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Cancer cells are resistant to apoptosis and show a shift in energy production from mitochondrial oxidative
phosphorylation to cytosolic glycolysis. Apoptosis resistance andmetabolic reprogramming are linked inmany
cancer cells and both processes center on mitochondria. Clearly, mutated cancer cells escape surveillance and
turn into selfish cells. However, many of the mechanisms that operate cellular metabolic control still function
in cancer cells. This review describes the metabolic importance of glucose and glutamine, glycolytic enzymes,
oxygen, growth cofactors and mitochondria and focuses on the potential role of bioactive food components,
including micronutrients. The role of B- and A-vitamin cofactors in (mitochondrial) metabolism is highlighted
and the cancer protective potential of omega-3 fatty acids and several polyphenols is discussed in relation to
metabolic reprogramming, including the mechanisms that may be involved. Furthermore, it is shown that
cancer cell growth reduction by limiting the growth cofactor folic acid seems to be associated with reversal of
metabolic reprogramming. Altogether, reversal of metabolic reprogramming may be an attractive strategy to
increase susceptibility to apoptotic surveillance. Food bioactive components that affect various aspects of
metabolism may be important tools to reverse glycolytic to oxidative metabolism and enhance sensitivity to
apoptosis. The success of such a strategymaydepend on several actors, acting in concert. Growth cofactorsmay
be one of these, which call for careful (re)evaluation of their function in normal and in cancermetabolism. This
article is part of a Special Issue entitled: Bioenergetics of Cancer.
ergetics of Cancer.
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1. Introduction: Nutrition, nutrients and cancer

Nutrition is in many ways related to cancer. It is estimated that 30%
ormore of all cancersmaybe due todietary factors [1]. The view that the
general nutritional status changes cancer risk is strongly supported by
association of obesity with increased risk of colon cancer [2], breast
cancer [3] andmanyother types of cancers [4]. Inmany cases changes in
hormone homeostasis are implicated as the mediating factor. As a
consequence, life style interventions targeting obesity have been
proposed as a means to reduce cancer risk [5]. Cancer risk can also,
beneficially or adversely, be modulated by specific nutrients. Often this
relation is complex. For example, two large human clinical intervention
studies, the ATBC and the CARET study, have shown an increase in lung
cancer risk and mortality upon high dose supplementation with beta-
carotene of smokers, but no such effect was seen in non-smokers [6,7].
Later also an increased colon cancer risk was reported [8]. On the other
hand, two other large trials, the PHS study and the Linxian study, with
mainly (but not only) non-smokers, showed no increased cancer risk
[9,10]. Furthermore, many indications exist that high natural intake of
beta-carotene is associated with a cancer protective effect [11–13]. The
mechanisms underlying the increased cancer risk upon high dose beta-
carotene supplementation in smokers are still not known, but most
likely result from a combination of a high dose supplementation, a long
duration of continuous supplementation and an inflammatory condi-
tion that is characteristic for the at risk groups [14]. Many aspects of the
relation between nutrition (and nutrients) and different types of cancer
are excellently reviewed in the secondWRCF/AIR expert report [15].
2. Reprogramming of energy metabolism

While it is clear that an association exist between nutritional
status, nutrition and nutrients and cancer, much less is known about
the specific mechanisms involved, in particular where mitochondria
are concerned. Cancer cells are characterized by unrestricted growth,
which is facilitated by altered mitochondrial function in two different
manners;with respect to apoptosis surveillance andmetabolism. First,
cancer cells are mutated cells. Mitochondria have an important role in
surveying the cell condition and to initiate apoptosis to eliminate
mutated and potential deleterious cells [16], but apparently this
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function is compromised in tumor cells. Indeed targeting mitochon-
dria for induction of apoptosis is a valid anti-cancer strategy [17–19],
for which bioactive food components have been suggested [20].
Second, as described already in the 1920s by Otto Warburg, cancer
cells show a shift in energy production from mitochondrial oxidative
phosphorylation (OXPHOS) to cytosolic glycolysis [21]. This so-called
‘aerobic glycolysis’, in which glucose is converted to pyruvate and
lactate in the presence of oxygen, is a major characteristic of most
tumor cells, including colon tumors. Aerobic glycolysis not only
provides the cell with ATP from the readily available substrate glucose,
but the rapid glycolytic flux can also provide the cells with the
necessary substrates, intermediates for lipid, amino acid and DNA
synthesis, that are needed for growth in particular, NADPH, ribose,
acetylCoA and glucose-derived non-essential amino acids. In addition
to an altered use of glucose, cancer cells make energetically inefficient
use of glutamine to supply the nitrogen for the synthesis of nucleotides
and non-essential amino acids, to facilitate import of essential amino
acids and to drive the TCA cycle and support NADPH production.Many
aspects of altered substrate use are described in detail in [22]. The
alteredmetabolic phenotype usually does not result frommutations in
specific metabolic genes, but rather is the result from mutations in
metabolic regulators. For example, p53 and LKB1, which help cells to
adapt to their glucose and glutamine supply, are often mutated in
cancer cells. The role of p53 and LKB1 in cancer cell metabolism is
described in detail in recent reviews: [23] and [24], respectively. Other
regulators that have an important role in the altered cancer cell
metabolism are phosphatidylinositol-3-kinase (PI3K), Akt, AMP-
kinase (AMPK), mammalian target of rapamycin (mTOR) and, likely,
sirtuins. PI3K/Akt signaling mediates nutrient uptake by activating
hypoxia inducible factor (HIF-1) and c-Myc. Both increase the
expression of glycolytic enzymes and glucose transporters. HIF-1
further diverts pyruvate from the TCA cycle, by activation of PDK1
resulting in inhibition of pyruvate dehydrogenase [25,26], and c-Myc
facilitates glutamate uptake and metabolism [27]. Both HIF-1 and c-
Myc are over-expressed in tumor cells. Together, the metabolic
changes take care of supply of NADPH and acetylCoA, in addition to
ATP, as building blocks for the synthesis ofmacromolecules and satisfy
the need of tumor cells to grow (Fig. 1). Glycolyticmetabolism and the
associated metabolic reprogramming not only support rapid growth,
although at the expense of other cells, but they also make the cancer
cell less dependent of oxygen availability and generates a favorable
(acidic) micro-environment. More detailed descriptions of the altered
cancer cell metabolism, from different perspectives, can be found in
recent reviews [28–34]. Inhibition of glycolysis may have therapeutic
implications in cancer treatment as a strategy to kill cancer cells
[17,35–38]. Such a strategy may also make use of bioactive food
components [39]. It is conceivable that such a strategy may only work
if many actors operate in concert to attain the goal of metabolic
reprogramming. It is therefore important to consider, as reviewed
here, the various roles that bioactive food components, including
micronutrients,may have. One class of bioactive food components that
affect energy metabolism and may have anti-cancer effects are
polyphenols. Indeed, dietary quercetin, a polyphenol present in
apples, onions, tea and wine, that affects energy metabolism [40],
was able to inhibit azoxymethane induced colon carcinogenesis in rats
[41]. This was accompanied with lower expression of glycolytic
enzymes, suggestive of inhibition of glycolytic metabolism [42]. It
should be noted that quercetin is fully gluceronidated in intestinal
cells upon entry in the body, a process that changes is bioactivity [43],
which makes it questionable that the many potential anti-cancer
effects observed in vitro are of relevance in vivo. Another polyphenol
with anti-cancer potential is resveratrol. Resveratrol is well known as
a compound that is present in red wine and is suggested to be
responsible for the ‘French paradox’ [44]. Dietary resveratrol was
shown to beneficially affect energy metabolism of mice fed a high fat
diet. Addition of resveratrol to a high fat diet resulted in reduced
weight, increased oxygen consumption, increased mitochondrial
density in muscle and increased physical endurance [45,46]. Recently,
topical administration of resveratrol was shown to protect against
7,12-dimethyl-benz(a)anthracene inducedmouse skin tumor genesis,
by up-regulation of mitochondria mediated apoptosis, involving PI3K/
Akt signaling [47]. Resveratrol is also implicated in other cancer
protective effects, involving variousmechanisms [48,49]. On the other
hand, a cancer stimulatory effect of resveratrol has also been reported
[50]. It should be noted that food bioactives which affect energy
metabolism may work as anti-cancer agents using mechanisms
distinct from their effect on energy metabolism. One example is the
polyphenol epigallocatechingallate (EgCG), the dominant polyphenol
present in green tea. EgCG [51], as well as green tea extracts [52], has
been shown to possess weight lowering effects in rodents and
humans. Oral intake of green tea polyphenols prevents photocarcino-
genesis in the skin ofmice, but themechanismsmost likely involve the
up-regulation of nucleotide excision repair genes [53], rather than
altering energy metabolism. Another potential mechanism of anti-
tumor action of EgCG is through its binding to the laminin receptor
[54], which is over-expressed inmany cancers cells [55]. Indeed, over-
expression of the laminin receptor sensitizes cancer cells to EgCG [56].
Recently, it was shown that vitamin A derived all-trans retinoic acid
enhances the anti-tumor effect of EGCG in an retinoic acid receptor
(RAR)-alpha dependent manner [57]. Polyphenols are anti-oxidants.
The current view is that these and most other dietary anti-oxidant
compounds exhibit their functional effects through specific cellular
mechanisms, rather than though general, direct anti-oxidants effects
[58], possibly except in the intestinal lumen.

3. Oxygen, an essential growth substrate

Glycolytic metabolism and the associated metabolic reprogram-
ming make the cancer cell less dependent on oxygen [30]. This was
beautifully supported by a recent study of Chen et al. [59]. These
authors identified the loss of a mitochondrial ribosomal protein as one
of the factors underlying accelerated pancreatic tumor growth in vivo.
This mutation decreased mitochondrial function, increased glycolysis
and increased tumor growth in vivo, where oxygen availability is
limited, but not in vitro, with an abundant presence of oxygen. They
showed that knock down of cytochrome c oxidase, which limits the
need for oxygen, had a similar effect, while the reverse, a need for
oxygen and reduced tumor growth in vivo, was seen with over-
expression of the uncoupling protein UCP-1. In agreement, one of the
principal mechanisms underlying the metabolic shift is the activation
of HIF-1 [60], a transcription factor that activates the conversion of
glucose to lactate [61–63] and facilitates adaptation ofmitochondria to
hypoxia [64,65]. Among others, HIF-1 up-regulates hexokinase (HK)
and lactate dehydrogenase A (LDHA), twometabolic enzymes that are
considered to be of functional relevance in ‘aerobic glycolysis’.
Inhibition of LDHA indeed increases mitochondrial reactive oxygen
production, reduces ATP production and limits cancer progression
[66,67]. HK is of importance not only as a rate limiting factor in
glycolysis, but also because of its role in resistance to apoptosis. HK has
been shown to associate more tightly to the voltage dependent anion
channel (VDAC) in tumors [68], governed by Akt [69–71], which may
result in increased resistance of mitochondrial membrane transition
[72], a crucial factor in mitochondrial mediated apoptosis. Indeed, it
was shown that inhibition of glycolysis sensitizes tumor cells to
apoptosis in an Akt dependent manner [73]. HIF-1 levels increase by
hypoxia through inhibition of its degradation (reviewed in: [74]).
However, under conditions of chronic hypoxia, HIF-1 levels decrease
[75], which is thought to underlie the necrosis that is observed in the
center of solid tumors [76]. Most of the hypoxic regions of tumors are
exposed to fluctuating oxygen levels [77], which stabilize HIF-1 (for
details:[78]). This also accommodates the angiogenesis promoting role
of HIF-1, which is needed to supply nutrients as well as oxygen to
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Fig. 1. Metabolic reprogramming of cancer cells. Cancer cells are metabolically reprogrammed towards ‘aerobic’ glycolyis. Glucose is converted into pyruvate and then to lactate,
which renders 2 ATP molecules of ATP per molecule of glucose. This is in contrast to normal cells where pyruvate enters the mitochondria and is oxidized to CO2, which is far more
energy efficient and renders 32 molecules of ATP per molecule of glucose. Cancer cells compensate for the loss in energetic efficiency by using the high capacity of glycolysis, at the
expense of the organism. The advantage to the cancer cell is that it renders the cells less dependent on oxygen and less sensitive to apoptotic surveillance, by various mechanisms
including the association of hexokinase to voltage dependent anion channel (VDAC). A truncated tricitric acid (TCA) cycle functions to deliver the necessary building blocks for cell
growth; e.g. citrate is transported to the matrix where it is converted in oxaloacetate and acetylCoA. Inhibition of hexokinase as well as lactate dehydrogenase contributes to reversal
of the metabolic reprogramming of cancer cells, and both enzymes thus have an essential role in ‘aerobic’ glycolysis. Glutamine metabolism is also altered to facilitate the supply
building blocks for protein, nucleotide and lipid synthesis. Indicated is the production of acetylCoA and NADPH for lipid synthesis. The transcription factors hypoxia inducible factor
(HIF-1) and c-Myc have an important role in these changes. This figure presents a simplified version of the altered metabolism of cancers cells, which also involves other regulators
and metabolic switches, such as p53, PI3K/Akt/mTOR, LKB1/AMPK, and others, possibly including sirtuins.
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cancer cells and to prevent full hypoxia. In addition, the more aerobic
tumor cells may use lactate produced by themore hypoxic tumor cells
[31]. Although cancer cells have a glycolytic metabolism, oxidative
metabolism, including lipid oxidation, is usually still functioning to
contribute to ATP production [22]. However, the limited amount of
oxygen that is available requires a reduced pyruvate influx into
mitochondria to prevent the production of excess reactive oxygen
species at complex III of the respiratory chain. Reduction of ROS is
further supported increased expression of UCP-2, most likely induced
by the higher ROS levels in tumor cells, and possibly also by increased
lipid turnover. UCP-2 may have a role in apoptosis resistance by
preventing detrimental amounts of ROS (reviewed in: [79]).

4. B- and A-vitamins and mitochondria

For their functioning, mitochondria need energy substrates, glucose
and oxygen, but also cofactors (non-protein compounds needed for
enzyme activity) to perform essential biochemical tasks. Deficiencies in
these cofactors are associated with cancer, but generally this does not
result from their role in energy metabolism. Rather this is due to specific
metabolic alterations, such as the formation of toxic metabolites, altered
mechanisms that protect against reactive oxygen species, and so on.
Among the essential cofactors facilitating energy metabolism are B-
vitamins and A-vitamins. This is briefly described later, focusing on the
role of these vitamins inmitochondrial energymetabolismand indicating
how deficiency or excess may result in cancer. Additional information on
the role of B-vitamins inmitochondrial function can be found in extensive
reviews by Depeint et al. [80,81]. Thiamin pyrophosphate, the coenzyme
form of thiamin (vitamin B1), is essential for functioning of the
mitochondrial enzymes pyruvate dehydrogenase, alpha-ketoglutarate
dehydrogenase, branched chain ketoacid dehydrogenases as well as for
transketolase and thus has a central role in energy metabolism. Indeed,
30%of cellular thiamin is estimated to be located inmitochondria (30 μM)
[82] and thiamin deficiency results in increased plasma levels of pyruvate
and lactate [83]. Thiamin deficiency in rats is associated with an increase
in aberrant crypt foci, an indication of an increase in colon cancer risk,
possibly by increasing genotoxic alpha-oxoaldehydes [84]. Thiamine
pyrophosphate is a cofactor in the rate limiting stepof alpha-ketoglutarate
(oxo-glutarate) dehydrogenase, an enzyme at the crossroads of energy
metabolism, nitrogen assimilation and ROS signaling [85], with a possible
role in modulation of the activity of HIF-1 [86], all aspects that are
deregulated in tumor cells. Riboflavin (vitamin B2) is a precursor of flavin
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adenine dinucleotide (FAD) and flavin mononucleotide, and as such
provides essential prosthetic groups in flavoenzymes. Flavoenzymes
function inmanymetabolic processes, including anti-oxidantmetabolism
(e.g. glutathione reductase [87]), lipid metabolism (e.g. acyl CoA
reductases [88]) and energy metabolism (heme/cytochrome synthesis
[89]). Decreased FAD levels affect folate metabolism by inhibition of
methylene tetrahydrofolate reductase and may thus increase cancer risk
[81]. Flavin is also a coenzymeof the histone lysine specific demethylase 1
(LSD1), with an important role in tumor genesis [90,91]. Niacin (vitamin
B3) covers two vitaminers, nicotinamide and nicotinic acid, and both are
precursors to NAD(+) and NADP(+) and thus involved in numerous
enzymatic reactions. All energy producing processes, glycolysis as well as
oxidative energy metabolism, depend on enzymes needing this coen-
zyme. Niacin deficiency can lead to impaired DNA repair and thus
predisposes to cancer, since NAD(+) is required for poly(ADP)ribose
mediated protection against DNA damage [92]. It should be noted that
niacin deficiency is rare in diets with adequate tryptophan, a precursor of
nicotinic acid. Of particular relevance to energy metabolism is the
discovery of sirtuins (SIRT1–7), a family of NAD(+) dependent
deacetylases that may serve as sensors for NAD(+)/NADH in cells and
mitochondria [93–95]. SIRT1 is associated with increased life span in
many organisms [96] and, together with AMP-kinase is one of the
gatekeepers of PGC1-alpha, the master regulator of mitochondrial
biogenesis [97]. Three sirtuins, SIRT3, SIRT4 and SIRT5, are located in
mitochondria [98]. SIRT3 is located in the mitochondrial matrix and was
recently shown to have an important role in the regulation of
mitochondrial fatty acid oxidation [99]. Furthermore, SIRT3 was shown
to function as a tumor suppressor by enhancing the expression of
mitochondrial MnSOD. Loss of SIRT3 leads to increased mitochondrial
ROS, which can enhance cellular transformation and tumor growth [100].
Cytochrome c was identified as a target of SIRT5 deacetylase function,
providing SIRT5 with a direct role in the regulation of energy production
[101]. Unlikemost other sirtuins, SIRT4 has no deacetylase function, but is
an ADP-ribose transferase with a function in insulin secretion [102].
Pantothenic acid (vitamin B5) is the precursor of coenzyme A (CoA) and
as such is involved in 4% of all enzymatic reactions, including heme
synthesis, cellular, mitochondrial and peroxisomal lipid metabolism, the
citric acid cycleandmitochondrial leucinemetabolism.Panthotenic acid is
present in two cellular pools, as CoA and as acyl carrier proteins, with CoA
being predominantly present in mitochondria (2.2 mM), but also in
peroxisomes (20–140 μM) and in the cytoplasm (less than 15 μM) [103].
Pantothenic acid is shown to protect against reactive oxygen species and
may thus protect against cancer [104]. Pryridoxal/pyridoxamine phos-
phate are the coenzyme form of vitamin B6 (pyridoxine), which is
involved in aminotransferase reactions and is essential for the ureacyle,
the malate aspartate shuttle and in linking amino acid metabolism to
energy production [81]. Vitamin B6 is also intimately involved in one
carbonmetabolism, as are vitaminsB9 andB12.One carbonmetabolism is
essential for protein and DNA methylation and the synthesis of
nucleotides and links these vitamins to cancer. Biotin (vitamin B7) plays
a role in lipid metabolism, with 4 of the 5 biotin dependent carboxylases
being located in mitochondria. Biotin also has a role in gene regulation
through histone modification [105]. Histone biotinylation by carboxylase
synthase is sensitive to biotin levels and, among others, has an important
role in the cellular response to double strand DNA breaks [106]. Biotin
deficiency can result in heme deficiency and because of this, biotin-
deficient cells may selectively loose mitochondrial complex IV [107].
Folate (vitamin B9), which is further discussed later, has no function in
mitochondrial energy metabolism, but has a central role in one carbon
metabolism [81,108]. Cobalamin (vitamin B12) also has an essential role
in one carbonmetabolism [109], and as such, like folate, is associatedwith
(colon) cancer risk. In the formof 5-deoxyadenosylcobalamin (coenzyme
B12), vitamin B12 is required as prosthetic group in methylmalonylCoA
mutase for the synthesis of succinyl-CoA and as such plays an important
role in the TCA cycle and energy metabolism [81,110]. Rapid growing
tumor cells require higher amounts of vitamin B12, and bioconjugation to
vitamin B12 is used to deliver anti-tumor agents to tumor cells [110].
Beta-carotene (pro-vitamin A) and its metabolites, retinol (vitamin A),
retinaldehyde and retinoic acid, most likely affect mitochondria and
energy metabolism through effects of different retinoic acid derivatives
via RAR or the retinoic X receptor (RXR), the latter an obligatory
heterodimeric partner of many nuclear receptors involved in transcrip-
tional regulation of energy metabolism [111,112]. Recently, it was found
that retinol is an essential cofactor of mitochondria located PKC-delta,
which regulates the pyruvate dehydrogenase complex. Retinol can thus
enhance energy flux into the citric acid cycle [113]. This provides the first
evidence of a fundamental role of retinol in (regulation of) energy
homeostasis. As described previously, beta-carotene supplementation is
associatedwith increased lung cancer risk in at risk individuals through a
still unresolved mechanism. Vitamin A derivatives play a crucial role in
embryonic development, tissue homeostasis, lipid metabolism, cellular
differentiation and proliferation and as such are also linked to cancer
development as well as protection [114].

5. Folic acid

While excess or deficiency of cofactors may be associated cancer
initiation, cofactors may also play a role in tumor progression. Rapid
growth of cells not only requires energy substrates, but also sufficient
amounts of essential cofactors, such as folate or vitamin B12. Folate is a
water-soluble B-vitamin (vitamin B9) that naturally occurs in foods,
such as green leafy vegetables, beans, peas and many other types of
vegetables and fruits. Natural folates are pteroylglutamate compounds
that are conjugated to a polyglutamyl chain of different length,
depending on the type of food. This polyglutamyl chain is removed by
the intestinal folate conjugase enzyme before folate-monoglutamate is
taken up by the intestine. If food folates are not in the 5-methyl-
tetrahydrofolate (MTHF) form already, they will be converted to this
form in intestinal mucosa cells [115]. Folic acid, the synthetic form of
folate, is a monoglutamate (pteroylglutamic acid, PGA). This form does
not require cleavage by the intestinal folate conjugase enzyme before
uptake. Folic acid is used for fortification of grain products and is present
in vitamin supplements because it is chemically more stable and is
supposedly better bioavailable than natural folates [116]. For physio-
logical activity, folic acid needs to be reduced by the enzyme
dihydrofolate reductase to dihydro- and tetrahydrofolate (DHF and
THF). This occurs within intestinal mucosal cells and MTHF is released
into the plasma [115]. The function of folate is strongly relate to cell
growth, since it has an essential role in the generation of S-
adenosylmethionine, which is required for methylation of DNA and
other substrates, for the synthesis of purines andpyrimidines and for the
metabolism of several amino acids [117–119]. 30–50% of cellular folate
is located in mitochondria, which constitutes a separate pool that does
not equilibrate with the cytosolic folate pool [120–123]. One carbon
metabolism in mitochondria is relatively poorly understood. Many of
the same enzymes are present in mitochondria as in cytoplasm, but the
reactions are more oxidative and use different reducing equivalents
[121,124]. In mitochondria, reduced folates are required for synthesis of
formyl-methionyl t-RNA, and are thus required for initiation of
mitochondrial protein synthesis. Mitochondrial one carbonmetabolism
supplies folate for cytoplasmic one carbon metabolism and generates
glycine. Serine/glycine cycling is thought to occur primarily in
mitochondria, while its role in purine and methionine synthesis occurs
mainly in the cytoplasm. Folate is thus essential for normal cell growth
and cancer prevention, while, on the other hand, it is an essential
cofactor permitting the rapid growth of established cancer cells. Indeed,
animal intervention studies of Song et al. [125,126], using genetically
predisposed murine models of intestinal tumor genesis, support the
dualmodularly role of folate in carcinogenesis. These authors found that
folic acid supplementation suppressed intestinal tumor development in
normal healthy epithelial tissues of Apc+/− and Apc+/−Msh−/−
mice, whereas folate deficiency predisposed the animals to neoplastic
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transformation. In contrast, if intestinal neoplasms were already
established, PGA supplementationhadapromotingeffect anddeficiency
inhibited progression into tumors. This has been supported by later
studies in different models [127] and resulted in a debate on the
potential risk of cereal fortification for people with pre-existing
neoplastic lesions [128]. The inhibitory effect of folate deficiency in
tissues with rapidly replicating cells shows that sufficient amounts of
folate are essential for tumor growth under physiological relevant
conditions.

6. Is cancer cell growth and glycolytic metabolism interdependent?

When cells turn into tumor cells, they become selfish. Their
metabolism is reprogrammed towards aerobic glycolysis, with a rapid
glycolytic flux supporting rapid growth at the expense of the whole
organism. This diminishes the need for oxygen, relaxes metabolic
control and requires energy substrates (e.g. glucose), but it also
requires essential cofactors needed for growth. While metabolic
reprogramming is well established, many aspects of associated
regulatory alterations and metabolic interdependencies are still not
fully understood. For example, will energy metabolism be altered
under conditions of limiting cofactor availability, or is it a fixed tumor
cell characteristic? Later, as an example, we examine this for folic acid,
a vitamin with no direct role in energy metabolic pathways. While
rapid cancer cell growth is associated with glycolytic metabolism, we
question whether the reverse is also true; whether growth restriction
by limitation of an essential cofactor, such as folic acid, will result in
reduced aerobic glycolysis (and increased oxidative metabolism). We
examine this using the highly glycolytic HT-29 human colon cancer
cell line [129] as an in vitro model.

7. Low folate retards the growth rate of HT-29 cells and alters
its metabolism

HT-29 cells are rapidly growing tumor cells. HT-29 cells cultured in
10 ng/ml PGA, grow significantly slower (approximately 2.7 fold,
p=0.0008) compared to HT-29 cells cultured in 100 ng/ml PGA
(Fig. 2A). Intracellular folate levels are lower at 10 ng/ml (p=0.008 for
MTHF and p=0.018 for THF) (Fig. 2B). Since increase of PGA above
100 ng/ml, up to levels that are present in standard culturemedia, did not
result in increased intracellular folate levels (data not shown), nor in
increasedgrowthrates (datanot shown), it canbeconcluded that cofactor
limitation inhibits the growth rate of HT-29 human colon cancer cells.We
then hypothesized that lower growth would result in a decreased
glycolytic metabolism and hence a lower amount of lactate in the culture
medium, relative to the amount of cellular protein as a measure for cell
mass, which was found (p=0.045) (Fig. 2C). To assess whether this was
indeed accompanied by increased respiration, the mitochondrial respira-
tory capacity was analyzed in a standardized experimental regime.
Strikingly, we observed that the routine respiration of HT-29 cells with
lowintracellular folate levels culturedat10 ng/mlwas significantlyhigher
compared to culturing at 100 ng/ml folic acid (26.8+/−5.8 vs 17.9+/−
2.6 (expressed as pmol O2/s/1×106 cells+/−SD); n=5, p=0.0.014).
Carbonylcyanidep-trifluoromethoxyphenylhydrazone (FCCP) stimulated
respiration, which reflects the maximum respiratory capacity of
uncoupled mitochondria in intact cells was also significantly higher in
theHT-29cells cultured in10 ng/ml folic acid (87.5+/−16.3vs51.5+/−
4.9 pmolO2/s/1×106 cells+/−SD;n=5, p=0.0015, Fig. 2D). The extent
of respiration inhibition by both oligomycin (inhibits ATP synthase,
so respiration due to leak is measured) and rotenone (inhibits
complex I, so mainly respiration via complex II is measured) was not
statistically different under both conditions (10.9+/−2.1 and 6.9+/−
1.3 vs 12.1+/−0.8 and 6.9+/−1.5 pmol O2/s/1×106 cells; n=5,
p=0.28 and p=0.7, respectively). The respiratory control ratios are
shown inFig. 2E. Respiratory control ratio (RCR)values greater than10are
indicative of well-coupled mitochondria, lower values are indicative of
“loose coupling” of the processes of substrate oxidation andATP synthesis
[130]. The RCR are all lower than 10, but HT-29 human colon cancer cells
cultured in 10 ng/ml folic acid have significantly (8.1+/−0.6 vs 4.3+/−
0.4; n=5, pb0.0001, Fig. 2E) the highest value. Also the phosphorylation
respiratory control ratio (RCRp) values were significantly different.
(0.18+/−0.04 vs 0.11+/−0.05; n=5, p=0.04). There was no
significant difference in the uncoupling control ratio (UCR) (3.3+/−0.4
vs 2.9+/−0.4; n=5, p=0.8). Blue native gels established intactness of
all OXPHOS complexes (Fig. 2F). Together this provides evidence that the
lower growth rate induced by limitation of a cofactor that is required for
growth, but not for energymetabolism, results in a shift fromglycolytic to
oxidative metabolism. This strongly suggests a reciprocal relationship
between the type of metabolism and the growth of cancer cells. Growth
cofactor limitation resulting in a shift to oxidative metabolismmay result
in enhanced sensitivity of the cell to apoptosis and/or in an enhanced
oxygen requirement. This is especially attractive since cancer cells have a
higher requirement for cofactors than normal cells.

8. Will nutritional stimulation of mitochondrial biogenesis
counteract glycolytic metabolism in cancer cells?

As mentioned previously, targeting glycolytic metabolism may be
an effective strategy in the cancer therapy. Thismay be done in several
manners, including inhibition of enzymes involved in glucose or
lactate metabolism [67]. Indeed, inhibition of glucose metabolism by
2-deoxyglucose not only inhibited the growth of human mammary
tumorMCF-7 cells in vitro. Feeding of 2-deoxyglucose also delayed the
appearance of mammary tumors in rats [35]. Metabolic normalization
of cancer cells and concomitant inhibition of carcinogenesis may
potentially also be attained by induction of mitochondrial biogenesis.
Mitochondrial biogenesis is mediated by the transcriptional coacti-
vator peroxisome proliferator activated receptor (PPAR)-gamma
coactivator-1alpha (PGC-1alpha) [131–134]. Indeed it has been
suggested that PGC1 activation may be effective in cancer therapy
[135]. In mitochondrial biogenesis, PGC-1alpha associates with
nuclear respiratory factor 1 (NRF-1), Estrogen Related Receptor
alpha (ERR-alpha) [136] and also the PPAR-gamma-RXR dimer.
Further, it induces transcription of NRF-2 and is a cofactor for the
mitochondrial transcription factor A (Tfam) [137]. Two PGC-1alpha
related co-activators have been cloned, PGC-1beta and PGC-1-related
coactivator (PRC), which display partially similar functions, including
NRF-1 [138–141] and ERR-alpha activation [141,142]. PGC-1alpha
activity can be increased by transcriptional activation as well as by de-
acetylation, mediated by SIRT1 [132,143,144], while it can be
inhibited by acetyltransferase GCN5. Indeed its acetylation state is
tightly correlated with its activity [145]. A number of polyphenols are
able to activate SIRT1 [43,146], including resveratrol. In particular,
dietary resveratrol was shown to be able to deacetylate PGC1-alpha,
induce mitochondrial biogenesis and increase metabolic fitness
[45,46]. This was accompanied by increased expression of ERR-
alpha, NRF-1 and Tfam [46]. At this moment it is not clear to which
extent this mechanism contributes to the many reported anti- (or
even pro-) cancer effects of resveratrol [48–50]. Also the marine
omega-3 fatty acids docosahexanoic acid (DHA) and eicosapentanoic
acid (EPA) are able to increase expression of PGC-1alpha and induce
mitochondrial biogenesis [147,148]. Since DHA and EPA have been
implicated in various anti-cancer effects [149,150], it is tempting to
speculate that induction of mitochondrial biogenesis underlies these
effects. However, other mechanisms are strongly implicated, in
particular the induction of apoptosis [151], but also inhibition of
angiogenesis [152], inhibition of inflammation [153]. The anti-
inflammatory and immuno-regulatory effects are thought to be
largely mediated by resolvins and protectins, specific metabolic
products derived from DHA and EPA [154,155]. Furthermore, DHA
and EPA are able to activate AMP-kinase (AMPK) [147,156] leading to
activation of fatty acid metabolism. AMPK is a central regulator of the
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Fig. 2. Effects of folate limitation on growth and metabolism of HT-29 cells. HT-29 human colon cancer cells were cultured in 10 ng/ml PGA (10 PGA) or 100 ng/ml PGA (100 PGA,
Control) for 3–3.5 weeks (after habituation at 25 ng/ml PGA) at the start of the analyses. Panel A) For growth determination the cells were re-plated in 75 cm2 cell culture flasks and
the number of cells were counted after 1 and 3 days. Results represent the means+/−SD of 3 independent replicate determinations. Student's t-test gave a significant difference in
the number of cells between the groups at day 3 (p=0.0008). Panel B) Intracellular tetrahydrofolate (THF) and 5-methyl-tetrahydrofolate (MTHF) levels (ng per mg protein).
Results represent the means+/−SD of duplicate determinations of 2 independent experiments. Student's t-test gave a significant differences for both THF (p=0.018) and MTHF
(p=0.008). Panel C) Lactate wasmeasured in a 72 hour culture medium. Results represent the means+/−SD of 4 replicate determinations of 3 independent experiments. Student's
t-test gave a significant difference between the groups (p=0.045). Panel D) FCCP uncoupled respiration. Results represent the means+/−SD of 5 independent duplicate
determinations. Student's t-test gave a significant difference between the groups (p=0.0015). Panel E) The respiratory control ratio. Results represent the means+/−SD of 5
independent duplicate determinations. Student's t-test gave a significant difference between the groups (pb0.0001). Panel F) Blue native gel electrophoresis of mitochondria
isolated from HT-29 cells. Complexes I–V are indicated and are at the correct position.
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cell metabolism [157,158], that senses the cytosolic ATP over AMP
ratio. Physiologically, AMPK can be activated by its upstream kinase
LKB1, a bona fide tumor suppressor. In turn, AMPK can activate PGC-
1alpha and thus activate mitochondrial biogenesis [159]. By phos-
phorylation of phosphofructokinase it can stimulate glycolysis and it
can increase the expression of HK and GLUT4. One of the major
targets, direct, and indirect via tuburin (TSC2), is the mTORC1
complex, a major regulator of cell growth [160,161]. While AMPK
inhibits mTORC1, phosphorylation by Akt stimulates this complex
through TSC2 phosphorylation, which is one of the manners in which
Akt is implicated in the Warburg effect [162]. A role of the energy
sensor AMPK as a tumor suppressor is supported by the observation
that patients on treatment with metformin, an activator of AMPK,
have a lower cancer incidence [163–165]. Of interest, oxidized DHA
derivatives have been shown to be effective ligands of PPAR-gamma
[166]. As mentioned, PPAR-gamma associates with PGC-1alpha to
mediate mitochondrial biogenesis, but it is also a target of SIRT1 and
stimulates PGC-1alpha expression. Indeed, it was shown that
thiazolidinediones (TZDs), selective activators of PPAR-gamma,
promote the biogenesis of mitochondria and up-regulate PGC-
1alpha, NRF-1, Tfam and cytochrome c oxidase subunits I and IV
[167]. TZDs have been endowedwith anti-cancer properties. The anti-
cancer effects of TZDs include induction of apoptosis, cell cycle arrest
and apoptosis [168] as well as energy restriction responses [169].
However, recent evidence indicates that these effects are largely
independent of transcriptional activation of PPAR-gamma. TZDs are
also able to activate AMPK [170] and these effects may possibly be
mediated by AMPK. Alternatively, TZDs were shown to reduce
phosphorylation of PPAR-gamma by CDK5 [171]. The resulting altered
metabolic regulation may constitute part of the mechanisms
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underlying the anti-cancer properties of TZDs. Another bioactive food
component that impinges on AMPK/PGC1alpha signaling, and that
can, in combination with other cofactors, induce mitochondrial
biogenesis, is lipoic acid [172,173]. Whether this explains in the
anti-cancer properties of lipoic acid is not known [174]. Lipoic acid
also has a role in anti-oxidant defence and is a cofactor for
mitochondrial alpha-ketoacid dehydrogenase complexes, functions
which may contribute to in its anti-cancer properties. Other anti-
cancer mechanisms of lipoic acid include the induction of apoptosis,
mediated by the Akt signaling pathway [175], which alsomediates the
effects of lipoic acid on glucose metabolism [176]. It should be noted
that lipoic acid is synthesized in the body, a process that is essential
and cannot be complemented by dietary lipoic acid [177].

Altogether there is no strong evidence for activation of mitochon-
drial biogenesis as a mechanism in the protection against cancer by
bioactive food components. However, at this point it cannot be
concluded that activation of mitochondrial biogenesis could not play a
role in cancer protective effects or even that targeting mitochondrial
biogenesis may not be part of cancer protective strategies involving
bioactive food components.

In targeting specific metabolic alterations, it should be realized
that many counteracting, homeostatic and partly redundant mechan-
isms exist. For example, activation of mitochondrial biogenesis may
be counteracted by up-regulation of HIF1-alpha, since increased
oxygen consumption may result in hypoxia [178]. Also, cross-talk
exists between different energy sensors in the cell, such as AMPK and
SIRT1 [179] and mTORC1 mediated growth responses are balanced by
Akt and AMPK activities [180]. Furthermore, while both Akt and c-
Myc promote aerobic glycolysis, Akt mediated glycolysis inhibition
sensitizes cells to apoptosis, while c-Myc mediated glycolysis
inhibition sensitizes inhibition of mitochondrial function [73].

9. Conclusion and future perspective

Cancer cells are resistant to apoptosis and show a shift in energy
production from mitochondrial oxidative phosphorylation to cytosolic
glycolysis. The cancer cell uses glucose and the high glycolytic flow for
ATP production and to produce TCA cycle intermediates for lipid, amino
acid and DNA synthesis. This metabolic reprogramming also makes the
cancer cell independent of oxygen availability and generates a favorable
micro-environment. Apoptosis resistance and metabolic programming
are linked in many cancer cells and both processes center on
mitochondria. Clearly, mutated cancer cells escape surveillance and
turn into selfish cells. However, many of the mechanisms that operate
metabolic control still function in cancer cells. Glucose, glycolytic
enzymes, oxygen and growth cofactors are all needed and mitochondria
are a metabolic necessity. This opens the possibility of reversal of
metabolic reprogramming as an attractive strategy to increase suscep-
tibility to surveillance. Nutritional compounds may support this, by
altering metabolism and induction of apoptosis. One example of the
potential of nutritional components is the supportive role of omega-3
fatty acids in cancer therapy [181].Modulation of one pathwaywill, most
likely, inmost cases not be effective.Different bioactive food components,
separate or in support of pharmaceutical interventions, affecting various
aspects of metabolism may, alone or in synergy, provide an important
tool to reverse glycolytic to oxidativemetabolismandenhance sensitivity
to apoptosis. Carefully evaluating the need for metabolic cofactors and
their function inmetabolism, including B- andA-vitamins, should be part
of this strategy.

Acknowledgements

We kindly thank Marjolein de Boer-Reinders for her help in the
analysis of effects of folate. Jaap Keijer chairs Cost Action FA0602
Mitofood. The authors express no conflict of interest.
Appendix A. Supplementary data

Supplementary data to this article can be found online at doi:
10.1016/j.bbabio.2010.08.007.
References

[1] P.R. Doll R (Ed.), Epidemiology of Cancer, Oxford University Press, Oxford, (1996).
[2] E. Giovannucci, Metabolic syndrome, hyperinsulinemia, and colon cancer: a

review, Am. J. Clin. Nutr. 86 (2007) s836–842.
[3] T.J. Key, P.K. Verkasalo, E. Banks, Epidemiology of breast cancer, Lancet Oncol. 2

(2001) 133–140.
[4] IARC, Weight Control and Physical Activity, International Agency for Research on

Cancer, Lyon, 2002.
[5] S.D. Hursting, L.M. Lashinger, K.W.Wheatley, C.J. Rogers, L.H. Colbert, N.P. Nunez,

S.N. Perkins, Reducing the weight of cancer: mechanistic targets for breaking the
obesity-carcinogenesis link, Best pract. res. 22 (2008) 659–669.

[6] The effect of vitamin E and beta carotene on the incidence of lung cancer and
other cancers in male smokers. The Alpha-Tocopherol, Beta Carotene Cancer
Prevention Study Group, The New England journal of medicine 330 (1994)
1029–1035.

[7] G.S. Omenn, G.E. Goodman, M.D. Thornquist, J. Balmes, M.R. Cullen, A. Glass, J.P.
Keogh, F.L. Meyskens Jr., B. Valanis, J.H. Williams Jr., S. Barnhart, M.G. Cherniack,
C.A. Brodkin, S. Hammar, Risk factors for lung cancer and for intervention effects
in CARET, the Beta-Carotene and Retinol Efficacy Trial, J. Natl Cancer Inst. 88
(1996) 1550–1559.

[8] J.A. Baron, B.F. Cole, L. Mott, R. Haile, M. Grau, T.R. Church, G.J. Beck, E.R.
Greenberg, Neoplastic and antineoplastic effects of beta-carotene on colorectal
adenoma recurrence: results of a randomized trial, J. Natl. Cancer Inst. 95 (2003)
717–722.

[9] C.H. Hennekens, J.E. Buring, J.E. Manson, M. Stampfer, B. Rosner, N.R. Cook, C.
Belanger, F. LaMotte, J.M. Gaziano, P.M. Ridker, W. Willett, R. Peto, Lack of effect
of long-term supplementation with beta carotene on the incidence of malignant
neoplasms and cardiovascular disease, N Engl J. Med. 334 (1996) 1145–1149.

[10] F. Kamangar, Y.L. Qiao, B. Yu, X.D. Sun, C.C. Abnet, J.H. Fan, S.D. Mark, P. Zhao, S.M.
Dawsey, P.R. Taylor, Lung cancer chemoprevention: a randomized, double-blind
trial in Linxian, Chin., Cancer Epidemiol. Biomarkers Prev. 15 (2006) 1562–1564.

[11] K.A. Steinmetz, J.D. Potter, Vegetables, fruit, and cancer prevention: a review, J.
Am. Diet. Assoc. 96 (1996) 1027–1039.

[12] R.G. Ziegler, E.A. Colavito, P. Hartge, M.J. McAdams, J.B. Schoenberg, T.J. Mason, J.
F. Fraumeni Jr., Importance of alpha-carotene, beta-carotene, and other
phytochemicals in the etiology of lung cancer, J. Natl Cancer Inst. 88 (1996)
612–615.

[13] G. Nagel, J. Linseisen, C.H. van Gils, P.H. Peeters, M.C. Boutron-Ruault, F. Clavel-
Chapelon, I. Romieu, A. Tjonneland, A. Olsen, N. Roswall, P.M. Witt, K. Overvad, S.
Rohrmann, R. Kaaks, D. Drogan, H. Boeing, A. Trichopoulou, V. Stratigakou, D.
Zylis, D. Engeset, E. Lund, G. Skeie, F. Berrino, S. Grioni, A. Mattiello, G. Masala, R.
Tumino, R. Zanetti, M.M. Ros, H.B. Bueno-de-Mesquita, E. Ardanaz, M.J. Sanchez,
J.M. Huerta, P. Amiano, L. Rodriguez, J. Manjer, E. Wirfalt, P. Lenner, G. Hallmans,
E.A. Spencer, T.J. Key, S. Bingham, K.T. Khaw, S. Rinaldi, N. Slimani, P. Boffetta, V.
Gallo, T. Norat, E. Riboli, Dietary beta-carotene, vitamin C and E intake and breast
cancer risk in the European Prospective Investigation into Cancer and Nutrition
(EPIC), Breast Cancer Res. Treat. 119 (2010) 753–765.

[14] Y.G. van Helden, J. Keijer, A.M. Knaapen, S.G. Heil, J.J. Briede, F.J. van Schooten, R.
W. Godschalk, Beta-carotene metabolites enhance inflammation-induced
oxidative DNA damage in lung epithelial cells, Free Radic. Biol. Med. 46 (2009)
299–304.

[15] W.C.R.F.A.I.f.C., Research, Food, Nutrition, Physical Activity, and the Prevention of
Cancer: a Global Perspective, AICR, Washington DC, 2007.

[16] L.A. Pradelli, M. Beneteau, J.E. Ricci, Mitochondrial control of caspase-dependent
and -independent cell death, Cell. Mol. Life Sci. 67 (2010) 1589–1597.

[17] S.J. Ralph, J. Neuzil, Mitochondria as targets for cancer therapy, Mol. Nutr. Food
Res. 53 (2009) 9–28.

[18] S. Fulda, Exploiting mitochondrial apoptosis for the treatment of cancer,
Mitochondrion, 2010.

[19] S. Fulda, L. Galluzzi, G. Kroemer, Targeting mitochondria for cancer therapy, Nat.
rev. 9 (2010) 447–464.

[20] S. Fulda, Modulation of apoptosis by natural products for cancer therapy, Planta
medica, 2010.

[21] K. Garber, Energy boost: the Warburg effect returns in a new theory of cancer, J.
Natl Cancer Inst. 96 (2004) 1805–1806.

[22] S.J. Ralph, S. Rodriguez-Enriquez, J. Neuzil, R. Moreno-Sanchez, Bioenergetic
pathways in tumor mitochondria as targets for cancer therapy and the importance
of the ROS-induced apoptotic trigger, Mol. Aspects Med. 31 (2010) 29–59.

[23] E. Gottlieb, K.H. Vousden, p53 regulation of metabolic pathways, Cold Spring
Harbor perspect. biol. 2 (2010) a001040.

[24] A.F. Hezel, N. Bardeesy, LKB1; linking cell structure and tumor suppression,
Oncogene 27 (2008) 6908–6919.

[25] J.W. Kim, I. Tchernyshyov, G.L. Semenza, C.V. Dang, HIF-1-mediated expression
of pyruvate dehydrogenase kinase: a metabolic switch required for cellular
adaptation to hypoxia, Cell Metab. 3 (2006) 177–185.

[26] I. Papandreou, R.A. Cairns, L. Fontana, A.L. Lim, N.C. Denko, HIF-1 mediates
adaptation to hypoxia by actively downregulating mitochondrial oxygen
consumption, Cell Metab. 3 (2006) 187–197.

http://dx.doi.org/10.1016/j.bbabio.2010.08.007


704 J. Keijer et al. / Biochimica et Biophysica Acta 1807 (2011) 697–706
[27] P. Gao, I. Tchernyshyov, T.C. Chang, Y.S. Lee, K. Kita, T. Ochi, K.I. Zeller, A.M. De
Marzo, J.E. Van Eyk, J.T. Mendell, C.V. Dang, c-Myc suppression of miR-23a/b
enhances mitochondrial glutaminase expression and glutamine metabolism,
Nature 458 (2009) 762–765.

[28] R.J. DeBerardinis, J.J. Lum, G. Hatzivassiliou, C.B. Thompson, The biology of
cancer: metabolic reprogramming fuels cell growth and proliferation, Cell
Metab. 7 (2008) 11–20.

[29] P.P. Hsu, D.M. Sabatini, Cancer cell metabolism: Warburg and beyond, Cell 134
(2008) 703–707.

[30] G. Kroemer, J. Pouyssegur, Tumor cell metabolism: cancer's Achilles' heel, Cancer
Cell 13 (2008) 472–482.

[31] O. Feron, Pyruvate into lactate and back: from the Warburg effect to symbiotic
energy fuel exchange in cancer cells, Radiother. Oncol. 92 (2009) 329–333.

[32] G.L. Semenza, Regulation of cancer cell metabolism by hypoxia-inducible factor
1, Semin. Cancer Biol. 19 (2009) 12–16.

[33] D.A. Tennant, R.V. Duran, H. Boulahbel, E. Gottlieb, Metabolic transformation in
cancer, Carcinogenesis 30 (2009) 1269–1280.

[34] M.G. Vander Heiden, L.C. Cantley, C.B. Thompson, Understanding the Warburg
Effect: the Metabolic Requirements of Cell Proliferation, 324, Science, New York,
N.Y, (2009), pp. 1029–1033.

[35] Z. Zhu, W. Jiang, J.N. McGinley, H.J. Thompson, 2-Deoxyglucose as an energy
restrictionmimetic agent: effects onmammary carcinogenesis and onmammary
tumor cell growth in vitro, Cancer Res. 65 (2005) 7023–7030.

[36] H. Pelicano, D.S. Martin, R.H. Xu, P. Huang, Glycolysis inhibition for anticancer
treatment, Oncogene 25 (2006) 4633–4646.

[37] H. Hagland, J. Nikolaisen, L.I. Hodneland, B.T. Gjertsen, O. Bruserud, K.J. Tronstad,
Targeting mitochondria in the treatment of human cancer: a coordinated attack
against cancer cell energy metabolism and signalling, Expert Opin. Ther. Targets
11 (2007) 1055–1069.

[38] P.L. Pedersen, The cancer cell's “power plants” as promising therapeutic targets:
an overview, J. Bioenerg. Biomembr. 39 (2007) 1–12.

[39] K.R. Martin, Targeting apoptosis with dietary bioactive agents, Experimental
Biology and Medicine, 231, Maywood, N.J, (2006), pp. 117–129.

[40] V.C. de Boer, E.M. van Schothorst, A.A. Dihal, H. van der Woude, I.C. Arts, I.M.
Rietjens, P.C. Hollman, J. Keijer, Chronic quercetin exposure affects fatty acid
catabolism in rat lung, Cell. Mol. Life Sci. 63 (2006) 2847–2858.

[41] A.A. Dihal, V.C. de Boer, H. van derWoude, C. Tilburgs, J.P. Bruijntjes, G.M. Alink, I.
M. Rietjens, R.A. Woutersen, R.H. Stierum, Quercetin, but not its glycosidated
conjugate rutin, inhibits azoxymethane-induced colorectal carcinogenesis in
F344 rats, J. Nutr. 136 (2006) 2862–2867.

[42] A.A. Dihal, H. van der Woude, P.J. Hendriksen, H. Charif, L.J. Dekker, L. Ijsselstijn,
V.C. de Boer, G.M. Alink, P.C. Burgers, I.M. Rietjens, R.A. Woutersen, R.H. Stierum,
Transcriptome and proteome profiling of colon mucosa from quercetin fed F344
rats point to tumor preventive mechanisms, increased mitochondrial fatty acid
degradation and decreased glycolysis, Proteomics 8 (2008) 45–61.

[43] V.C. de Boer, M.C. de Goffau, I.C. Arts, P.C. Hollman, J. Keijer, SIRT1 stimulation by
polyphenols is affected by their stability and metabolism, Mech. Ageing Dev. 127
(2006) 618–627.

[44] S. Renaud, M. de Lorgeril, Wine, alcohol, platelets, and the French paradox for
coronary heart disease, Lancet 339 (1992) 1523–1526.

[45] J.A. Baur, K.J. Pearson, N.L. Price, H.A. Jamieson, C. Lerin, A. Kalra, V.V. Prabhu, J.S.
Allard, G. Lopez-Lluch, K. Lewis, P.J. Pistell, S. Poosala, K.G. Becker, O. Boss, D.
Gwinn, M. Wang, S. Ramaswamy, K.W. Fishbein, R.G. Spencer, E.G. Lakatta, D. Le
Couteur, R.J. Shaw, P. Navas, P. Puigserver, D.K. Ingram, R. de Cabo, D.A. Sinclair,
Resveratrol improves health and survival of mice on a high-calorie diet, Nature
444 (2006) 337–342.

[46] M. Lagouge, C. Argmann, Z. Gerhart-Hines, H. Meziane, C. Lerin, F. Daussin, N.
Messadeq, J. Milne, P. Lambert, P. Elliott, B. Geny, M. Laakso, P. Puigserver, J. Auwerx,
Resveratrol improves mitochondrial function and protects against metabolic disease
by activating SIRT1 and PGC-1alpha, Cell 127 (2006) 1109–1122.

[47] P. Roy, N. Kalra, S. Prasad, J. George, Y. Shukla, Chemopreventive potential of
resveratrol in mouse skin tumors through regulation of mitochondrial and PI3K/
AKT signaling pathways, Pharm. Res. 26 (2009) 211–217.

[48] V. Cucciolla, A. Borriello, A. Oliva, P. Galletti, V. Zappia, F. Della Ragione,
Resveratrol: from basic science to the clinic, Cell cycle (Georgetown, Tex 6
(2007) 2495–2510.

[49] A. Bishayee, Cancer prevention and treatment with resveratrol: from rodent
studies to clinical trials, Cancer prev. res. (Philadelphia, Pa 2 (2009) 409–418.

[50] M. Fukui, N. Yamabe, K.S. Kang, B.T. Zhu, Growth-stimulatory effect of resveratrol
in human cancer cells, Mol. Carcinog. 49 (2010) 750–759.

[51] S. Klaus, S. Pultz, C. Thone-Reineke, S. Wolfram, Epigallocatechin gallate
attenuates diet-induced obesity in mice by decreasing energy absorption and
increasing fat oxidation, Int. J. Obes. 29 (2005) (2005) 615–623.

[52] S. Wolfram, Effects of green tea and EGCG on cardiovascular and metabolic
health, J. Am. Coll. Nutr. 26 (2007) 373 S–388 S.

[53] S.K. Katiyar, M. Vaid, H. van Steeg, S.M. Meeran, Green tea polyphenols prevent UV-
induced immunosuppression by rapid repair of DNA damage and enhancement of
nucleotide excision repair genes, Cancer prev. res. (Philadelphia, Pa 3 (2010) 179–189.

[54] H. Tachibana, K. Koga, Y. Fujimura, K. Yamada, A receptor for green tea
polyphenol EGCG, Nat. Struct. Mol. Biol. 11 (2004) 380–381.

[55] S. Menard, V. Castronovo, E. Tagliabue, M.E. Sobel, New insights into the
metastasis-associated 67 kD laminin receptor, J. Cell. Biochem. 67 (1997)
155–165.

[56] D. Umeda, S. Yano, K. Yamada, H. Tachibana, Green tea polyphenol epigalloca-
techin-3-gallate signaling pathway through 67-kDa laminin receptor, J. Biol.
Chem. 283 (2008) 3050–3058.
[57] J.H. Lee, M. Kishikawa, M. Kumazoe, K. Yamada, H. Tachibana, Vitamin A
enhances antitumor effect of a green tea polyphenol on melanoma by
upregulating the polyphenol sensing molecule 67-kDa laminin receptor, PLoS
ONE 5 (2010) e11051.

[58] P.C.H. Hollman, The 4th International Conference on Polyphenols and Health,
Nutrition Bulletin, 25, (2010), pp. 183–185.

[59] Y. Chen, R. Cairns, I. Papandreou, A. Koong, N.C. Denko, Oxygen consumption can
regulate the growth of tumors, a new perspective on the Warburg effect, PLoS
ONE 4 (2009) e7033.

[60] C.T. Taylor, J. Pouyssegur, Oxygen, hypoxia, and stress, Ann. NY Acad. Sci. 1113
(2007) 87–94.

[61] J. Pouyssegur, F. Dayan, N.M. Mazure, Hypoxia signalling in cancer and
approaches to enforce tumour regression, Nature 441 (2006) 437–443.

[62] G.L. Semenza, Hypoxia-inducible factor 1 (HIF-1) pathway, Sci STKE 2007, 2007
cm8.

[63] G.L. Semenza, HIF-1: upstream and downstream of cancer metabolism, Curr.
Opin. Genet. Dev. 20 (2010) 51–56.

[64] H. Zhang, P. Gao, R. Fukuda, G. Kumar, B. Krishnamachary, K.I. Zeller, C.V. Dang, G.
L. Semenza, HIF-1 inhibits mitochondrial biogenesis and cellular respiration in
VHL-deficient renal cell carcinoma by repression of C-MYC activity, Cancer Cell
11 (2007) 407–420.

[65] R. Fukuda, H. Zhang, J.W. Kim, L. Shimoda, C.V. Dang, G.L. Semenza, HIF-1
regulates cytochrome oxidase subunits to optimize efficiency of respiration in
hypoxic cells, Cell 129 (2007) 111–122.

[66] V.R. Fantin, J. St-Pierre, P. Leder, Attenuation of LDH-A expression uncovers a link
between glycolysis, mitochondrial physiology, and tumor maintenance, Cancer
Cell 9 (2006) 425–434.

[67] A. Le, C.R. Cooper, A.M. Gouw, R. Dinavahi, A. Maitra, L.M. Deck, R.E. Royer, D.L.
Vander Jagt, G.L. Semenza, C.V. Dang, Inhibition of lactate dehydrogenase A
induces oxidative stress and inhibits tumor progression, Proc. Natl Acad. Sci. USA
107 (2010) 2037–2042.

[68] P.L. Pedersen, Warburg, me and Hexokinase 2: multiple discoveries of key
molecular events underlying one of cancers' most common phenotypes, the
“Warburg Effect”, i.e., elevated glycolysis in the presence of oxygen, J. Bioenerg.
Biomembr. 39 (2007) 211–222.

[69] J.G. Pastorino, J.B. Hoek, N. Shulga, Activation of glycogen synthase kinase 3beta
disrupts the binding of hexokinase II to mitochondria by phosphorylating
voltage-dependent anion channel and potentiates chemotherapy-induced
cytotoxicity, Cancer Res. 65 (2005) 10545–10554.

[70] S. Miyamoto, A.N. Murphy, J.H. Brown, Akt mediates mitochondrial protection in
cardiomyocytes through phosphorylation of mitochondrial hexokinase-II, Cell
Death Differ. 15 (2008) 521–529.

[71] B.L. Stiles, PI-3-K and AKT: onto the mitochondria, Adv. Drug Deliv. Rev. 61
(2009) 1276–1282.

[72] R.B. Robey, N. Hay, Mitochondrial hexokinases, novel mediators of the
antiapoptotic effects of growth factors and Akt, Oncogene 25 (2006) 4683–4696.

[73] Y. Fan, K.G. Dickman, W.X. Zong, Akt and c-Myc differentially activate cellular
metabolic programs and prime cells to bioenergetic inhibition, J. Biol. Chem. 285
(2009) 7324–7333.

[74] M.C. Brahimi-Horn, J. Pouyssegur, Harnessing the hypoxia-inducible factor in
cancer and ischemic disease, Biochem. Pharmacol. 73 (2007) 450–457.

[75] J.C. Chavez, F. Agani, P. Pichiule, J.C. LaManna, Expression of hypoxia-inducible
factor-1alpha in the brain of rats during chronic hypoxia, J. Appl. Physiol. 89
(2000) 1937–1942.

[76] A. Ginouves, K. Ilc, N. Macias, J. Pouyssegur, E. Berra, PHDs overactivation during
chronic hypoxia “desensitizes” HIFalpha and protects cells from necrosis, Proc.
Natl. Acad. Sci. USA 105 (2008) 4745–4750.

[77] M.W. Dewhirst, Intermittent hypoxia furthers the rationale for hypoxia-
inducible factor-1 targeting, Cancer Res. 67 (2007) 854–855.

[78] F. Dayan, M. Monticelli, J. Pouyssegur, E. Pecou, Gene regulation in response to
graded hypoxia: the non-redundant roles of the oxygen sensors PHD and FIH in
the HIF pathway, J. Theor. Biol. 259 (2009) 304–316.

[79] G. Baffy, Uncoupling protein-2 and cancer, Mitochondrion 10 (2010) 243–252.
[80] F. Depeint, W.R. Bruce, N. Shangari, R. Mehta, P.J. O'Brien, Mitochondrial function

and toxicity: role of the B vitamin family on mitochondrial energy metabolism,
Chem.-Biol. Interact. 163 (2006) 94–112.

[81] F. Depeint, W.R. Bruce, N. Shangari, R. Mehta, P.J. O'Brien, Mitochondrial function
and toxicity: role of B vitamins on the one-carbon transfer pathways, Chem.-Biol.
Interact. 163 (2006) 113–132.

[82] L. Bettendorff, F. Mastrogiacomo, J. LaMarche, S. Dozic, S.J. Kish, Brain levels of
thiamine and its phosphate esters in Friedreich's ataxia and spinocerebellar
ataxia type 1, Mov. Disord. 11 (1996) 437–439.

[83] C. Scharfe, M. Hauschild, T. Klopstock, A.J. Janssen, P.H. Heidemann, T. Meitinger,
M. Jaksch, A novel mutation in the thiamine responsive megaloblastic anaemia
gene SLC19A2 in a patient with deficiency of respiratory chain complex I, J. Med.
Genet. 37 (2000) 669–673.

[84] W.R. Bruce, R. Furrer, N. Shangari, P.J. O'Brien, A. Medline, Y. Wang, Marginal
dietary thiamin deficiency induces the formation of colonic aberrant crypt foci
(ACF) in rats, Cancer Lett. 202 (2003) 125–129.

[85] V.I. Bunik, A.R. Fernie, Metabolic control exerted by the 2-oxoglutarate
dehydrogenase reaction: a cross-kingdom comparison of the crossroad between
energy production and nitrogen assimilation, Biochem. J. 422 (2009) 405–421.

[86] H. Boulahbel, R.V. Duran, E. Gottlieb, Prolyl hydroxylases as regulators of cell
metabolism, Biochem. Soc. Trans. 37 (2009) 291–294.

[87] C.J. Bates, Glutathione and related indices in rat lenses, liver and red cells during
riboflavin deficiency and its correction, Exp. Eye Res. 53 (1991) 123–130.



705J. Keijer et al. / Biochimica et Biophysica Acta 1807 (2011) 697–706
[88] M. Nagao, K. Tanaka, FAD-dependent regulation of transcription, translation,
post-translational processing, and post-processing stability of various mito-
chondrial acyl-CoA dehydrogenases and of electron transfer flavoprotein and the
site of holoenzyme formation, J. Biol. Chem. 267 (1992) 17925–17932.

[89] H. Atamna, Heme, iron, and themitochondrial decay of ageing, Ageing Res. Rev. 3
(2004) 303–318.

[90] A. Karytinos, F. Forneris, A. Profumo, G. Ciossani, E. Battaglioli, C. Binda, A.
Mattevi, A novel mammalian flavin-dependent histone demethylase, J. Biol.
Chem. 284 (2009) 17775–17782.

[91] C. Binda, S. Valente, M. Romanenghi, S. Pilotto, R. Cirilli, A. Karytinos, G. Ciossani,
O.A. Botrugno, F. Forneris, M. Tardugno, D.E. Edmondson, S. Minucci, A. Mattevi,
A. Mai, Biochemical, structural, and biological evaluation of tranylcypromine
derivatives as inhibitors of histone demethylases LSD1 and LSD2, J. Am. Chem.
Soc. 132 (2010) 6827–6833.

[92] J.B. Kirkland, Poly ADP-ribose polymerase-1 and health, Exp. Biol. Med.
(Maywood, N.J 235 (2010) 561–568.

[93] H. Yang, T. Yang, J.A. Baur, E. Perez, T. Matsui, J.J. Carmona, D.W. Lamming, N.C. Souza-
Pinto, V.A. Bohr, A. Rosenzweig, R. de Cabo, A.A. Sauve, D.A. Sinclair, Nutrient-sensitive
mitochondrial NAD+ levels dictate cell survival, Cell 130 (2007) 1095–1107.

[94] T. Finkel, C.X. Deng, R. Mostoslavsky, Recent progress in the biology and
physiology of sirtuins, Nature 460 (2009) 587–591.

[95] M.C. Haigis, D.A. Sinclair, Mammalian sirtuins: biological insights and disease
relevance, Annu. Rev. Pathol. 5 (2010) 253–295.

[96] G. Donmez, L. Guarente, Aging and disease: connections to sirtuins, Aging Cell 9
(2010) 285–290.

[97] R.C. Scarpulla, Transcriptional paradigms in mammalian mitochondrial biogen-
esis and function, Physiol. Rev. 88 (2008) 611–638.

[98] J.Y. Huang, M.D. Hirschey, T. Shimazu, L. Ho, E. Verdin, Mitochondrial sirtuins,
Biochim. Biophys. Acta (2010).

[99] M.D. Hirschey, T. Shimazu, E. Goetzman, E. Jing, B. Schwer, D.B. Lombard, C.A.
Grueter, C. Harris, S. Biddinger, O.R. Ilkayeva, R.D. Stevens, Y. Li, A.K. Saha, N.B.
Ruderman, J.R. Bain, C.B. Newgard, R.V. Farese Jr., F.W. Alt, C.R. Kahn, E. Verdin,
SIRT3 regulates mitochondrial fatty-acid oxidation by reversible enzyme
deacetylation, Nature 464 (2010) 121–125.

[100] H.S. Kim, K. Patel, K. Muldoon-Jacobs, K.S. Bisht, N. Aykin-Burns, J.D. Pennington,
R. van der Meer, P. Nguyen, J. Savage, K.M. Owens, A. Vassilopoulos, O. Ozden, S.
H. Park, K.K. Singh, S.A. Abdulkadir, D.R. Spitz, C.X. Deng, D. Gius, SIRT3 is a
mitochondria-localized tumor suppressor required for maintenance of mito-
chondrial integrity and metabolism during stress, Cancer Cell 17 (2010) 41–52.

[101] C. Schlicker, M. Gertz, P. Papatheodorou, B. Kachholz, C.F. Becker, C. Steegborn,
Substrates and regulation mechanisms for the human mitochondrial sirtuins
Sirt3 and Sirt5, J. Mol. Biol. 382 (2008) 790–801.

[102] N. Ahuja, B. Schwer, S. Carobbio, D. Waltregny, B.J. North, V. Castronovo, P.
Maechler, E. Verdin, Regulation of insulin secretion by SIRT4, a mitochondrial
ADP-ribosyltransferase, J. Biol. Chem. 282 (2007) 33583–33592.

[103] D.A. Bender, Optimum nutrition: thiamin, biotin and pantothenate, Proc. Nutr.
Soc. 58 (1999) 427–433.

[104] L. Wojtczak, V.S. Slyshenkov, Protection by pantothenic acid against apoptosis
and cell damage by oxygen free radicals—the role of glutathione, Bio.Factors
(Oxford, England) 17 (2003) 61–73.

[105] J. Zempleni, S.S. Wijeratne, Y.I. Hassan, Biotin, Bio.Factors (Oxford, England) 35
(2009) 36–46.

[106] Y.I. Hassan, J. Zempleni, A novel, enigmatic histone modification: biotinylation of
histones by holocarboxylase synthetase, Nutr. Rev. 66 (2008) 721–725.

[107] H. Atamna, J. Newberry, R. Erlitzki, C.S. Schultz, B.N. Ames, Biotin deficiency
inhibits heme synthesis and impairs mitochondria in human lung fibroblasts, J.
Nutr. 137 (2007) 25–30.

[108] J.T. Fox, P.J. Stover, Folate-mediated one-carbon metabolism, Vitam. Horm. 79
(2008) 1–44.

[109] G. Varela-Moreiras, M.M. Murphy, J.M. Scott, Cobalamin, folic acid, and
homocysteine, Nutr. Rev. 67 (Suppl 1) (2009) S69–72.

[110] L. Randaccio, S. Geremia, N. Demitri, J. Wuerges, Vitamin B12: unique
metalorganic compounds and the most complex vitamins, Mol. (Basel,
Switzerland) 15 (2010) 3228–3259.

[111] J. Bastien, C. Rochette-Egly, Nuclear retinoid receptors and the transcription of
retinoid-target genes, Gene 328 (2004) 1–16.

[112] L. Altucci, M.D. Leibowitz, K.M. Ogilvie, A.R. de Lera, H. Gronemeyer, RAR and RXR
modulation in cancer and metabolic disease, Nature rev. 6 (2007) 793–810.

[113] R. Acin-Perez, B. Hoyos, F. Zhao, V. Vinogradov, D.A. Fischman, R.A. Harris, M.
Leitges, N. Wongsiriroj, W.S. Blaner, G. Manfredi, U. Hammerling, Control of
oxidative phosphorylation by vitamin A illuminates a fundamental role in
mitochondrial energy homoeostasis, FASEB J. 24 (2010) 627–636.

[114] P. Lefebvre, P.J. Martin, S. Flajollet, S. Dedieu, X. Billaut, B. Lefebvre, Transcriptional
activities of retinoic acid receptors, Vitam. Horm. 70 (2005) 199–264.

[115] J.M. Scott, Folate and vitamin B12, Proc. Nutr. Soc. 58 (1999) 441–448.
[116] G.C. Rampersaud, G.P. Kauwell, L.B. Bailey, Folate: a key to optimizing health and

reducing disease risk in the elderly, J. Am. Coll. Nutr. 22 (2003) 1–8.
[117] C.M. Ulrich, M.C. Reed, H.F. Nijhout, Modeling folate, one-carbon metabolism,

and DNA methylation, Nutr. Rev. 66 (Suppl 1) (2008) S27–30.
[118] H.F. Nijhout, M.C. Reed, C.M. Ulrich, Mathematical models of folate-mediated

one-carbon metabolism, Vitam. Horm. 79 (2008) 45–82.
[119] P.J. Stover, One-carbon metabolism-genome interactions in folate-associated

pathologies, J. Nutr. 139 (2009) 2402–2405.
[120] D.W. Horne, D. Patterson, R.J. Cook, Effect of nitrous oxide inactivation of vitamin

B12-dependent methionine synthetase on the subcellular distribution of folate
coenzymes in rat liver, Arch. Biochem. Biophys. 270 (1989) 729–733.
[121] D.R. Appling, Compartmentation of folate-mediated one-carbon metabolism in
eukaryotes, FASEB J. 5 (1991) 2645–2651.

[122] B.F. Lin, R.F. Huang, B. Shane, Regulation of folate and one-carbon metabolism in
mammalian cells. III. Role of mitochondrial folylpoly-gamma-glutamate synthe-
tase, J. Biol. Chem. 268 (1993) 21674–21679.

[123] A.S. Tibbetts, D.R. Appling, Compartmentalization of Mammalian folate-
mediated one-carbon metabolism, Annu. Rev. Nutr. 30 (2010) 57–81.

[124] K.E. Christensen, R.E. MacKenzie, Mitochondrial one-carbon metabolism is
adapted to the specific needs of yeast, plants and mammals, Bioessays 28 (2006)
595–605.

[125] J. Song, K.J. Sohn, A. Medline, C. Ash, S. Gallinger, Y.I. Kim, Chemopreventive
effects of dietary folate on intestinal polyps in Apc+/−Msh2−/− mice, Cancer
Res. 60 (2000) 3191–3199.

[126] J. Song, A. Medline, J.B. Mason, S. Gallinger, Y.I. Kim, Effects of dietary folate on
intestinal tumorigenesis in the apcMin mouse, Cancer Res. 60 (2000)
5434–5440.

[127] G.M. Lindzon, A. Medline, K.J. Sohn, F. Depeint, R. Croxford, Y.I. Kim, Effect of folic
acid supplementation on the progression of colorectal aberrant crypt foci,
Carcinogenesis 30 (2009) 1536–1543.

[128] A.D. Smith, Y.I. Kim, H. Refsum, Is folic acid good for everyone? Am. J. Clin. Nutr.
87 (2008) 517–533.

[129] C. Denis-Pouxviel, I. Riesinger, C. Buhler, D. Brdiczka, J.C. Murat, Regulation of
mitochondrial hexokinase in cultured HT 29 human cancer cells. An ultrastruc-
tural and biochemical study, Biochim. Biophys. Acta 902 (1987) 335–348.

[130] J.S. Modica-Napolitano, G.D. Steele Jr., L.B. Chen, Aberrant mitochondria in two
human colon carcinoma cell lines, Cancer Res. 49 (1989) 3369–3373.

[131] N. Gleyzer, K. Vercauteren, R.C. Scarpulla, Control of mitochondrial transcription
specificity factors (TFB1M and TFB2M) by nuclear respiratory factors (NRF-1 and
NRF-2) and PGC-1 family coactivators, Mol. Cell. Biol. 25 (2005) 1354–1366.

[132] J.T. Rodgers, C. Lerin, W. Haas, S.P. Gygi, B.M. Spiegelman, P. Puigserver, Nutrient
control of glucose homeostasis through a complex of PGC-1alpha and SIRT1,
Nature 434 (2005) 113–118.

[133] R.C. Scarpulla, Nuclear control of respiratory gene expression in mammalian
cells, J. Cell. Biochem. 97 (2006) 673–683.

[134] L.M. Rohas, J. St-Pierre, M. Uldry, S. Jager, C. Handschin, B.M. Spiegelman, A
fundamental system of cellular energy homeostasis regulated by PGC-1alpha,
Proc. Natl Acad. Sci. USA 104 (2007) 7933–7938.

[135] T. Wenz, PGC-1alpha activation as a therapeutic approach in mitochondrial
disease, IUBMB Life 61 (2009) 1051–1062.

[136] S.N. Schreiber, R. Emter, M.B. Hock, D. Knutti, J. Cardenas, M. Podvinec, E.J.
Oakeley, A. Kralli, The estrogen-related receptor alpha (ERRalpha) functions in
PPARgamma coactivator 1alpha (PGC-1alpha)-induced mitochondrial biogene-
sis, Proc. Natl Acad. Sci. USA 101 (2004) 6472–6477.

[137] Z. Wu, P. Puigserver, U. Andersson, C. Zhang, G. Adelmant, V. Mootha, A. Troy, S.
Cinti, B. Lowell, R.C. Scarpulla, B.M. Spiegelman, Mechanisms controlling
mitochondrial biogenesis and respiration through the thermogenic coactivator
PGC-1, Cell 98 (1999) 115–124.

[138] U. Andersson, R.C. Scarpulla, Pgc-1-related coactivator, a novel, serum-inducible
coactivator of nuclear respiratory factor 1-dependent transcription in mamma-
lian cells, Mol. Cell. Biol. 21 (2001) 3738–3749.

[139] D. Kressler, S.N. Schreiber, D. Knutti, A. Kralli, The PGC-1-related protein PERC is
a selective coactivator of estrogen receptor alpha, J. Biol. Chem. 277 (2002)
13918–13925.

[140] J. Lin, P. Puigserver, J. Donovan, P. Tarr, B.M. Spiegelman, Peroxisome
proliferator-activated receptor gamma coactivator 1beta (PGC-1beta), a novel
PGC-1-related transcription coactivator associated with host cell factor, J. Biol.
Chem. 277 (2002) 1645–1648.

[141] D. Shao, Y. Liu, X. Liu, L. Zhu, Y. Cui, A. Cui, A. Qiao, X. Kong, Y. Liu, Q. Chen, N. Gupta, F.
Fang, Y. Chang, PGC-1beta-regulated mitochondrial biogenesis and function in
myotubes is mediated by NRF-1 and ERRalpha, Mitochondrion 10 (2010) 516–527.

[142] D. Mirebeau-Prunier, S. Le Pennec, C. Jacques, N. Gueguen, J. Poirier, Y. Malthiery,
F. Savagner, Estrogen-related receptor alpha and PGC-1-related coactivator
constitute a novel complex mediating the biogenesis of functional mitochondria,
FEBS J. 277 (2010) 713–725.

[143] J. Sonoda, I.R. Mehl, L.W. Chong, R.R. Nofsinger, R.M. Evans, PGC-1beta controls
mitochondrial metabolism to modulate circadian activity, adaptive thermogen-
esis, and hepatic steatosis, Proc. Natl Acad. Sci. USA 104 (2007) 5223–5228.

[144] J.T. Rodgers, C. Lerin, Z. Gerhart-Hines, P. Puigserver, Metabolic adaptations
through the PGC-1 alpha and SIRT1 pathways, FEBS Lett. 582 (2008) 46–53.

[145] J.E. Dominy Jr., Y. Lee, Z. Gerhart-Hines, P. Puigserver, Nutrient-dependent
regulation of PGC-1alpha's acetylation state and metabolic function through the
enzymatic activities of Sirt1/GCN5, Biochim. Biophys. Acta 1804 (2010)
1676–1683.

[146] K.T. Howitz, K.J. Bitterman, H.Y. Cohen, D.W. Lamming, S. Lavu, J.G. Wood, R.E.
Zipkin, P. Chung, A. Kisielewski, L.L. Zhang, B. Scherer, D.A. Sinclair, Small
molecule activators of sirtuins extend Saccharomyces cerevisiae lifespan, Nature
425 (2003) 191–196.

[147] P. Flachs, O. Horakova, P. Brauner, M. Rossmeisl, P. Pecina, N. Franssen-van
Hal, J. Ruzickova, J. Sponarova, Z. Drahota, C. Vlcek, J. Keijer, J. Houstek, J.
Kopecky, Polyunsaturated fatty acids of marine origin upregulate mitochon-
drial biogenesis and induce beta-oxidation in white fat, Diabetologia 48
(2005) 2365–2375.

[148] E.M. van Schothorst, P. Flachs, N.L. Franssen-van Hal, O. Kuda, A. Bunschoten, J.
Molthoff, C. Vink, G.J. Hooiveld, J. Kopecky, J. Keijer, Induction of lipid oxidation
by polyunsaturated fatty acids of marine origin in small intestine of mice fed a
high-fat diet, BMC Genomics 10 (2009) 110.



706 J. Keijer et al. / Biochimica et Biophysica Acta 1807 (2011) 697–706
[149] E.K. Pauwels, K. Kairemo, Fatty acid facts, part II: role in the prevention of
carcinogenesis, or, more fish on the dish? Drug News Perspect. 21 (2008)
504–510.

[150] H. Gleissman, J.I. Johnsen, P. Kogner, Omega-3 fatty acids in cancer, the
protectors of good and the killers of evil? Exp. Cell Res. 316 (2010) 1365–1373.

[151] H. Gleissman, L. Segerstrom, M. Hamberg, F. Ponthan, M. Lindskog, J.I. Johnsen, P.
Kogner, Omega-3 fatty acid supplementation delays the progression of
neuroblastoma in vivo, Int. J. Cancer (2010).

[152] L. Spencer, C. Mann, M. Metcalfe, M. Webb, C. Pollard, D. Spencer, D. Berry, W.
Steward, A. Dennison, The effect of omega-3 FAs on tumour angiogenesis and
their therapeutic potential, Eur. J. Cancer 45 (2009) 2077–2086.

[153] R. Wall, R.P. Ross, G.F. Fitzgerald, C. Stanton, Fatty acids from fish: the anti-
inflammatory potential of long-chain omega-3 fatty acids, Nutr. Rev. 68 (2010)
280–289.

[154] N.B. Janakiram, C.V. Rao, Role of lipoxins and resolvins as anti-inflammatory and
proresolving mediators in colon cancer, Curr. Mol. Med. 9 (2009) 565–579.

[155] M.J. Stables, D.W. Gilroy, Old and new generation lipid mediators in acute
inflammation and resolution, Prog. Lipid Res. (2010) doi:10.1016/j.
plipres.2010.07.005.

[156] M.J. Watt, G.R. Steinberg, S. Chan, A. Garnham, B.E. Kemp, M.A. Febbraio, Beta-
adrenergic stimulation of skeletal muscle HSL can be overridden by AMPK
signaling, FASEB J. 18 (2004) 1445–1446.

[157] G.R. Steinberg, B.E. Kemp, AMPK in health and disease, Physiol. Rev. 89 (2009)
1025–1078.

[158] W. Wang, K.L. Guan, AMP-activated protein kinase and cancer, Acta physiologica
(Oxford, England) 196 (2009) 55–63.

[159] S.B. Jorgensen, J.T. Treebak, B. Viollet, P. Schjerling, S. Vaulont, J.F. Wojtaszewski,
E.A. Richter, Role of AMPKalpha2 in basal, training-, and AICAR-induced GLUT4,
hexokinase II, and mitochondrial protein expression in mouse muscle, Am. J.
Physiol. 292 (2007) E331–339.

[160] E.A. Dunlop, A.R. Tee, Mammalian target of rapamycin complex 1: signalling
inputs, substrates and feedback mechanisms, Cell. Signal. 21 (2009) 827–835.

[161] K.G. Foster, D.C. Fingar, Mammalian target of rapamycin (mTOR): conducting the
cellular signaling symphony, J. Biol. Chem. 285 (2010) 14071–14077.

[162] R.B. Robey, N. Hay, Is Akt the “Warburg kinase”?-Akt-energy metabolism
interactions and oncogenesis, Semin. Cancer Biol. 19 (2009) 25–31.

[163] J.M. Evans, L.A. Donnelly, A.M. Emslie-Smith, D.R. Alessi, A.D. Morris, Metformin
and reduced risk of cancer in diabetic patients, BMJ (Clinical research ed 330
(2005) 1304–1305.

[164] R.M. Memmott, P.A. Dennis, LKB1 and mammalian target of rapamycin as
predictive factors for the anticancer efficacy of metformin, J. Clin. Oncol. 27
(2009) e226 author reply e227.

[165] A. Vazquez-Martin, C. Oliveras-Ferraros, E. Lopez-Bonet, J.A. Menendez, AMPK:
evidence for an energy-sensing cytokinetic tumor suppressor, Cell cycle
(Georgetown, Tex 8 (2009) 3679–3683.
[166] T. Itoh, L. Fairall, K. Amin, Y. Inaba, A. Szanto, B.L. Balint, L. Nagy, K. Yamamoto, J.
W. Schwabe, Structural basis for the activation of PPARgamma by oxidized fatty
acids, Nat. Struct. Mol. Biol. 15 (2008) 924–931.

[167] G. Miglio, A.C. Rosa, L. Rattazzi, M. Collino, G. Lombardi, R. Fantozzi, PPARgamma
stimulation promotes mitochondrial biogenesis and prevents glucose depriva-
tion-induced neuronal cell loss, Neurochem. Int. 55 (2009) 496–504.

[168] C. Blanquicett, J. Roman, C.M. Hart, Thiazolidinediones as anti-cancer agents,
Cancer ther. 6 (2008) 25–34.

[169] S. Wei, S.K. Kulp, C.S. Chen, Energy restriction as an antitumor target of
thiazolidinediones, J. Biol. Chem. 285 (2010) 9780–9791.

[170] N.K. LeBrasseur, M. Kelly, T.S. Tsao, S.R. Farmer, A.K. Saha, N.B. Ruderman, E.
Tomas, Thiazolidinediones can rapidly activate AMP-activated protein kinase in
mammalian tissues, Am. J. Physiol. 291 (2006) E175–181.

[171] J.H. Choi, A.S. Banks, J.L. Estall, S. Kajimura, P. Bostrom, D. Laznik, J.L. Ruas, M.J.
Chalmers, T.M. Kamenecka, M. Bluher, P.R. Griffin, B.M. Spiegelman, Anti-
diabetic drugs inhibit obesity-linked phosphorylation of PPARgamma by Cdk5,
Nature 466 (2010) 451–456.

[172] W. Shen, J. Hao, C. Tian, J. Ren, L. Yang, X. Li, C. Luo, C.W. Cotma, J. Liu, A
combination of nutriments improves mitochondrial biogenesis and function in
skeletal muscle of type 2 diabetic Goto–Kakizaki rats, PLoS ONE 3 (2008) e2328.

[173] Y. Wang, X. Li, Y. Guo, L. Chan, X. Guan, Alpha-lipoic acid increases energy
expenditure by enhancing adenosine monophosphate-activated protein kinase-
peroxisome proliferator-activated receptor-gamma coactivator-1alpha signaling
in the skeletal muscle of aged mice, Metab., Clin. Exp. 59 (2010) 967–976.

[174] L. Novotny, P. Rauko, C. Cojocel, Alpha-lipoic acid: the potential for use in cancer
therapy, Neoplasma 55 (2008) 81–86.

[175] D.Y. Shi, H.L. Liu, J.S. Stern, P.Z. Yu, S.L. Liu, Alpha-lipoic acid induces apoptosis in
hepatoma cells via the PTEN/Akt pathway, FEBS Lett. 582 (2008) 1667–1671.

[176] K.P. Shay, T.M. Hagen, Age-associated impairment of Akt phosphorylation in
primary rat hepatocytes is remediated by alpha-lipoic acid through PI3 kinase,
PTEN, and PP2A, Biogerontology 10 (2009) 443–456.

[177] X. Yi, N. Maeda, Endogenous production of lipoic acid is essential for mouse
development, Mol. Cell. Biol. 25 (2005) 8387–8392.

[178] K.A. O'Hagan, S. Cocchiglia, A.V. Zhdanov, M.M. Tambuwala, E.P. Cummins, M.
Monfared, T.A. Agbor, J.F. Garvey, D.B. Papkovsky, C.T. Taylor, B.B. Allan, PGC-
1alpha is coupled to HIF-1alpha-dependent gene expression by increasing
mitochondrial oxygen consumption in skeletal muscle cells, Proc. Natl Acad. Sci.
USA 106 (2009) 2188–2193.

[179] L.W. Finley, M.C. Haigis, The coordination of nuclear and mitochondrial
communication during aging and calorie restriction, Ageing Res. Rev. 8 (2009)
173–188.

[180] R.M. Memmott, P.A. Dennis, Akt-dependent and -independent mechanisms of
mTOR regulation in cancer, Cell. Signal. 21 (2009) 656–664.

[181] M.P. Wynter, S.T. Russell, M.J. Tisdale, Effect of n−3 fatty acids on the antitumour
effects of cytotoxic drugs, In vivo (Athens, Greece) 18 (2004) 543–547.


	Bioactive food components, cancer cell growth limitation and reversal of glycolytic metabolism
	Introduction: Nutrition, nutrients and cancer
	Reprogramming of energy metabolism
	Oxygen, an essential growth substrate
	B- and A-vitamins and mitochondria
	Folic acid
	Is cancer cell growth and glycolytic metabolism interdependent?
	Low folate retards the growth rate of HT-29 cells and alters its metabolism
	Will nutritional stimulation of mitochondrial biogenesis counteract glycolytic metabolism in cancer cells?
	Conclusion and future perspective
	Acknowledgements
	Supplementary data
	References


