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The role of fructose transporters in diseases linked
to excessive fructose intake

Veronique Douard and Ronaldo P. Ferraris

Department of Pharmacology & Physiology, UMDNJ – New Jersey Medical School, 185 S. Orange Avenue, Newark, NJ 07101-1749, USA

Abstract Fructose intake has increased dramatically since humans were hunter-gatherers,
probably outpacing the capacity of human evolution to make physiologically healthy adaptations.
Epidemiological data indicate that this increasing trend continued until recently. Excessive intakes
that chronically increase portal and peripheral blood fructose concentrations to >1 and 0.1 mM,
respectively, are now associated with numerous diseases and syndromes. The role of the fructose
transporters GLUT5 and GLUT2 in causing, contributing to or exacerbating these diseases is not
well known. GLUT5 expression seems extremely low in neonatal intestines, and limited absorptive
capacities for fructose may explain the high incidence of malabsorption in infants and cause
problems in adults unable to upregulate GLUT5 levels to match fructose concentrations in the diet.
GLUT5- and GLUT2-mediated fructose effects on intestinal electrolyte transporters, hepatic uric
acid metabolism, as well as renal and cardiomyocyte function, may play a role in fructose-induced
hypertension. Likewise, GLUT2 may contribute to the development of non-alcoholic fatty liver
disease by facilitating the uptake of fructose. Finally, GLUT5 may play a role in the atypical growth
of certain cancers and fat tissues. We also highlight research areas that should yield information
needed to better understand the role of these GLUTs in fructose-induced diseases.
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Abbreviations GCMS, gas chromatography mass spectrometry; GLUT, glucose transporter protein; HPLC,
high-performance liquid chromatography; KHK, ketohexokinase or fructokinase; NAFLD, non-alcoholic fatty liver
disease; PAT1, chloride–anion exchanger; SGLT1, sodium-dependent glucose transporter 1; 25[OH]D3, vitamin D or
calcidiol; 1,25[OH]2D3, calcitriol.

Introduction

GLUT5 and GLUT2 (encoded by the Slc2A5 and Slc2A2
genes, respectively) are members of the facilitative glucose
transporter family and are the major fructose transporters
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in the body (Manolescu et al. 2007; Thorens & Mueckler,
2010). Both transporters are expressed significantly in the
kidney and small intestine. GLUT5 is in the apical and
GLUT2 in the basolateral membrane of enterocytes and
renal proximal tubule cells. GLUT2 is the main fructose
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transporter in the basolateral (sinusoidal) membrane of
liver hepatocytes (Keembiyehetty et al. 2006) where most
of the ingested fructose is metabolized. The K m of GLUT5
for fructose is ∼6 mM and that of GLUT2 is ∼11 mM

(Manolescu et al. 2007).
GLUT5−/− mice exhibit normal food intake and

growth when fed fructose-free diets (Barone et al.
2009), but rapidly lose weight when fed fructose, as
malabsorbed fructose causes massive distention, localized
fluid retention and nutrient malabsorption in the
gastrointestinal tract. GLUT2−/− mice exhibit a milder
phenotype and can even transport glucose, but not
its non-metabolizable analogues, across the intestinal
mucosa (Stumpel et al. 2001; Hosokawa & Thorens, 2002).

Excessive and chronic consumption of the GLUT5
and GLUT2 substrate fructose has now been associated
with numerous diseases and syndromes, most notably
metabolic syndrome that includes hypertension, obesity,
diabetes, hyperinsulinaemia and non-alcoholic fatty liver
disease (NAFLD) as well as fructose malabsorption, gout,
hyperuricaemia, breast cancer and renal disease. This brief
review focuses on the potential role of GLUT5 and GLUT2
in the development of these diseases, specifically whether
intestinal, renal and hepatic expression of these trans-
porters changes. Since dietary fructose must be consumed,
processed then absorbed by the small intestine prior to
being metabolized by various organ systems, this review
will initially provide a historical perspective of fructose
intake by humans and describe the intestinal activity and
expression of GLUT5 and GLUT2 during ontogenetic
development and under conditions of chronically high
fructose intakes. Then, it will focus on the expression of
these transporters in the development of fructose-linked
diseases in the liver, kidney and other organ systems.
Due to limited space, this review will emphasize papers
published after our 2008 review, and will not discuss the
functional characteristics of these GLUTs as well as the
large number of studies linking fructose to metabolic
syndrome. It will also not cover the controversial but
relevant hypothesis related to the translocation of GLUT2
to the apical membrane where it becomes the main sugar
transporter (Au et al. 2002; Le Gall et al. 2007; Kellett et al.
2008; Chaudhry et al. 2012) but that has not been observed
by others (Moran et al. 2010; Scow et al. 2011; Gorboulev
et al. 2012; Gruzdkov et al. 2012) for reasons outlined
in the review of Wright et al. (2011) on sodium glucose
cotransport. Finally, we are not reviewing the extensive
literature regarding GLUT2 and diabetes.

Fructose intake: from hunter gatherers to present

Dietary intake. Average fructose consumption rates have
increased markedly in the USA, from 37 g day−1 in 1978
to 49 g day−1 in 2004 (Park & Yetley, 1993; Marriott et al.

2009), with the top 10% of the population now consuming
75 g day−1, from 64 g day−1 25 years ago (Fig. 1). This
remarkable increase in total fructose intake is matched by
a dramatic decrease from 35 to 16% in the proportion
of dietary fructose coming from fruits, and a marked
increase in the proportion contributed by fructose-based
sweeteners. What remained consistent between 1978 and
2004 is the age-related difference in consumption rates,
with teenagers and young adults consuming ∼20% more
than senior adults. This trend of increasing fructose intake
may now be reversed, as more recent data indicate that
consumption of added sugars decreased between 2000 and
2008, mainly because of a reduction in consumption of
regular sodas (Welsh et al. 2011).

Historical perspective. Prior to the industrial revolution,
humans used for millennia high-fructose foods like fruits
and honey only as occasional sweeteners, thus, they
are adapted to low levels of dietary fructose. Ancestral
human diets prevalent during human evolution were
characterized by much lower levels of carbohydrates
and sodium, much higher levels of fibre and protein,
and comparable levels of (mostly unsaturated) fat and
cholesterol, with nearly all carbohydrate coming from
fruits and vegetables (Konner & Eaton, 2010). In fact,
three-quarters of hunter-gatherer societies worldwide
derived more than 50% of their subsistence from animals,
whereas only ∼14% of these societies derived more than
50% of their subsistence from plants (Cordain et al.
2000). Although these hunter-gatherer societies had sub-
stantial variation in the carbohydrate content of their
foods (Ströhle & Hahn, 2011), the range of energy
intake from all carbohydrates in their diets (22–40%;
Cordain et al. 2000) was markedly lower than the amounts
currently consumed by Americans (∼50%; Welsh et al.
2011), and probably contained no sweeteners other
than honey. After gathering wild honey for millennia
as depicted in a rock painting in a Spanish cave made
in ∼6000 BC, humans discovered beekeeping technology
so that honey began to be mentioned frequently in
ancient Egyptian, Indian and Chinese texts between
3000 and 6 BC (http://www.bee-hexagon.net). Sugarcane
(Saccharum officinarum) is native to New Guinea, and
table sugar, which is merely dried sugar cane juice, was
probably known to Western Pacific peoples. In 510 BC,
invading Persian soldiers found sugarcane along the
Indus River and table sugar technology then gradually
spread to the West (Howell, 2009), where for centuries
sugar and honey, the only sweeteners, were expensive
commodities (∼$100 kg−1 (at today’s prices) in London
in 1319 AD (http://www.sucrose.com), compared with
<$5 kg−1 in many countries today). Only in the 1800s
with increasing supplies from Caribbean plantations and
with the discovery of an alternative sugar source, sugar
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beets, did prices begin to decrease. Prices plummeted
further with the industrial-scale conversion of glucose
to high-fructose corn syrups (Hanover & White, 1993).
This enabled ordinary citizens to consume sugars (∼50%
fructose) initially at 5 g day−1 in 1700 then to 120 g day−1

in 1950, and eventually to 180 g day−1 today (Johnson et al.
2009). Thus, sugar consumption increased almost 40-fold
in the last 300 years. This astronomical increase in sugar,
particularly fructose, intake that took place within a short
timespan seems to have taken a toll on human health
worldwide.

Concentrations and metabolism of fructose

Intestinal luminal and blood concentrations. Most of
dietary fructose is added sugar found mainly in cereals
and beverages. A regular soda may have up to 40 g
of sugar per 330 ml, of which ∼20 g or 300 mM is
fructose. The high concentrations of fructose in these
foods and drinks should result in high intestinal luminal
concentrations essential for driving the facilitated trans-
porters responsible for its absorption. Though important,
luminal fructose concentrations in the small intestine
have not been studied nor considered rate-limiting,
probably because the facilitative transporter GLUT5 is
thought to completely absorb fructose by relying on intra-
cellular fructose conversion to fructose-1-phosphate by
ketohexokinase (KHK, encoded by the gene Khk), thereby
lowering cytosolic fructose concentration and keeping
the lumen-to-cytosol downhill gradient steep. Cytosolic

concentration should be high enough for GLUT2 which
transports fructose to the blood. Consumption of 65%
fructose pellets by young rats results in 26 mM fructose
concentrations in the intestinal lumen, although luminal
sugar concentrations in the gut are known to increase
dramatically at night (up to an average of ∼100 mM)
when rats eat (Ferraris et al. 1990; Jiang & Ferraris, 2001).
Thus, intestinal luminal concentrations fluctuate around
the GLUT5 K m for fructose.

Postprandial fructose concentrations in the portal vein
of sucrose-fed rats, analysed by high-performance liquid
chromatography (HPLC), are ∼1 mM, but decrease in
peripheral circulation to ∼0.2 mM (Sugimoto et al. 2010a).
Fructose concentrations in rat peripheral circulation are
therefore very low but may increase to ∼1 mM during
consumption of diets containing 40 to 60% fructose
(Douard & Ferraris, 2008; Douard et al. 2010). When
fed fructose-free diets, GLUT5−/− mice unable to absorb
fructose had blood fructose concentrations that were
similar to those in GLUT5+/+ mice (∼0.3 mM; Barone
et al. 2009), suggesting that fructose is synthesized in
GLUT5−/− mice and exported from fructose-synthesizing
cells by transporters other than GLUT5. In support of this
hypothesis, serum fructose concentrations were higher
(∼0.5 mM) in KHK−/− mice incapable of catabolizing
fructose, compared with KHK+/+ mice (∼0.25 mM)
also fed fructose-free diets (Ishimoto et al. 2012).
Blood fructose concentrations increased in wildtype and
KHK−/−, but not GLUT5−/−, mice fed high fructose. Thus,
GLUT5 but not KHK is essential for intestinal fructose
absorption.

Figure 1. Fructose intake by male Americans
The average total (naturally occurring plus supplementary) fructose intake by male Americans in 1978 (light blue)
and 2004 (dark blue) in various age groups. The higher fructose intake of the population belonging to the 90th
percentile of fructose consumers (in red) is shown for comparison. Data were obtained from Park & Yetley (1993)
and Marriott et al. (2009). Between 1978 and 2004, there has been a significant ∼10 to 20% increase in mean
total fructose intake in children, and a marked ∼20 to 60% increase in teenagers and adults. Primarily because of
lower body weights, the rate of total fructose intake is less in females, but otherwise the pattern of increases is
generally similar to that of adult males. Fructose intake by adults in the 90th percentile is almost twice that of the
general population, rendering tens of millions of Americans vulnerable to the risk factors associated with excessive
consumption of this sugar.
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Fasting humans have 0.01–0.07 mM peripheral fructose
concentrations (Prieto et al. 2004; Preston & Calle, 2010;
Sugimoto et al. 2010b; Wahjudi et al. 2010). When fed
fructose-containing diets, postprandial peripheral blood
fructose increases by ∼5-fold but decreases to fasting levels
within 2 h. Like those of healthy patients but unlike blood
glucose, peripheral blood fructose levels also increase by
∼5-fold from fasted to fed levels in diabetic patients (Pre-
ston & Calle, 2010).

Gas chromatography mass spectrometry (GCMS) and
HPLC methods are now recommended for more accurate
analysis of blood fructose (Wahjudi et al. 2010; Sugimoto
et al. 2012). Some commercial, spectrophotometric,
enzyme-based kits may not be appropriate for estimating
blood fructose, because the ∼6 mM glucose level
in the blood may be too high a background for
a subtraction-dependent assay (authors’ unpublished
observations). These kits can be used in sugar-fed animal
models to estimate serum fructose concentrations that are
expected to be ∼0.5 mM or higher (Prieto et al. 2004;
Douard et al. 2010; Sugimoto et al. 2012). The range
of fructose concentrations being reported still varies by
orders of magnitude, in part because of inappropriate
use of enzyme-based fructose assay kits. One study that
used both GCMS and spectrophotometric methods found
mean serum fructose concentration in fasting healthy
volunteers to be 2 mM, and to increase postprandially in
15 min to 16 mM (Hui et al. 2009). This large, millimolar
level, postprandial increase is surprising because fructose,
unlike glucose, undergoes rapid first-pass removal by
the liver (Schaefer et al. 2009). In summary, intestinal
luminal fructose concentrations are relatively high and
fluctuate around the K m of GLUT5 for fructose. Blood
fructose levels, however, are quite low, and it seems likely
that fructose-regulated organ systems like the kidney and
liver may be sensitive to small changes in blood fructose
concentrations. It is not clear how GLUT5 and GLUT2
efficiently reabsorb fructose from the blood or glomerular
filtrates containing very low fructose concentrations.

Metabolism. Over 50 years ago, fructose was discovered
to be metabolized in the rat liver (Staub & Vestling, 1951)
and small intestine (Papadopoulos & Roe, 1957) where
phosphorylated intermediates rapidly accumulated while
intracellular levels of ATP and Pi concentrations decreased
(Karczmar et al. 1989). The main catabolic pathway
involves the enzymes KHK, aldolase B (Aldob) and
triokinase (ATP:D-glyceraldehyde 3-phosphotransferase),
which are specific for fructose metabolism (Mayes, 1993)
and are highly expressed in hepatic, renal and intestinal
cells (Giroix et al. 2006) relative to other organs. At
low luminal concentrations (∼1 mM), up to 60% of the
fructose is converted to glucose by the small intestine,
but percentage conversion to glucose decreases sharply as

luminal fructose concentrations increase (Bismut et al.
1993). Thus, at higher luminal concentrations when
dietary fructose is consumed, most of the fructose leaves
the intestine to be metabolized by the liver. As fructose
metabolism bypasses the main rate-controlling step of
glycolysis and gluconeogenesis (the bifunctional enzyme
phosphofructokinase and fructose 1,6 bisphosphatase),
excess fructose leads to high levels of pyruvate and
acetyl-CoA, which in turn leads to increased synthesis
of fatty acids in the liver, processes that are prevented
in Khk−/− mice, as discussed below (Ishimoto et al.
2012). Hepatic expression of KHK, aldolase B and
triokinase, and levels of fructose-derived metabolites
like fructose-1-phosphate, increase with fructose feeding
(Mayes, 1993).

Intestinal absorptive capacitities and fructose
malabsorption

Children. When consumption is normalized to body
weight, young children are the highest consumers of
fructose (Marriott et al. 2009) (Fig. 1). Total fructose
consumption ranged from 30 g day−1 (∼3 g kg−1 day−1) in
1 year olds to 50 g day−1 (∼2 g kg−1 day−1) in 10-year-old
children. This consumption rate is relatively high, and
equivalent to adults consuming four or more cans of
soda sweetened with high-fructose corn syrup (∼50%
fructose) each day. It comes as no surprise that there
is a greater incidence of positive breath hydrogen tests
(a symptom of carbohydrate malabsorption), or much
higher breath hydrogen peaks, in young children fed diets
or juices containing high fructose levels (Cole et al. 1999;
Duro et al. 2002). Incidence, severity of symptoms or
peak breath hydrogen seemed to increase with decreasing
age (Nobigrot et al. 1997; Tsampalieros et al. 2008) and
with increasing fructose level in the diet (Gomara et al.
2008). Recently, when children were challenged with 0.5 g
fructose (kg body weight)−1, a level lower than average
consumption rates, in a 5 year study involving 1100 sub-
jects, frequency of positive breath hydrogen was inversely
related to age, so that ∼80% of infants <1 year old tested
positive but only ∼25% of children >10 years old (Jones
et al. 2011a) (Fig. 2A). It is expected that the per cent
of children with symptoms of fructose malabsorption will
decrease by∼5% per year of age. Thus, in humans, fructose
malabsorption is prevalent in infants, toddlers and young
children compared with that in adults, suggesting a pattern
inversely proportional to that of GLUT5 expression in
rodent intestine (Fig. 2B). Developmental increases in
GLUT2 are much more modest and not specific for
fructose (Cui et al. 2003).

The mechanisms underlying fructose malabsorption
in children may be due to the facts that both intestinal
GLUT5 expression, and the ability to regulate GLUT5
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expression, are tightly constrained by development in
mammals as established in rats, mice and rabbits (Ferraris,
2001; Douard & Ferraris, 2008; Boudry et al. 2010). Unlike
SGLT1 (Slc5a1, sodium-dependent glucose transporter 1)
whose expression levels are relatively substantial even in
the fetal intestine and increases only gradually during
postnatal development, baseline intestinal expression and
activity of GLUT5 are low throughout the suckling and
weaning stages, but increases markedly in postweaning.
However, precocious and dramatic increases in GLUT5
expression during weaning, but not during suckling, can
be induced by increases in intestinal luminal fructose
concentrations (Douard et al. 2008a). The effect of
fructose is specific, as no other sugar leads to GLUT5
upregulation, and seems dependent on metabolism, as
3-O-methylfructose fails to induce GLUT5 (Jiang &
Ferraris, 2001). In contrast, intestinal GLUT2 expression
during weaning and in adults can be enhanced by either
fructose or glucose in either the lumen or blood (Cui et al.
2003). Perfusion of either glucose or fructose, but not
amino acids, induces GLUT2 transcription.

The ontogenetic timing mechanism of enhancing
GLUT5 expression and activity is rather complex. Fructose

cannot induce GLUT5 during the suckling stage, but
if suckling (<14 days old) rats were injected (primed)
with the corticosterone analogue dexamethasone prior
to introduction of dietary fructose, intestinal GLUT5
expression can increase dramatically (Douard et al.
2008b), along with expression of other genes involved
in fructose transport and metabolism (Cui et al.
2004). Coincidentally, endogenous levels of corticosterone
increases markedly at ∼14 days of age, also prior to
allowing GLUT5 regulation by luminal fructose during
weaning (Monteiro & Ferraris, 1997). Fructose induces
de novo transcription and translation of GLUT5 and
involves glucocorticoid receptor translocation to the
nucleus followed by fructose-induced histone H3 acetyl-
ation and RNA polymerase II binding to the GLUT5
promoter (Suzuki et al. 2011). Since even very low
levels (40 ng (kg body weight)−1 or ∼10% of typical
human dose) of luminal or intraperitoneal dexamethasone
allows fructose to induce GLUT5 in suckling rats
(E. S. David and R. P. Ferraris, unpublished), symptoms of
fructose malabsorption in young infants may be relieved
by low levels of glucocorticoid analogues taken orally.
Endogenous thyroxine levels increase following increases

Figure 2. Low or modest expression of the fructose
transporter GLUT5 may cause intestinal fructose
malabsorption in humans
A, fructose malabsorption in humans measured by breath
hydrogen (data from Jones et al. 2011a). Subjects
received either 0.5 g (kg body weight)−1 of fructose
(maximum of 10 g) or 2 g kg−1 of lactose (maximum of
20 g), and were tested for 2.5 h. Patient age had a
remarkable effect on the proportion of subjects that
tested positive, so that the odds of testing positive for
fructose malabsorption in patients 15 years or younger
decreased by a factor of 0.82 for each year of increasing
age. B, relative GLUT5 (left red bars) and GLUT2 (right
blue bars) mRNA expression in the small intestine of rats
as a function of age, from suckling to adults (V. Douard
and R. P. Ferraris, reanalysis of archived materials from
Douard et al. 2010, 2012). Bars are means ± SEM.
Weaning and adult rats were fed a high-glucose or
high-fructose diet; the ‘diets’ of suckling (<14 days old)
rats reflected those of their mothers. All mRNA levels
were normalized to GLUT5 expression (arbitrarily set as
1.0) in rats fed high glucose. Intestines of rats 1–2 days of
age represented those of humans in the last trimester of
gestation, 10–13 days of neonatal humans, 19–22 days
of weaning, 45–50 days of teenagers, and >90 days of
adult humans. GLUT5 expression increases dramatically
while that of GLUT2 increases modestly with age. GLUT5
expression is enhanced specifically by a high-fructose diet
when compared with a high glucose or any fructose-free
diet. GLUT2 expression increases modestly with both
glucose and fructose when compared with protein diets
(not shown). Since GLUT5 expression levels determine
rates of rat fructose transport rates (Jiang & Ferraris,
2001), fructose malabsorption in young children may be
caused by lack of GLUT5.
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in corticosterone, and thyroxine has also been shown
to regulate gut development. Thyroxine may have no
effect on GLUT5 regulation since the magnitude of
enhancement of intestinal fructose transport by dietary
fructose in hypothyroid rat pups was similar to that
observed in euthyroid pups (Monteiro et al. 1999).
Surprisingly, thyroxine injections increase expression of
intestinal GLUT5, GLUT2 and SGLT1 during weaning
by increasing transcription (Mochizuki et al. 2007),
although it was not clear whether thyroxine injections
also altered corticosterone levels, which could explain their
findings.

Isolated fructose malabsorption, a rare pediatric disease
resolved by a fructose-free diet, does not arise from
expression of mutant GLUT5 (Wasserman et al. 1996),
suggesting that developmental limitations of GLUT5
expression is a potential explanation. It seems that
omnivorous mammals have evolved in the wild so as not
synthesize GLUT5 until after weaning is completed or after
foraging begins and access to fructose-bearing fruits is
feasible. In prehistoric humans who selectively preferred
fruits, fructose was probably made available to infants
when they were weaned at 3 to 4 years of age (Clayton et al.
2006). One can speculate that the human intestine, like
that of the rat, rabbit and mouse, may not be fully capable
of fructose absorption until completion of weaning.

Adults. Intestinal fructose malabsorption also occurs in
adult humans who, unlike infants, should have ample
GLUT5 and GLUT2. Fructose malabsorption is not
associated with GLUT2 or GLUT5 mutations (Wasserman
et al. 1996). The essential role of GLUT2 for intestinal
sugar absorption remains unclear since a GLUT2-deficient
patient displayed normal breath hydrogen levels after
glucose and sucrose tolerance tests (Santer et al. 2003)
and GLUT2-null mice transported glucose but not the
non-metabolizable 3-O-methylglucose, at rates similar
to wild type (Stumpel et al. 2001). This indicates
that another transepithelial, phosphorylation-dependent
glucose transport system may exist. These findings can
now be evaluated better with similar studies using
GLUT5−/− and KHK−/− models.

Fructose malabsorption by human adults, as evaluated
by breath hydrogen, increases as a function of dietary
fructose concentration, so that for every 10 g increase in
fructose dose, the number of positive breath hydrogen tests
increases by 15% (Jones et al. 2011b). At 50 g, a dose well
below the average daily fructose intake in the USA, about
60–80% of adults experience some form of malabsorption
(Truswell et al. 1988; Ladas et al. 2000; Rao et al. 2007),
suggesting that intestinal absorptive capacity for fructose
in some people is insufficient at current rates of fructose
intake. Unlike that of isolated fructose malabsorption, the
mechanism underlying adult malabsorption is not clear.

There is a consensus that rat or mouse intestinal absorptive
capacity for glucose exceeds total intake by 20% or more
(Ferraris et al. 1990; Diamond, 2002) so that glucose
even from high-carbohydrate diets is completely absorbed.
However, GLUT5 is facilitative and, in rats and mice,
absorptive V max for fructose is ∼3–4 times less compared
with that for glucose, a difference in activity that parallels
the 8-fold differences in mRNA expression between SGLT1
and GLUT5 (Ferraris & Vinnakota, 1995; Shu et al.
1998). The total absorptive capacity of a mouse intestine
for fructose is about 1.5 μmol min−1 on a low-sucrose
diet, and 4.0 μmol min−1 on a high-sucrose diet (Ferraris
et al. 1990). In contrast, that for glucose is about 7 and
12 μmol min−1, respectively.

Regulation by diet. In experiments utilizing surgical rat
models with Thiry Vella loops, fructose intake did not
induce GLUT5 upregulation in the bypassed section
but only in the anastomosed (reconnected) intestine,
suggesting that GLUT5 requires interaction with its
substrate for upregulation (Shu et al. 1998). GLUT2
expression is upregulated by glucose and fructose from
the lumen or the blood (Cui et al. 2003). In support of
these findings, baseline expression and function of GLUT5
and GLUT2 do not change after complete intestinal
denervation and are thus independent of intrinsic or
extrinsic neural connections to the jejunoileum (Iqbal
et al. 2009).

In summary, in some human adults potentially
unable to sufficiently upregulate GLUT5 expression,
absorptive capacity for fructose may be limited, and
when dietary concentrations of fructose is well above
normal and exceeds that of glucose, absorptive capacity
may be exceeded, and malabsorption occurs. In infants,
abnormal breath hydrogen levels caused by dietary
fructose are probably due to low levels of intestinal GLUT5
expression.

Fructose-induced hypertension and renal disease

Hypertension. Although a large number of studies in
humans and animal models has associated excessive
fructose consumption with hypertension (see review by
Madero et al. 2011), this association remains contentious.
Using data from 4500 adults without a history of hyper-
tension, a high fructose intake (∼74 g or 3.5 cans of soft
drinks each day) significantly associates with hypertension
(Jalal et al. 2010). A recent meta-analysis, however, of
several feeding trials found that isocaloric substitution of
fructose for other carbohydrates did not adversely affect
blood pressure in humans (Ha et al. 2012), although this
analysis excluded postprandial effects as well as subjects
consuming high-fructose corn syrup (Madero et al. 2012).
The role of chronic fructose intake and associated changes
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in GLUT5 or GLUT2 expression in inducing hyper-
tension seems strengthened by studies linking GLUT5 to
hypertension. Mate and colleagues (Mate et al. 2001, 2004)
initially found renal and intestinal GLUT5 expression
as well as activity decreased in spontaneously hyper-
tensive rats compared with normotensive controls. In
contrast, rat renal GLUT2 expression increased with
hypertension (Schaan et al. 2005). The mechanism under-
lying this interesting link between GLUTs and blood
pressure is not known, but these hypertensive rats were fed
fructose-free diets, eliminating fructose as a direct cause of
hypertension.

A different set of studies suggested that GLUT5 itself
may be the key element in inducing hypertension.
High-fructose diets increased, in rodents, intestinal salt
absorption and expression of the chloride:anion exchanger
PAT1 (Slc26a6), decreased renal salt excretion (renal
PAT1 expression unknown) and resulted in hypertension
(Singh et al. 2008). Fructose-induced hypertension did
not develop in PAT1−/− mice, and also did not develop
in wildtype PAT1+/+ mice fed chloride-free diets. A sub-
sequent study showed that colonic expression of a different
set of electrolyte transporters NHE3 (sodium–hydrogen
exchanger, Slc9a3) and DRA (downregulated in adenoma
also known as chloride:anion exchanger, Slc26a3) did
not change in wildtype GLUT5+/+ mice, but instead
increased with dietary fructose in GLUT5−/− mice (Singh
et al. 2008). Blood pressure increased in GLUT5+/+

mice fed fructose for 14 weeks but not in those fed
for only 5 days. Blood pressure decreased in GLUT5−/−

mice fed high fructose for 5 days, suggesting that a more
chronic fructose intake may not have caused hypertension
(fructose cannot chronically be fed to GLUT5−/− mice
long term). Unfortunately, within 7–10 days, GLUT5−/−

mice fed fructose quickly retain luminal fluid, expand
cecal volume and eventually die of hypovolaemic shock,
confounding these interesting findings.

The second mechanism hypothesized primarily by
Johnson and colleagues as underlying fructose-induced
hypertension is hyperuricaemia (Nakagawa et al. 2006;
Johnson et al. 2007; Madero et al. 2011), since uric acid
inhibits the synthesis of a vasodilator nitric oxide. This
hypothesis links two known risk factors for metabolic
syndrome in humans. First, hyperuricaemia is already
associated with an increased risk for hypertension
(Grayson et al. 2011). Second, fructose consumption
leads to increases in uric acid levels and thus is strongly
associated with an increased risk of gout (Choi & Curhan,
2008). Support for this hypothesis stems from findings that
fructose-induced hypertension in rats was prevented by
treatment with the xanthine oxidase inhibitor allopurinol
(Nakagawa et al. 2006) and that allopurinol may improve
the control of blood pressure in humans (Shi et al. 2012).
Hyperuricaemia is strongly associated with renal disease,
and in fact a high-fructose diet is known to cause cell

proliferation, hyperplasia and GLUT5, but not GLUT2,
overexpression in the rat proximal tubule (Nakayama et al.
2010). A large-scale human study showed that a high
fructose intake of 74 g day−1 is significantly associated
with higher odds of elevated blood pressure, but was not
associated with changes in uric acid levels (Jalal et al. 2010).

Low vitamin D (25[OH]D) levels are known to be
associated with a higher risk of hypertension, hence a third
potential mechanism is our recent finding that chronic
fructose intake high enough as to increase intestinal and
renal GLUT5 expression causes marked reductions in
blood concentrations of 1,25-(OH)2D3, the active form
of vitamin D, by inhibiting renal CYP27B1 expression
(Douard et al. 2010, 2012). It is not clear whether the
effect of fructose on the kidney is direct or indirect, but
may involve perturbations in renal function as described
below and in Fig. 3.

GLUTs 5 and 2 in renal disease. Potential detrimental
effects of excessive fructose intake on the kidney may
lead to outcomes other than hyperuricaemia and hypo-
vitaminosis D, since these accelerate the progression of
chronic kidney disease and exacerbate the symptoms
of end-stage renal disease in rats (Gersch et al. 2007;
Douard et al. 2010). Fructose may inflict damage on
the kidney as shown by marked renal hypertrophy and
dramatic increases in GLUT5 expression. Since renal
damage seems to increase blood fructose concentrations
(Douard et al. 2010), changes in renal expression of GLUT5
and GLUT2 can play an important role in fostering the
negative effects of fructose. Thus, in mice receiving a 65%
fructose diet for 16 weeks, renal tubulointerstitial injury
on the outer cortex was associated with an increase in
GLUT5 and a decrease in GLUT2 expression (Aoyama
et al. 2012). Since fructose-induced changes in GLUT5
expression depend on fructose metabolism (C.R. Patel
and V. Douard, unpublished data), it is interesting to note
that in KHK-deficient humans and mice, a high-fructose
diet is associated with hyperfructosaemia and fructosuria
(Steinmann et al. 2001; Ishimoto et al. 2012) suggesting
decreases in renal fructose re-absorption.

Hepatic dysregulation of GLUT2 and GLUT 5
in metabolic disorders

GLUT2 probably plays an important role in
fructose-induced metabolic disorders that involve
the liver and pancreas where GLUT5 is not expressed.
GLUT2−/− mice displayed elevated plasma levels of
glucose, glucagon and free fatty acids (Guillam et al.
1997). However, human GLUT2 deficiency is not
associated with diabetes except in neonates (Sansbury
et al. 2012). In humans, homozygote mutation of
GLUT2 is essentially responsible for Fanconi–Bickel
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syndrome, a disease associated with the accumulation
of glycogen in GLUT2-expressing tissues as well as with
hypercholesterolaemia and hyperlipidaemia (Santer et al.
1997). This link between high cholesterol and GLUT2
is reinforced by findings associating high cholesterol
serum levels with single nucleotide polymorphism of
GLUT2 (Igl et al. 2010). GLUT2 expression, and thus
fructose and glucose hepatic intake, increases in response
to elevated circulating levels of glucose or insulin. Since
non-alcoholic fatty liver disease (NAFLD) appears often
as a secondary disorder of types I and II diabetes, hepatic
sugar transport probably increases in association with
hyperglycaemia and eventually contributes to NAFLD.
Indeed, in a study evaluating NAFLD as a secondary

disorder of type 1 diabetes, hepatic GLUT2 expression
increases in combination with activation of several
transcription factors that initiate and regulate hepatic
fat synthesis (Regnell & Lernmark, 2011). It will be
interesting to know if the fructose-induced increases in
hepatic de novo lipogenesis followed an increase in the
liver’s ability to transport fructose and/or glucose, and
if the effect of fat accumulation in the liver on hepatic
fructose or glucose transport can occur independent
of changes in blood glucose levels. Changes in plasma
lipid, glucose and insulin composition in response to
fructose are well documented in healthy subjects (Le
et al. 2006; Chong et al. 2007; Couchepin et al. 2008)
but little is known about hepatic response to fructose

Figure 3. Model showing the interactive effects of chronically excessive fructose intake among multiple
organ systems
In rodent models, consumption of high-fructose diets may lead to >20 mM free fructose in the intestinal lumen
and, after transport by GLUTs 5 and 2 and metabolism by KHK, yields >1 mM fructose concentration in the portal
vein (step 1). The liver catabolizes most of the fructose, but under chronic conditions, may increase lipogenesis
in this organ by the unregulated production of two carbon precursors, eventually leading to NAFLD. Step 2, high
luminal fructose may also increase transepithelial permeability, allowing the passage of bacterial endotoxins that
induce inflammatory reactions in hepatocytes, contributing to NAFLD. Step3, GLUT5 may interact with intestinal
chloride transporters as to perturb electrolyte homeostasis and contribute to hypertension. Step 4, the chronic
delivery of high fructose in the portal blood lowers ATP levels in hepatocytes and increases uric acid production
which may contribute to the etiology not only of NAFLD but also of hypertension and renal disease. Step 5, as
the liver removes most of the fructose, peripheral blood level is only ∼0.2 mM. Thus, with the exception of the
liver and intestine, organ systems thought to be negatively impacted by a high fructose intake actually are bathed
in modest fructose concentrations < 1 mM during postprandial periods, and < 0.2 mM between meals. Step
6: however, a chronic, ∼10-fold increase in these modest (relative to glucose) peripheral fructose concentrations
seems sufficient to cause marked increases in proximal tubular cells, GLUT5 and GLUT2 expression, and renal
hypertrophy, negatively impacting the synthesis of 1,25 (OH)2D3, contributing potentially to hypertension.
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in subjects with NAFLD. The dyslipidaemic effect of
isocaloric, isolipidic high-fructose diets relative to glucose
occurred in both healthy children and those with NAFLD;
however, children with NAFLD demonstrated increased
sensitivity to the impact of dietary fructose (Jin et al.
2012), suggesting that a high fructose intake interacts with
a pre-existing NAFLD condition to potentially accelerate
dyslipidaemia.

While there are several studies implicating
fructose-induced, GLUT2-associated maladaptive
lipogenesis in the liver, there are recent findings
implicating a more direct role of the small intestine
in mediating fructose-induced NAFLD. Fructose
may increase intestinal paracellular permeability
leading to increases in blood levels of endotoxin
that may have pro-inflammatory effects on the liver
(Bergheim et al. 2008). This subsequently leads to an
endotoxin-induced lipogenesis via activation of toll-like
receptor (TLR)-4 in hepatic Kupffer cells (Spruss et al.
2009). It is not clear how increased fructose intake or the
expected increases in GLUT5 expression alter epithelial
permeability. Alternatively, uric acid (derived from
fructose metabolism and fructose-induced activation
of the purine-degradation pathway) has been recently
demonstrated to be a potent activator of hepatic
lipogenesis via the generation of mitochondrial oxidative
stress (Lanaspa et al. 2012). Thus, fructose-induced
NAFLD appears to be more complex than the direct
hepatic metabolism of fructose to triglycerides.

Currently, we are not aware of GLUT5 mutations
associated with metabolic syndrome. However, one study
linked intestinal fructose absorption with NAFLD. While
lean and obese children without NAFLD had increased
breath hydrogen in response to an oral fructose load,
obese children with NAFLD did not (Sullivan et al. 2012).
This suggests that NAFLD may be associated with an
increased ability of the intestine to transport fructose
(hence, low breath hydrogen), implying an increase in
GLUT5 expression.

In conclusion, little is known about the transport
of fructose or glucose in liver, intestine or kidney
in fructose-induced metabolic syndrome. It will be
important to determine the role of GLUT2 or GLUT5
in the initiation or progression of these diseases.

Fructose and GLUT5 in other diseases

Fructose via GLUT5 is largely suspected of affecting
cardiomyopathy, to be implicated in cancer development
and to play a critical role in adipocyte differentiation.

Cardiomyopathy. A high fructose intake induces myo-
cardial dysfunction in rodents, including increases
in blood pressure and heart rates, elevated levels of

cardiac angiotensin II, reactive oxygen species and lipid
peroxidation as well as decreases in concentrations of
cardiac antioxidants (see review by Mellor et al. 2010).
Although the linkage between insulin resistance and
heart failure is well established and is associated with
decreases in cardiomyocytes, glucose transport rates and
GLUT4 expression (Mellor et al. 2012a), the mechanisms
underlying this linkage appear to be different from the
ones underlying fructose-induced cardiac dysfunction
(Mellor et al. 2012a) which involve perturbations in Ca2+

homeostasis as chronic consumption of a high-fructose
diet profoundly alters rodent cardiomyocyte Ca2+

handling and Ca2+ responsiveness (Mellor et al. 2011,
2012b). Rat cardiomyocytes are able to transport and
utilize fructose in vitro, in the absence of glucose, to
support excitation–contraction coupling, known to
be dependent on ATP produced by glycolysis (Mellor
et al. 2011). Although GLUT5 is expressed significantly
in rodent cardiomyocytes (Mellor et al. 2011), dietary
fructose does not increase GLUT5 expression, so it is
not clear how cardiomyocytes enhance fructose uptake
in diet-induced hyperfructosaemia, and how ATP is
supplied since fructose is known to decrease ATP level in
hepatic and intestinal cells.

Cancer. Several epidemiological studies have highlighted
a positive correlation between fructose intake and cancer
(see review by Liu & Heaney, 2011), a correlation
reinforced by findings indicating increased GLUT5
expression (Godoy et al. 2006) and blood fructose
concentrations (Hui et al. 2009) in various types of cancers.
However, previously discussed metabolic deregulations
induced by dietary fructose are also strongly believed
to promote the progression and/or onset of numerous
cancers (Calle et al. 2003), confounding the direct link
between dietary fructose and cancer development. Recent
in vitro studies may have provided the evidence of a
direct effect of fructose and GLUT5 on tumour growth. In
breast cancer cells cultured in vitro, fructose compared to
glucose altered the glycan structures in the cell surface
of the tumour cells and increased their proliferative
and invasive properties (Monzavi-Karbassi et al. 2010).
Moreover, suppressing GLUT5 expression in breast cancer
inhibited tumour cell proliferation (Chan et al. 2004).
In pancreatic tumour cells, fructose was preferentially
used for nucleic acid synthesis in the pentose phosphate
pathway, thereby promoting proliferation (Liu et al. 2010).
Thus, in GLUT5-expressing tumours, GLUT5 may play
an important role and it could not only be a new drug
target to inhibit proliferation of cancer cells but could also
become a new biomarker for tumour detection as initially
developed using positron emission tomography imaging
of the GLUT5 substrate 6-[18F]fluoro-6-deoxy-D-fructose
(Wuest et al. 2011).
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Adipose tissue and obesity. An intake of
fructose-sweetened beverages providing 25% of
energy requirements for 10 weeks in overweight sub-
jects increased de novo lipogenesis and dyslipidaemia
(Stanhope et al. 2009), and reduced net fat oxidation
as well as resting energy expenditure (Cox et al. 2012),
thereby promoting visceral adiposity. The mechanism
underlying the effect of fructose on adiposity has remained
unclear for years because the main sugar transporter
in mature adipocytes is GLUT4, which is known to be
highly selective for glucose, not fructose. Recently, it has
been shown that not only is GLUT5 expressed in the
early stages of 3T3-L1 cell adipocyte differentiation but
also that fructose at physiological concentrations can
increase adipogenesis in 3T3-L1 cells (Du & Heaney,
2012). This GLUT5-based mechanism may also take
place in vivo since GLUT5−/− mice exhibit reductions
in epidydimal fat mass and impairments in adipocyte
differentiation. In human adipocytes, hypoxia, which
occurs frequently in fat tissue during the progression of
obesity, increases GLUT5 expression (Wood et al. 2007).
Since adipocyte differentiation and proliferation regulate
adipocyte hyperplasia and hypertrophy that comes with
the normal development of fat tissue and its abnormal
expansion during obesity, GLUT5 and/or fructose may
play an essential role in the ontogenetic development of
adipose tissue as well as in its pathological growth – a role
that needs to be evaluated. Visceral and subcutaneous
fat tissues differ in their response to various hormones,
nutrients or energy supply (Lee et al. 2010). Since in obese
subjects, fructose increased fat depots in the visceral, but
not in subcutaneous, fat tissue (Stanhope et al. 2009),
it will be interesting to investigate if GLUT5 expression
patterns differ between those two tissues, and whether
fructose metabolites indirectly contribute to visceral
fat.

Conclusion. Major gaps remain in our knowledge of the
contributions of GLUT5 and GLUT2 to fructose-induced
diseases, and most of these gaps will be addressed by
the use of genetic mouse models with either global or
organ-specific deletions of GLUT5, GLUT2 and KHK. It
will be interesting to eventually find out why GLUT5 seems
to play a role in certain cancers but not in others, and
why fructose has such a deleterious and widespread effect
on human physiology when peripheral blood fructose
concentrations, for the most part, are low. The direct
effect of fructose on most of the fructose-associated
diseases (NAFLD, hypertension, renal diseases) remains
unclear (Fig. 3). Indeed, for all these pathologies, indirect
effects of fructose resulting from its metabolism by other
organs are also suspected, implying a more complex
organ–organ interactive contribution to the etiology of
these fructose-induced diseases.
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