the
bioavailability of NO causing endothelial dysfunction, and eventually cause
strokes and heart attacks (Honarbakhsh & M. Schachter 2008).

4.2 Evidence of association of chocolate with CVD

A study looking at CHD found that consumption of chocolate five or more
times a week, resulted in a 57% lower prevalence of CHD compared to
those who never ate chocolate regardless of risk factors involved (Djoussé
et al 2011). Another study focused on calcified atherosclerotic plaque in
coronary arteries (CAC) in people who ate chocolate two or more times a
week, once a week, one-three times a month and never. Results showed
lower prevalence of CAC the more frequent chocolate consumption is.
Lower systolic and diastolic blood pressures were also observed (Djoussé
et al 2011).

A study using rabbits with artherosclerosis found that cocoa powder
inhibited the development of artherosclerotic lesions (Kurosawa et al
2005). After six months, the area of artherosclerotic lesions was over 20%
lower in rabbits that regularly consumed cocoa powder.

These are not the only examples, but the majority of studies are only
carried out in vitro or in vivo on healthy individuals, so more research
needs to be undertaken involving individuals with CVD or at least some of
the risk factors to show the direct correlation.



5. Flavanols and their effects
5.1 What are flavanols?

The polyphenols is a large class of compounds that act as antioxidants. A
subclass, the flavonoids have been associated with various health benefits,
and the flavanols or flavan-3-ols in particular have been linked to
cardiovascular health. Procyanidins are the main type of oligomeric
flavanols and are composed of the monomers collectively known as
catechin, shown in Figure 1. The catechin molecule consists of three rings,
two of which are benzene rings (rings A and B). It has two chiral centres at
carbons 2 and 3, meaning four diastereoisomers; (+)-catechin, (-)-catechin,
(+)-epicatechin and (-)-epicatechin. The most common in cocoa are (+)-
catechin and (-)-epicatechin and have been the focus of research.
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Figure 1: Basic structure of catechin (Tomoyo Oyama)

5.2 Antioxidant effect

All polyphenols have been found to have antioxidant activities in vitro, so
now studies are being conducted to see whether this is the case in vivo.
Various studies have shown chocolate to have antioxidant effects through
the inhibition of LDL oxidation and increase in total antioxidant capacity
(TAC).



The antioxidant effect was found to be dose-dependent, with a higher
antioxidant capacity in chocolate with a higher cocoa solid content
(Bels¢ak-Cvitanovic et al 2011). In vivo experimentation has shown an
increase in plasma antioxidant capacity after just a single dose of 100g of
dark chocolate (Serafini et al 2003). Lettieri-Barbato et a/ (2012) found
that the TAC of both dark chocolate and high antioxidant dark chocolate
peaked 2 hours after ingestion. However the TAC of the high antioxidant
dark chocolate remained relatively high even 5 hours after ingestion, while
that of the other went down to zero. The inhibition of LDL peroxidation
has been found in numerous studies, usually through the measurement of
TBARS post-consumption (Mursu et al 2004, Mathur et al 2002, Vinson et
al 2006).

Although the exact mechanism is unknown there are some possible
explanations. Figure 1 shows that catechin molecules have a
dihydroxylated B ring. This allows for the rapid donation of hydrogen to
stabilise radical species (Engler & Engler 2006). Procyanidins (oligomers)
are thought to accumulate at the liposome surface of cells and prevent the
access of deleterious molecules inside the cell. The monomers catechin
and epicatechin, and some dimers with epicatechin subunits are able to
diffuse into the cells and affect enzymes and signalling cascades (Keen et
al 2005).

5.3 Anti-inflammatory effect

Increasingly the endothelium is becoming considered as a vital organ in
cardiovascular health. Dysfunction of the endothelium is often a result of
the activation of proinflammatory enzyme systems through the production
of reactive oxygen species (ROS) and radicals. Nuclear transcription factor
(NF«B) binds to the promoter regions of genes coding for pro-
inflammatory proteins. Nitric oxide (NO) is a molecule required for
vasodilation and normally inhibits NF«B synthesis. However, oxidative
stress and endothelial dysfunction reduce the bioavailability of NO, and
intracellular ROS accumulate and NF¢B is activated. Catechin and
epicatechin have been found to stimulate the production of NO, and
suppress the production of proinflammatory cytokines while enhancing



the production of anti-inflammatory cytokines. They also inhibit NO-
related nitration and oxidation reactions and prevent the activation of
NF«B (Engler & Engler 2006). Epicatechin in particular has been shown to
have the more prominent role, and is also involved in the scavenging of
free radicals and maintenance of the enzyme nitric oxide synthase for NO
synthesis (Steffen, Schewe & Sies 2005).

A six week study on overweight adults found that consumption of cocoa
led to an improvement in endothelial function, observed by measuring
flow mediated dilation (FMD) (Njike et al 2011). Sweetened and non-
sweetened cocoa were tested but the difference between the two were
statistically insignificant. Heiss et al (2005) found that just a single dose of
a high polyphenol cocoa drink was enough to increase levels of circulating
NO and FMD, and studies testing single doses of dark chocolate also
showed similar results (Hermann et al 2003, Vlachopulos et al 2005). The
improvement is attributed to the flavanols which activate nitric oxide
synthase, which then produce nitric oxide and induce vasodilation. Studies
focusing on blood pressure showed correlations between chocolate
consumption and decreases in both systolic and diastolic blood pressure
(Ellinger et al 2012, Taubert et al 2003). This agrees with a study
conducted on 14 healthy overweight and obese individuals, where
consumption of dark chocolate containing 500mg and 1000mg of
polyphenol lowered blood glucose levels and blood pressure (Almoosawi
et al 2010). However there was not a significant difference between
500mg and 1000mg, suggesting that the effect plateaus after a certain
amount of polyphenols, or after a particular blood pressure level.
Chocolate may not lower blood pressure drastically, but it may be
effective to combine chocolate consumption with other lifestyle changes
such as exercise.

5.4 Anti-platelet effect

The formation of platelets is vital in the blood-clotting process when the
blood vessels are damaged, but now is increasingly associated with heart
attacks, strokes, and the progression of atherothrombosis. Plaques can
build up in the vessels as a result of smoking, high blood pressure and



cholesterol, and the rupturing of these activates platelet aggregation and
blood-clotting. Since there is no actual damage to the blood vessel, the
blood-clot ends up blocking the blood flow (Ueno et al 2011).

A small scale study on 20 smokers showed that consumption of dark
chocolate-but not white chocolate-reduced platelet activation (Hermann
et al 2006). Cocoa is thought to reduce platelet aggregation by producing
prostacyclin, a molecule that inhibits this process and induces vasodilation.
NO (synthesised with the aid of catechin and epicatechin) is also involved
in the inhibition process. This has been shown in in vivo studies where
decreases in platelet activation and aggregation from cocoa consumption,
correlate with increases in plasma epicatechin concentrations (Pearson et
al 2002). Plasma prostacyclin levels were seen to increase by 32%
following the consumption of high procyanidin chocolate (Schramm et a/
2001). A single dose of semi-sweet chocolate chips was shown to increase
the prostacyclin-leukotriene ratio and reduce platelet related haemostasis
(Holt et al 2002). Leukotrienes are chemicals synthesised through the
metabolism of arachidonic acid, and are important for antimicrobial
defence. However they are proinflammatory, can stimulate platelet
aggregation and induce vasoconstriction (Ding et al 2006). They are
involved in the growth of artherosclerotic vascular lesions, and have been
linked to strokes and myocardial infarctions (Peters-Golden & Henderson
2007).

5.5 Flavanol bioavailability

Not only is the mechanism of the flavanols unclear, the amount flavanols
present in the final chocolate product is unknown unless each type is
tested individually. This is because a significant amount of the flavanols
can be lost during processing. A common method of producing cocoa
powder is called Dutch Processing. It is an alkalising process that
neutralises the acid and can result in a loss of up to 90% of the flavanols
contained in cocoa (Miller et al 2008). An interesting study was conducted
by Hurst et al. (2011) where the impact of common processes on flavanol
stereochemistry of cocoa beans was observed. They concluded that (+)-
catechin and (-)-epicatechin levels were reduced through fermentation,



drying, roasting and Dutch Processing, however there were increases in (-
)-catechin. We cannot be sure whether the losses can be accounted for by
the gains made, as the different ways in which each isomer works in
unclear. It has been found however, that the preferred order of absorption
is (-)-epicatechin > (+)-catechin > (-)-catechin.

A solution may be to omit these processes but it is not as simple as they
improve palatability by removing the astringency, and increase
microbiological safety through sterilisation. Currently there is work being
put into retaining as much of the flavanol content as possible. Trials on a
polyphenol-rich cocoa powder have been undertaken and shown positive
results (Schinella et a/ 2010), and modification of the beans is also being
looked into in Ghana (). It is also important to educate consumers as
handling methods at home can affect flavanol levels. Stahl et a/ (2009)
found that chocolate cake baked using baking powder retains a much
higher level of flavanols compared to that made using baking soda due to
the differences in the way they affect pH. Baking soda increases the pH of
the cake more than baking powder, and a pH above 7.5 was noted as
resulting in significant losses of flavanols.

6. Other effects
6.1 Lipid effect

Numerous studies observing the effects on lipid content have been
conducted and a variety of results have been recorded. There are two
major types of cholesterol; low-density lipoproteins (LDL) and high-density
lipoproteins (HDL). LDL is the “bad” cholesterol as it can build up and
stiffen the arterial walls, causing atherosclerosis. HDL is the “good”
cholesterol as it carries cholesterol away from the arteries, lowering the
risks of heart disease (American Heart Association 2012).

Wan et al (2001) in a four week study, found that individuals consuming
regular amounts of either dark chocolate or cooca powder had a 4%
increase in HDL on average compared to those without. Mursu et a/
(2004) found dark chocolate enriched with polyphenols to increase levels



of serum HDL by nearly 14%, and even dark chocolate by 11%, while white
chocolate actually led to a slight decrease in HDL. Interestingly, they also
found that all three types of chocolate led to a decrease in LDL
peroxidation. Since white chocolate does not contain cocoa mass, this is
thought to be due to the fatty acids present in cocoa butter. The inhibition
of lipid peroxidation from monounsaturated fats, such as oleic acid found
in cocoa butter has been found in previous studies (Eritsland 2000).

A study using rats found that regular intake of cocoa significantly
decreased the levels of plasma cholesterol (Osakabe & Yamagishi 2009).
The suggested reason for this is that the procyanidins in cocoa inhibit the
intestinal absorption of cholesterol. Matsui et al (2005) observed an
association between chocolate and weight loss, and suggested that
flavanols supress the expression of LDL gene receptors and inhibit fatty
acid synthesis. It is difficult to directly compare the studies however due to
the different methods used. Greater increases in HDL levels may simply be
due to the greater amount of cocoa administered for example.

6.2 Psychological effects

For some people eating chocolate can have positive psychological effects
by lifting their moods. Dieting and cutting back on confectionery often
leads to stress, and stress is a major factor in the development of
cardiovascular diseases. Chocolate is often called a “comfort food” and can
improve the mood immediately, possibly by directly affecting the brain
neurotransmitters (Macht & Mueller 2007). A study on over 1300 men
with an average age of 76 concluded that chocolate was associated not
only with better health but also optimism and psychological well-being
(Strandberg et al 2008).

6.3 Anti-cariogenic effect
Cocoa bean husk extracts (CBHE) have been found to have anti-cariogenic
properties. CBHE are the by-products of cocoa processing and contain high

levels of polyphenols. Streptococcus mutans and Streptococcus sanguinis
are two types of oral bacteria that contribute to plaque formation and acid
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production, subsequently leading to the formation of caries (Ferrazzano et
al 2009). Cocoa polyphenols were found to inhibit biofilm and acid
production in experiments conducted in vitro (Percival et al 2006). In vivo
experiments testing mouthwash containing CBHE found that they were
effective in lowering the counts of Streptococci and overall plaque
formation (Srikanth, Shashikiran & Subba Reddy 2008). It is important to
note that cocoa mass found in commercial chocolate does not have the
same properties, and eating large amounts of chocolate will not have the
same effect. It is an interesting field of research however that is worth
looking into. There are benefits not only from the dental point of view, but
also from an economic point of view looking at the efficient use of by-
products

6.4 Role of stearic acid

The fatty acids contained in chocolate are also a topic of interest,
especially stearic acid as it may affect cholesterol and lipoprotein levels.
Cocoa butter is contains on average 33% oleic acid (monounsaturated fat),
33% stearic acid and 25% is palmitic acid (both saturated fats) (Tokede,
Gaziano & Djoussé 2011). Stearic acid has been found to have anti-platelet
effects and reduce blood pressure according to some studies (Grassi et al
2005). This could be due to its chain length (stearic acid is 18:0 so a long-
chain fatty aicd) and poor absorption, or it could be that it becomes
desaturated into oleic acid -a fat that protects against CHD-upon digestion.
Others claim that it has no such effects. They suggest that stearic acid is
cholesterol neutral and has no effect on HDL or LDL levels (Kris-Etherton &
Yu 1997). Studying the effects of stearic acid is difficult as it is not the only
fatty acid present. It will interact with other fatty acids and may, as
suggested, convert into other types. But either way there appears to be no
research concluding that stearic acid has substantially negative impacts on
health or cardiovascular health. Recently however, manufacturers are
increasingly trying to substitute cocoa butter with healthier vegetable fats,
but as mentioned before there are strict regulations regarding the types
and amounts of ingredients used.
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7. Looking into the future

Before any recommended daily intake values are given for chocolate it is
necessary to become clear of their exact mechanisms and how they are
metabolised. Commercial chocolate is high in calories, so will not have the
same effects as polyphenol-rich chocolate made specifically for studies. A
Swedish study involving middle-aged and elderly women found that
consumption of chocolate 1-3 times per month or 1-2 times per week
correlated with lower incidences of heart failure (Mostofsky 2010).
However the incidences were higher in those consuming 3-6 servings per
week and 1 or more servings per day, similar to the prevalence in those
consuming no chocolate at all (the average serving size was 30g for those
<61 years and 19g for those 262 years). This shows that excessive amounts
of chocolate can have negative impacts, and further highlights the need
for more information regarding effective dosages of flavanols and
educating the public.

The experimental methods may need to be reviewed. For example there
are a number of different ways to test the antioxidant activity of foods in
vitro, and it has been found that they do not always give the same results
(Pastoriza et al 2011). A standardised method to be used around the world
will make comparisons easier, or at least some information clearly
outlining each method would be helpful.

As mentioned before, the bioavailability of the flavanols are greatly
affected by processing, and each manufacturer should be responsible for
assessing their products. Manufacturing processes may need to be
reviewed or changed depending on how much of the flavanols are lost.

Since chocolate varies so much around the world it may be useful to have
some common standards. An indication of polyphenol content on the
packaging for example, may help consumers during selection.

Currently manufacturers are trying to create new, healthier types of
chocolate focusing on different aspects. As chocolate is still high in calories
efforts are being made to reduce the sugar content. Cocoa beans
containing greater amounts of polyphenols and cocoa powder that retains
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high levels of polyphenols even after processing (Schinella et al 2010) are
being looked into as well as cocoa butter alternatives and lower fat
contents (Bootello et al 2012).

8. Conclusion

The vast amount of epidemiological evidence gathered from around the
world means that we can be fairly confident in saying that chocolate
contributes to cardiovascular health. Overall there appear to be three
main ways in which flavanols in chocolate contribute to cardiovascular
health:

1. They act as antioxidants by increasing the total plasma antioxidant
capacity and reducing LDL susceptibility to oxidation.

2. They have an anti-inflammatory effect mainly through the
stimulation of NO production

3. Platelet aggregation can be reduced contributing to healthy
endothelial function.

There is also the possible contribution of stearic acid. Although it is
becoming apparent that chocolate is beneficial to our health, it is
important to remember that not all chocolate is the same. The origin of
the beans and the production methods greatly affect the quality of the
final product. The bioavailability of the polyphenols change depending on
the production technique, and are actually often destroyed with
processing. So the amount of cocoa contained in the final product cannot
be used as an indication for the amount of polyphenols or flavanols it
contains. Many popular chocolate bars have nuts, wafers, caramel etc.
changing the amount of cocoa contained per weight, so it is difficult to
give recommendations on how much we should be consuming. Also most
of the research so far has only been conducted in vitro, or in vivo on a very
small scale. Large scale studies concerning humans are usually through
surveys, relying on individual honesty.

13



It is important to remember that although beneficial for cardiovascular
health chocolate is by no means a cure for cardiovascular diseases. It is not
always effective in those already with high risk factors, and greater
lifestyle changes in diet and habits are required for improvement. It can
also have a high sugar and caloric content so as with all things, should be
taken in moderation.

References

e Journals

Almoosawi, S., Fyfe, L., Ho, C. and Al-Dujaili, E., 2010. The effect of
polyphenol-rich dark chocolate on fasting capillary whole blood glucose,
total cholesterol, blood pressure and glucocorticoids in healthy overweight
and obese subjects. British Journal of Nutrition, 103, 842-850.

Bels¢ak-Cvitanovié, A., Benkovié, M., Komes, D., Bauman, I., HorZi¢,

D., Dujmi¢, F. and Matijasec, M., 2010. Physical properties and bioactive
constituents of powdered mixtures and drinks prepared with cocoa and
various sweeteners. Journal of Agricultural and Food Chemistry, 58, 7187-
7195.

Bootello, M.A., Hartel, R.W., Garcés, R., Martinez-Force, E. and Salas, J.J.,
2012. Evaluation of high oleic-high stearic sunflower hard stearins for
cocoa butter equivalent formulation. Food Chemistry, 134,1409-1417.

Boughton, J.M., 2002. The Bretton Woods proposal: a brief look. Political
Science Quarterly, 42, 564.

Cidell, J.L. and Alberts, H.C., 2006. Constructing quality: The multinational
histories of chocolate. Geoforum, 37, 999-1007.

Cooper, K.A., Donovan, J.L., Waterhouse, A.L. and Williamson, G., 2008.
Cocoa and health: a decade of research. British Journal of Nutrition, 99, 1-

11.

Ding, E.L., Hutfless, S.M., Ding, X. and Girotra, S., 2006. Chocolate

14


http://pubs.acs.org/action/doSearch?action=search&author=Bels%CC%8Cc%CC%8Cak%5C-Cvitanovic%CC%81%2C+Ana&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Benkovic%CC%81%2C+Maja&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Komes%2C+Draz%CC%8Cenka&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Bauman%2C+Ingrid&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Horz%CC%8Cic%CC%81%2C+Dunja&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Dujmic%CC%81%2C+Filip&qsSearchArea=author
http://pubs.acs.org/action/doSearch?action=search&author=Matijas%CC%8Cec%2C+Matea&qsSearchArea=author

and prevention of cardiovascular disease: a systematic review.
Nutrition and Metabolism, 3, 2.

Djoussé, L., Hopkins, P.N., Arnett, D.K., Pankow, J.S., Borecki, I., North, K. E.
and Curtis Ellison, R., 2011. Chocolate consumption is inversely associated
with calcified atherosclerotic plague in the coronary arteries: The NHLBI
Family Heart Study. Clinical Nutrition, 30, 38-43.

Djoussé, L., Hopkins, P.N., North, K.E., Pankow, J.S., Arnett, D.K. and Curtis
Ellison, R., 2011. Chocolate consumption is inversely associated with
prevalent coronary heart disease: The National Heart, Lung, and Blood
Institute Family Heart Study. Clinical Nutrition, 30, 182-187.

Ellinger, S., Reusch, A., Stehle, P. and Helfrich, H.P., 2012. Epicatechin
ingested via cocoa products reduces blood pressure in humans: a
nonlinear regression model with a Bayesian approach. The American
Journal of Clinical Nutrition, 95, 1365-1377.

Engler, M.B. and Engler, M.M., 2006. The emerging role of flavonoid-rich
cocoa and chocolate in cardiovascular health and disease. Nutrition
reviews, 64, 109-1018.

Eritsland, J., 2000. Safety considerations of polyunsaturated fatty acids.
The American Journal of Clinical Nutrition, 71, 197-201.

Ferrazzano, G.F., Amato, |., Ingenito, A., De Natale, A. and Pollio,
A.F., 2009. Anti-cariogenic effects of polyphenols from plant-stimulant
beverages (cocoa, coffee, tea). Fitoterapia, 80, 255-262.

Grassi, D., Lippi, C., Necozione, S., Desideri, G. and Ferri, C., 2005. Short
term administration of dark chocolate is followed by a significant increase
in insulin sensitivity and a decrease in blood pressure in healthy

persons. The American Journal of Clinical Nutrition, 81, 611-614.

Heiss, C., Dejam, A., Kleinbongard, P., Schewe, T, Sies, H. and Kelm, M.,
2003. Vascular effects of cocoa rich in flavan-3-ols. The Journal of the

American Medical Association, 290, 1030-1031.

Hermann, F., Spieker, L., Ruschitzka, F., Sudano, I., Hermann, M., Binggeli,
C., Luscher, T.F., Riesen, W., Noll, G. and Corti, R., 2006. Dark chocolate

15



improves endothelial and platelet function. Heart, 92, 119-120.

Holt, R.R., Schramm, D.D., Keen, C.L., Lazarus, S.A. and Schmitz, H.H.,
Chocolate consumption and platelet function. The Journal of the American
Medical Association, 287, 2212-2213.

Honarbakhsh, S. and Schachter, M., 2009. Vitamins and cardiovascular
disease. British Journal of Nutrition, 101, 1113-1131.

Hurst, W.J., Krake, S.H., Bergmeier, S.C., Payne, M.J., Miller, K.B. and Stuart,
D.A., 2011. Impact of fermentation, drying, roasting and Dutch processing
on flavan-3-ol stereochemistry in cacao beans and cocoa ingredients.
Chemistry Central Journal, 5, 53.

Keen, C.L., Holt, R.R., Oteiza, P.l., Fraga, C.G. and Schmitz, H.H., 2005.
Cocoa antioxidants and cardiovascular health. The American Journal of
Clinical Nutrition, 81, 2985-303S.

Kris-Etherton, P.M. and Yu, S., 1997. Individual fatty acid effects on plasma
lipids and lipoproteins: human studies. The American Journal of Clinical
Nutrition, 65, 1628-1644.

Kurosawa, T., Itoh, F., Nozaki, A., Nakano, Y., Katsuda, S., Osakabe, N.,
Tsubone, H., Kondo, K. and Itakura, H., 2005. Suppressive Effect of Cocoa
Powder on Atherosclerosis in Kurosawa and Kusanagi-
hypercholesterolemic Rabbits. Journal of Atherosclerosis and Thrombosis,
12, 20-28.

Lee, K.W., Kim, Y.J., Lee, H.J. and Lee, C.Y., 2003. Cocoa has more phenolic
phytochemicals and a higher antioxidant capacity than teas and red wine.
Journal of Agricultural and Food Chemistry, 51, 7292—7295.

Lettieri-Barbato, D., Villaa, D., Beheydt, B., Guadagni, F., Trogh, |. and
Serafini, M., 2012. Effect of ingestion of dark chocolates with similar lipid
composition and different cocoa content on antioxidant and lipid status in
healthy humans. Food Chemistry, 132, 1305-1310.

Macht, M. and Mueller, J., 2007. Immediate effects of chocolate on
experimentally induced mood states. Appetite, 49, 667-674.

16



Mathur, S., Devaraj, S., Grundy, S.M. and Jialal, ., 2002. Cocoa products
decrease low density lipprotein oxidative susceptibility but do not affect
biomarkers of inflammation in humans. The Journal of Nutrition, 132,
3663-3667.

Matsui, N., Ito, R., Nishimura, E., Yoshikawa, M., Kato, M., Kamei, M.,
Shibata, H., Matsumoto, I., Abe, K. and Hashizume, S., 2005. Ingested
cocoa can prevent high-fat diet-induced obesity by regulating the

expression of genes for fatty acid metabolism. Nutrition, 21, 594-601.

Miller, K.B., Hurst, W.J., Payne, M.J., Stuart, D.A., Apgar, J., Sweigart, D.S.
and Ou, B., 2008. Impact of alkalization on the antioxidant and flavanol
content of commercial cocoa powders. Journal of Agricultural and Food
Chemistry, 56, 8527-8533.

Mostofsky, E., Levitan, E.B., Wolk, A. and Mittleman, M.A., 2010.
Chocolate intake and incidence of heart failure: a population-based
prospective study of middle-aged and elderly women. Circulation. Heart
failure, 3, 612-616.

Mursu, J., Voutilainen, S., Nurmi, T., Rissanen,T.H., Virtanen, J.K.,
Kaikkonen, J., Nyyssonen, K. and Salonen, J.T., 2004. Dark Chocolate
Consumption Increases HDL Cholesterol Concentration and Chocolate
Fatty Acids May Inhibit Lipid Peroxidation in Healthy Humans. Free Radical
Biology and Medicine, 37, 1351-1359.

Njike, V.Y., Faridi, Z., Shuval, K., Dutta, S., Kay, C.D., West, S.G., Kris-
Etherton, P.M. and David L., 2011. Effects of sugar-sweetened and sugar-
free cocoa on endothelial function in overweight adults. International
Journal of Cardiology, 149, 83-88.

Osakabe, N. and Yamagishi, M., 2009. Procyanidin in Theobroma cacao
Reduce Plasma Cholesterol Levels in High Cholesterol-Fed Rats. Journal of
Clinical Biochemistry and Nutrition, 45, 131-136.

Pastoriza, S., Delgado-Andrade, C., Haro, A. and Rufian-Henares, J.A., 2011.

A physiologic approach to test the global antioxidant response of foods.
The GAR method. Food Chemistry, 129, 1926-1932.

17



Pearson, D.A,, Paglieroni, T.G., Rein, D., Wun, T., Schramm, D.D., Wang, J.F.,
Holt, R.R., Gosselin, R., Schmitz, H.H. and Keen, C.L., 2002. The effects of
flavonol-rich cocoa and aspirin on ex vivo platelet function. Thrombosis
Research, 106, 191-197.

Percival, R.S., Devine, D.A., Duggal, M.S., Chartron, S. and Marsh, P.D.,
2006. The effect of cocoa polyphenols on the growth, metabolism, and
biofilm formation by Streptococcus mutans and Streptococcus sanguinis.
European Journal of Oral Sciences, 114, 343-348.

Peters-Golden, M. and Henderson, W.R., 2007. Leukotrienes. The New
England Journal of Medicine, 357, 1841-1854.

Schinella, G., Mosca, S., Cienfuegos-Jovellanos, E., Pasamar, M.A.,
Muguerza, B., Ramdn, D. and Rios, J.L., 2010. Antioxidant properties of
polyphenol-rich cocoa products industrially processed. Food Research
International, 43, 1614-1623.

Schramm, D.D., Wang, J.F., Holt, R.R., Ensunsa, J.L., Gonsalves, J.L., Lazarus,
S.A., Schmitz, H.H., German, J.B. and Keen, C.L., 2001. Chocolate
procyanidins decrease the leukotriene-prostacyclin ratio in humans and
human aortic endothelial cells. The American Journal of Clinical Nutrition,
73, 36-40.

Serafini, M., Bugianesi, R., Maiani, G., Valtuena, S., De Santis, S. and
Crozier, A., 2003. Plasma antioxidants from chocolate — dark
chocolate may offer its consumers health benefits the milk variety
cannot match. Nature, 424, 1013.

Srikanth, R., Shashikiran, N. and Reddy, V.S., 2008. Chocolate mouth rinse:
Effect on plaque acculuation and mutans streptococci counts when used
by children. Journal of Indian Society of Pedodontics and Preventive
Dentistry, 26, 67.

Stahl, L., Miller, K.B., Apgar, J., Sweigart, D.S., Stuart, D.A., Mchale, N., Ou,
B., Kondo, M. and Hurst, W.J., 2009. Preservation of Cocoa Antioxidant
Activity, Total Polyphenols, Flavan-3-ols, and Procyanidin Content in Foods
Prepared with Cocoa Powder. Journal of Food Science, 74, C456-C461.

18



Steffen, Y., Schewe, T. and Sies, H., 2005. Epicatechin protects endothelial
cells against oxidized LDL and maintains NO synthase. Biochemical and
Biophysical Research Communications, 331, 1277-1283.

Strandberg, T.E., Strandberg, A.Y., Pitkala, K., Salomaa, V.V., Tilvis, R.S. and
Miettinen, T.A., 2008. Chocolate, well-being and health among elderly
men. European Journal of Clinical Nutrition, 62, 247.

Taubert, D., Berkels, R., Roesen, R. and Klaus, W., 2003. Chocolate and
blood pressure in elderly individuals with isolated systolic hypertension.
The Journal of the American Medical Association, 290, 1029-1030.

Tokede, O.A,, Gaziano, J.M. and Djoussé, L., 2011. Effects of cocoa
products/dark chocolate on serum lipids: a meta-analysis. European
Journal of Clinical Nutrition, 65, 879-886.

Torres-moreno, M., Tarrega, A., Costell, E. and Blanch, C., 2012. Dark
chocolate acceptability: influence of cocoa origin and processing
conditions. Journal of the Science of Food and Agriculture, 92, 404-411.

Ueno, M., Kodali, M., Tello-Montoliu, A. and Angiolillo, D.J., 2011. Role of
Platelets and Antiplatelet Therapy in Cardiovascular Disease. Journal of
Atherosclerosis and Thrombosis, 18, 431-442.

Vinson, J.A., Proch, J., Bose, P., Muchler, S., Taffera, P., Shuta, D., Samman,
N. and Agbor, G.S., 2006. Chocolate is a powerful ex vivo and in vivo
antioxidant, an antiatherosclerotic agent in an animal model, and a
significant contributor to antioxidants in the European and American Diets.
Journal of Agricultural and Food Chemistry, 54, 8071-8076.

Vlachopoulos, C., Aznaouridis, K., Alexopoulos, N., Economou, E.,
Andreadou, I. and Stefanadis, C., 2005. Effect of Dark Chocolate on Arterial
Function in Healthy Individuals. American Journal of Hypertension, 18, 785.

Wan, Y., Vinson, J.A., Etherton, T.D., Proch, J., Lazarus, S.A. and Kris-
Etherton, P.M., 2001. Effects of cocoa powder and dark chocolate on LDL
oxidative susceptibility and prostaglandin concentrations in humans. The
American journal of clinical nutrition, 74, 596-602.

19


http://dc03vg0044eu.hosted.exlibrisgroup.com/primo_library/libweb/action/display.do?frbrVersion=4&tabs=detailsTab&ct=display&fn=search&doc=TN_jstageJST.JSTAGE%2fjat%2f12.20&indx=2&recIds=TN_jstageJST.JSTAGE%2fjat%2f12.20&recIdxs=1&elementId=1&renderMode=poppedOut&displayMode=full&frbrVersion=4&dscnt=0&fctN=facet_creationdate&vl(5095701UI5)=all_items&scp.scps=primo_central_multiple_fe&fctV=%5B2002+TO+2005%5D&tab=primo_central&dstmp=1351691179781&srt=rank&mode=Advanced&vl(5095699UI3)=all_items&vl(1UIStartWith1)=contains&tb=t&vl(5095698UI2)=any&vl(freeText0)=cocoa&vid=SLUB_V1&vl(5095696UI0)=any&vl(freeText2)=&vl(11264717UI4)=all_items&frbg=&vl(1UIStartWith2)=contains&dum=true&vl(1UIStartWith0)=contains&vl(5095697UI1)=creator&Submit=Search&vl(freeText1)=Kurosawa
http://dc03vg0044eu.hosted.exlibrisgroup.com/primo_library/libweb/action/display.do?frbrVersion=4&tabs=detailsTab&ct=display&fn=search&doc=TN_jstageJST.JSTAGE%2fjat%2f12.20&indx=2&recIds=TN_jstageJST.JSTAGE%2fjat%2f12.20&recIdxs=1&elementId=1&renderMode=poppedOut&displayMode=full&frbrVersion=4&dscnt=0&fctN=facet_creationdate&vl(5095701UI5)=all_items&scp.scps=primo_central_multiple_fe&fctV=%5B2002+TO+2005%5D&tab=primo_central&dstmp=1351691179781&srt=rank&mode=Advanced&vl(5095699UI3)=all_items&vl(1UIStartWith1)=contains&tb=t&vl(5095698UI2)=any&vl(freeText0)=cocoa&vid=SLUB_V1&vl(5095696UI0)=any&vl(freeText2)=&vl(11264717UI4)=all_items&frbg=&vl(1UIStartWith2)=contains&dum=true&vl(1UIStartWith0)=contains&vl(5095697UI1)=creator&Submit=Search&vl(freeText1)=Kurosawa

e \Websites

American Heart Association. 2012. Good vs. Bad Cholesterol. [ONLINE]
Available at:
http://www.heart.org/HEARTORG/Conditions/Cholesterol/AboutCholester
ol/Good-vs-Bad-Cholesterol UCM 305561 Article.jsp. [Accessed 31
October 2012].

CBI Ministry of Foreign Affairs of the Netherlands. 2012. EU legislation:
Cocoa and chocolate products. [ONLINE] Available at:
http://www.cbi.eu/marketinfo/cbi/docs/eu legislation cocoa and chocol
ate products. [Accessed 23 October 2012].

U.S. Food and Drug Administration. 2012. CFR - Code of Federal
Regulations Title 21. [ONLINE] Available at:
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?
CFRPart=163. [Accessed 23 October 2012].

20


http://www.heart.org/HEARTORG/Conditions/Cholesterol/AboutCholesterol/Good-vs-Bad-Cholesterol_UCM_305561_Article.jsp
http://www.heart.org/HEARTORG/Conditions/Cholesterol/AboutCholesterol/Good-vs-Bad-Cholesterol_UCM_305561_Article.jsp
http://www.cbi.eu/marketinfo/cbi/docs/eu_legislation_cocoa_and_chocolate_products
http://www.cbi.eu/marketinfo/cbi/docs/eu_legislation_cocoa_and_chocolate_products
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=163
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=163

