UC Davis
UC Davis Previously Published Works

Title
Clinical Research Strategies for Fructose Metabolism

Permalink
https://escholarship.org/uc/item/1968qg6rj

Journal
Advances in Nutrition, 5(3)

ISSN
2161-8313

Authors

Laughlin, Maren R
Bantle, John P
Havel, Peter |

Publication Date
2014-05-01

DOI
10.3945/an.113.005249

Peer reviewed

eScholarship.org Powered by the California Diqgital Library

University of California


https://escholarship.org/uc/item/1968q6rj
https://escholarship.org/uc/item/1968q6rj#author
https://escholarship.org
http://www.cdlib.org/

1071l An International Review Journal

2

Advances in Nutri

REVIEW

Clinical Research Strategies for Fructose

Metabolism'2

Maren R. Laughlin,?* John P. Bantle,* Peter J. Havel,® Elizabeth Parks,® David M. Klurfeld,” Karen Teff,

and Padma Maruvada3

3National Institute of Diabetes and Digestive and Kidney Diseases, NIH, Bethesda, MD; “Division of Endocrinology and Diabetes, Department
of Medicine, University of Minnesota, Minneapolis, MN; *Department of Molecular Biosciences, Department of Nutrition, School of Veterinary
Medicine, University of California, Davis, Davis, CA; 6Department of Nutrition and Exercise Physiology, Institute for Clinical Translational Science,
University of Missouri, Columbia, MO; and 7USDA, Agricultural Research Service, Beltsville, MD

Fructose and simple sugars are a substantial part of the western diet, and their influence on human health remains controversial. Clinical studies
in fructose nutrition have proven very difficult to conduct and interpret. NIH and USDA sponsored a workshop on 13-14 November 2012,
“Research Strategies for Fructose Metabolism,” to identify important scientific questions and parameters to be considered while designing clinical
studies. Research is needed to ascertain whether there is an obesogenic role for fructose-containing sugars via effects on eating behavior and
energy balance and whether there is a dose threshold beyond which these sugars promote progression toward diabetes and liver and
cardiovascular disease, especially in susceptible populations. Studies tend to fall into 2 categories, and design criteria for each are described.
Mechanistic studies are meant to validate observations made in animals or to elucidate the pathways of fructose metabolism in humans. These
highly controlled studies often compare the pure monosaccharides glucose and fructose. Other studies are focused on clinically significant
disease outcomes or health behaviors attributable to amounts of fructose-containing sugars typically found in the American diet. These are
designed to test hypotheses generated from short-term mechanistic or epidemiologic studies and provide data for health policy. Discussion
brought out the opinion that, although many mechanistic questions concerning the metabolism of monosaccharide sugars in humans remain to
be addressed experimentally in small highly controlled studies, health outcomes research meant to inform health policy should use large, long-
term studies using combinations of sugars found in the typical American diet rather than pure fructose or glucose. Adv. Nutr. 5: 248-259, 2014.

Introduction

In response to public, industry, and academic interest in the
health effects of fructose and other simple sugars, the Na-
tional Institute of Diabetes and Digestive and Kidney Dis-
eases, the National Heart Lung and Blood Institute, and
the USDA supported a workshop on 13-14 November 2012
entitled “Clinical Research Strategies for Fructose Metabo-
lism” (1). Despite substantial ongoing research, it has been
difficult to reach consensus regarding the roles played by fruc-
tose and other simple sugars in the recent rise in obesity and
related metabolic diseases. Therefore, the main objective of

"0On behalf of the organizers and participants in a 2012 National Institutes of Health and
USDA-sponsored workshop, “Clinical Research Strategies for Fructose Metabolism.”
Funding for the workshop was from the National Institute of Diabetes and Digestive and
Kidney Diseases, the National Heart Lung and Blood Institute, and the USDA.

2 Author disclosures: E. Parks serves on the Atkins Nutritionals Scientific Advisory Board,
Merck Speakers Bureau and receives funding from Merck. M. R. Laughlin, J. P. Bantle,

P. J. Havel, D. M. Klurfeld, K. Teff, P. Maruvada, no conflicts of interest.
*To whom correspondence should be addressed. E-mail: maren.laughlin@nih.gov.
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this workshop was to identify the most important unan-
swered questions concerning dietary fructose and other sug-
ars and explore optimal designs in clinical research to answer
these questions. The workshop was chaired by Drs. John
Bantle, Peter Havel, and Elizabeth Parks and was attended
by >100 participants from academia, government, advocacy
groups, and industry.

Fructose is a simple sugar that exists as a natural constit-
uent of foods, in either free form or a 1:1 combination with
glucose as the disaccharide sucrose. Fructose-containing
sugars (FCSs)® include sucrose, high fructose corn syrup
(HFCS; 42-55% fructose), honey, fruit juice concentrates,
agave nectar, and crystalline fructose. Starting in the 1970s,
there was both an increase in overall sugar consump-
tion in the United States and a number of other countries
and a replacement of sucrose with HFCS in beverages and

8 Abbreviations used: FCS, fructose-containing sugars; HFCS, high fructose corn syrup; NAFLD,
non-alcoholic fatty liver disease.

©2014 American Society for Nutrition. Adv. Nutr. 5: 248-259, 2014; doi:10.3945/an.113.005249.
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other processed foods (2). Although the consumption of
HFCS rose at approximately the same time as the increase
in obesity and diabetes (3), no clear association between
consumption of fructose in any form and metabolic conse-
quences has been demonstrated conclusively in the absence
of overeating and weight gain (4-6). In fact, the per capita
availability of total added sugars in the United States had
declined 13.7% by 2011 from a peak in 1999, and ~80%
of that decline was from reduced HFCS (7), whereas rates
of overweight among adults aged =20 y have continued
to increase from 65.2% in 1999-2002 to 68.5% in 2007—
2010, and diabetes rose from 9.8% to 11.4% in the same
timeframe (8).

Studies of the fate of fructose in cells and animal models
have also drawn attention to this molecule as a possible trig-
ger for obesity and metabolic syndrome (9,10), and the ul-
timate goal of the clinical studies that use a fructose-rich
diet intervention is to determine whether the metabolic
pathways and health effects noted in animal models also oc-
cur in humans. Typically, however, animals are fed high
doses of pure fructose or other sugars to elicit health-related
outcomes [for instance, 60% of calories are derived from
fructose for the fructose-fed rat model (10)]. Much of the
mechanistic research performed on humans also compares
substantial doses (for example, 25% of estimated total ca-
loric need) of pure fructose with glucose. Humans normally
ingest FCS rather than pure fructose, in variable doses and
in combination with a variety of other foods. Therefore, re-
search is still critically needed to understand whether fruc-
tose, in the doses and forms typically consumed, poses
health risks to the American people.

Although similar to glucose in caloric yield, fructose is
metabolized quite differently. Glucose is obtained from sim-
ple sugars and complex carbohydrates in the diet, is also pro-
duced endogenously, and is metabolized by virtually all cells
and organs in the body. There are a multitude of regulatory
systems that function to maintain blood glucose within tight
limits, because both hyperglycemia and hypoglycemia have
pathologic consequences. Therefore, extra glucose in the
diet may provide unneeded calories but is likely metabolized
along its normal highly regulated pathways. Fructose is al-
most exclusively derived from the diet. It is quickly removed
from the circulation primarily by the liver in which a sizable
fraction is converted to glucose. It promotes the synthesis
and storage of glycogen and TG in the fed state (9). Animals
fed large doses of fructose [rats at 60% of energy (10), mon-
keys supplemented with 75 g/d fructose (11)] gained consid-
erable adipose tissue and exhibit many of the hallmarks of
metabolic syndrome (12). Fructose, unlike glucose, is not
associated with the postprandial rise in glucose and insulin
secretion or diurnal leptin production that is regulated by
insulin and glucose and that together contribute to short-
term satiety and the long-term regulation of energy homeosta-
sis (13). This raises the question of whether dietary fructose
promotes overeating. These and similar observations form
the basis for a focus on the human health effects of fructose
and the fructose component of FCS.

The workshop was organized in 4 scientific sessions with
ample time for discussion: 1) an overview of fructose metab-
olism; 2) its effect on energy balance; 3) the effect of fructose
feeding studies in humans and nonhuman primates; and 4)
the effect of fructose consumption on renal and hepatic me-
tabolism and function. During a final session, hypothetical
clinical study designs were presented for discussion. This ex-
ercise allowed participants to discuss best practices in proto-
col design for interventional clinical studies of the health
and metabolic effects of fructose and simple sugars. The fol-
lowing brief description of the presentations and discussions
is organized by science rather than by session. There are out-
standing recent reviews of fructose metabolism and its role
in human disease (14-16), and the current report will not
attempt to improve on these. Rather, the emphasis here
will be on novel information and dominant themes from
the workshop presentations and discussions that inform
clinical trial design.

Workshop Summary

Fructose and its metabolism

In 2004, sugar consumption in the United States was ~18%
of energy in the typical U.S. diet. A total of 42% of this sugar
was consumed as HFCS, which is a mixture of the monosac-
charides glucose, fructose, and other sugars, 44% was in the
form of sucrose, and other sugars, such as lactose and the
free fructose and glucose in fruit, made up the balance (2).
The contribution made by HFCS has been falling since
approximately 1999, and the most recent data compiled by
the USDA for 2011 show that HFCS now comprises ~36%
of total added sugars in the food supply, whereas sucrose
contributes ~51% (7). Regardless of the form, approxi-
mately half of all dietary sugar is fructose, and it is never
consumed as the only sugar in a normal diet.

Bernadette Marriott analyzed 1999-2004 NHANES data
to estimate mean fructose consumption, which varies by
gender and age. On average, Americans consumed 49 g/d
fructose (187 kcal/d), which is 9.4% of a 2000 kcal/d diet.
On the low end, women aged >51 y consumed 32 g/d
(8.0% of energy intake), whereas boys aged 15-22 y were
the highest consumers at 75 g/d. American boys and girls
this age thus consume on average 11-12% of their energy
as fructose, and those at the 95th percentile of mean intake
get 16.0-17.9% of their daily energy from fructose (2). Be-
cause fructose makes up approximately half of all sugars,
these numbers must be doubled to describe U.S. sugar con-
sumption. This is well above the AHA recommendation
limiting all added sugars to 100 kcal/d (26.2 g/d) for women
and 150 (39.3 g/d) for men (17), or the Health and Human
Services/USDA Dietary Guidelines for Americans 2010,
which, rather than addressing dietary sugars in isolation,
recommend a combined limit for solid fats and added sugars
of 5-15% of total calories (18).

The metabolic pathways and extremes of the phenotypes
associated with high fructose diets have been investigated
in animal models. Andrew Bremer presented the results
of studies in which healthy middle-aged rhesus macaques
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were fed, in addition to an ad libitum diet, a large daily dose
of fructose (75 g/d, ~30% of ingested calories) for 1 y. Al-
though total daily calorie intake was increased by only ~3%
during fructose feeding, all monkeys exhibited increases of
body weight and adiposity, insulin resistance, dyslipidemia,
and increased circulating inflammatory markers, and 4 of
29 animals developed overt type 2 diabetes (11). Richard
Johnson presented data on the metabolic pathways of acute
and chronic fructose metabolism in rodent and cell models.
Fructose rapidly enters the liver, one-third to one-half is
converted to glucose, and it facilitates glucose uptake, as
well. The sugars are oxidized, released as lactate, stored as
glycogen, or converted into lipid to be stored in adipose or
liver. Fructose is metabolized so quickly that, in rats fed
60% of calories as fructose, it can cause elevated plasma
uric acid, possibly via a transient reduction in liver ATP
and subsequent additional breakdown of adenine nucleo-
tides. Uric acid has lipogenic effects at high concentrations
(10,12,19,20). Chronic fructose or sucrose feeding induces
proteins associated with fructose transport (glucose trans-
porter 5) and metabolism (fructokinase, carbohydrate re-
sponse element binding protein, sterol regulatory element
binding protein-1c, peroxisome proliferator-activated re-
ceptor 7y coactivator-1, and FA synthase) in rodents, further
stimulating fructose disposal and potential side effects of
obesity, inflammation, fatty liver, insulin resistance, hy-
pertriglyceridemia, hypertension, and kidney disease
(12,14,21).

These and similar observations in animal models and
cells exposed to substantial doses of fructose underlie con-
cern about the health effects of the typical amounts of die-
tary fructose in humans, but clinical studies have been
difficult to conduct and interpret, and experimental evi-
dence for these effects are controversial. John Sievenpiper
reported the results of a series of meta-analyses of >50 small,
short clinical studies of high daily fructose ingestion that
used a variety of protocols on different populations. Fruc-
tose doses ranged from well below the typical U.S. diet
(22.5 g/d, or 4.5% of required energy) to well above (300
g/d, equal to 55% of required energy) (4). Together, they
show no consistent effect of fructose on important health
outcomes, such as weight gain, hyperlipidemia, hyperten-
sion, hyperglycemia, and liver fat when individuals were
constrained to a defined weight-maintenance diet. However,
if sugar-sweetened beverages are added to an ad libitum diet,
individuals often, but not always, fail to reduce food intake
to compensate for the excess calories in the sweetened bev-
erages, and they gain weight. Under these circumstances,
many of the markers of metabolic syndrome (fatty liver, in-
sulin resistance, TGs, uric acid) are clearly elevated with high
fructose diets (4—6). It is not clear which effects are caused
by fructose per se, the state of positive energy balance, or
as a consequence of synergy between the 2. This is a funda-
mentally important question regarding the metabolic effects
of dietary FCS that can only be addressed with new carefully
controlled clinical studies. Furthermore, the measured out-
comes of fructose feeding studies are highly dependent

250 Laughlin et al.

on study design. Meta-analysis is useful in that it can iden-
tify strong signals from a series of small studies but can
also suppress the real outcomes of individual studies. Data
interpretation is further complicated by the highly variable
ability of individuals to absorb dietary fructose from the
gut, which is rarely measured but which is affected by previ-
ous history of fructose ingestion, ethnicity, gender, obesity,
and other dietary components (22,23). Therefore, these
parameters likely affect the outcome of clinical research
focused on the health effects of fructose. John Sievenpiper
repeatedly called for additional larger, longer, well-designed
studies.

Fructose effects on energy balance and ingestive
behavior

Animals tend to accumulate fat on high fructose diets
(10,11), and FCS consumption in the United States corre-
lated with obesity over time until approximately 2000 in
human population studies (7,8). But does fructose per se
contribute to weight gain? If so, it must either reduce energy
expenditure or increase food intake. Luc Tappy, Nancy
Keim, Jonathan Purnell, and Sonia Caprio addressed this
question by presenting data from studies of energy balance
in individuals consuming fructose and by monitoring inges-
tive behavior or using brain imaging approaches after a fruc-
tose challenge. Ten weeks of fructose ingestion at 25% of
the total energy requirement established at study baseline
reduced resting metabolic rate relative to a diet with the
same glucose dose in obese, insulin-resistant middle-aged
individuals, but a similar amount of fructose for 4 wk
(18% of total energy requirements) did not alter energy ex-
penditure in lean individuals (24,25). In fact, a fructose meal
increased postprandial thermogenesis relative to glucose in
lean and obese individuals and those with diabetes, indicat-
ing that weight gain in response to fructose is not likely
initiated through reduced energy expenditure (26-28). Do
fructose calories go undetected by the brain and fail to
curb hunger? There are currently only limited data available
that can address this question. Intracerebroventricular infu-
sion of 400 ug of glucose into mice increases ATP in the hy-
pothalamus and reduces food intake on the following day,
but a similar load of fructose reduces hypothalamic ATP
and actually doubles subsequent food intake (29,30). How
these results relate to ingestion of fructose, which is rapidly
cleared by the liver, remains speculative. After a meal, hun-
ger is curbed through the combined action of many neural
and circulating signals. However, fructose ingestion (30%
of total estimated energy needs) did not elicit the large post-
prandial excursion of the satiety hormone insulin seen in
normal-weight women after a glucose meal, the typical diur-
nal rise in plasma leptin was reduced, and the orexogenic
hormone ghrelin was less suppressed (13). Therefore, a fruc-
tose preload may result in the subsequent ingestion of more
calories than a similar glucose preload as observed by some
researchers (31). However, others observed that individuals
eat less after a fructose than glucose challenge (32), and still
others reported similar weight gain on high fructose and
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glucose diets (33). It must be noted that studies of food in-
take in humans are notoriously difficult to conduct. Individ-
uals do not always eat naturally when under observation in
the laboratory environment, other meal components, such
as starch, may affect hunger, and studies in free living indi-
viduals rely on inadequate measures (questionnaires, food
diaries) to detect small changes in a complex behavior.

Despite conflicting physiologic and behavioral data re-
garding the energy balance effects of fructose and glucose,
imaging studies show differences in the response to i.v. infu-
sion of 0.3 mg/kg of these 2 sugars in brain fMRI activation
patterns (34) and in cerebral blood flow after ingestion of
75 g of sugar (35). It is difficult to control these studies for
all the factors that affect the brain response to food, such as
sensory perception (taste, smell, mouth feel, visual cues),
circulating nutrients and hormones, memories, and emo-
tional responses. Therefore, imaging data cannot always be
interpreted in a straightforward way. However difficult it
has been to demonstrate a single mechanism whereby fruc-
tose directly causes weight gain in humans, there do appear
to be detectable phenomena in the brain and periphery that
may be involved, and new tools and experiments are needed
for additional investigation to better understand the rele-
vance of brain activity to eating behaviors. These observa-
tions should inform design of future metabolic studies, as
well; overfeeding studies that add sugar supplements to an
ad libitum diet often result in a hypercaloric diet, and a pos-
itive energy status clearly conveys adverse health effects in
the absence of high sugars. However, if humans routinely
fail to compensate for added FCS as a result of fructose effects
on satiety pathways, this experimental paradigm more faith-
fully represents the normal U.S. diet than those constrained
to energy balance. A more complete understanding of the
role of dietary sugars in brain responses and eating behavior
will require the use of complex meals that contain both glu-
cose and fructose.

Fructose effects on lipid metabolism

Elizabeth Parks reported that fructose, especially when ab-
sorbed quickly in liquid form, stimulates the de novo syn-
thesis of lipid in the human liver. Stimulation of de novo
lipogenesis has both quantitative and qualitative implica-
tions—upregulation of this pathway elevates intracellular
malonyl-CoA, which increases the re-esterification of die-
tary fat (36,37), the FAs synthesized significantly contribute
to liver TG stores (38) and to VLDL TG synthesis (39-41),
and the primary products of de novo lipogenesis are satu-
rated FAs that can have negative effects on cellular metabolic
functions, such as insulin signaling (42). Fructose and glu-
cose are highly synergistic; glucose facilitates intestinal ab-
sorption of fructose (22), and fructose stimulates glucose
uptake into the liver (43,44). Inclusion of fructose with an
oral glucose load stimulates lipogenesis 4-fold relative to
glucose alone (36). In the presence of obesity, non-alcoholic
fatty liver disease (NAFLD), and insulin resistance, lipo-
genesis is further elevated with a loss of circadian modula-
tion that results in continuous lipid production (38). TG

clearance and lipid oxidation are suppressed (23,45), leading
to a substantial increase in total and saturated LDL TGs over
that seen with glucose or complex carbohydrates (46,47).

After 10 wk of ad libitum diet including 25% of energy
from a single monosaccharide sugar, Kimber Stanhope ob-
served that obese insulin-resistant adults fed fructose had
significantly increased de novo lipogenesis, increased vis-
ceral adiposity, reduced insulin sensitivity, elevated post-
prandial TGs, increases of lipid risk factors, including
LDL-cholesterol, small-dense LDL, and remnant lipopro-
teins, reduced fat oxidation, and increased carbohydrate ox-
idation relative to those fed the same amount of glucose,
despite similarly increased calorie intake and weight gain
(23,33). The same group showed that effects can occur
very quickly and be independent of positive energy balance.
LDL-cholesterol and apo-B were increased after only 2 wk
of either HECS or pure fructose consumed at 25% of en-
ergy requirements in a group of individuals that included
both normal-weight and overweight/obese young men and
women but who did not experience significant weight gain
(47). Jean-Marc Schwarz showed preliminary data in which
individuals fed a controlled diet for only 1 wk with 25% of
energy requirements derived from fructose appeared to
have an impaired metabolic phenotype relative to those on
an isocaloric complex carbohydrate diet (personal com-
munication from Jean-Marc Schwarz, Touro University,
Vallejo, CA).

Chronic hyperlipidemia (particularly in which saturated
lipids are elevated), visceral adiposity, and fatty liver are all
known risk factors for inflammation, insulin resistance,
and cardiovascular disease. Although still an important
open question that requires additional research, the presen-
tations discussed above (see Fructose effects on lipid meta-
bolism) raised the issue of whether long-term habitual
ingestion of FCSs, even in the absence of weight gain, can
lead to frank metabolic disease. Does the fructose-induced
dyslipidemia experienced by obese insulin-resistant individ-
uals make them more susceptible to diabetes and cardiovas-
cular disease? What are the threshold doses and modulating
factors? For instance, a protective role of physical activity
was demonstrated recently (48).

Increased intrahepatic TG in children

Miriam Vos and Michael Goran presented studies focused
on the role of fructose in obese children and adolescents
with NAFLD. In 2010, 10.7% of adolescents in the United
States had fatty liver, including almost half of all obese
boys, who are particularly susceptible (49). Fructose feeding
(33% of required energy for all 3 meals of 1 d) increased
24-h circulating TGs in all adolescents by almost 2-fold, but
plasma TG concentrations were higher and more variable
in those with fatty liver (1421 vs. 622 mg/dL) (50). Excess
weight gain can be reduced by avoiding sugar-sweetened
beverages for 18 mo in normal-weight children aged 5-12 y
(51). Michael Goran discussed the influence of ethnicity
and race. It was observed recently that, after 2 y, an inter-
vention to reduce intake of sugar-sweetened beverages in
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overweight and obese adolescents showed no differences in
weight gain overall, but analysis of the data by ethnicity
showed 10 kg less weight gain in Hispanic children com-
pared with untreated Hispanic children (52). Hispanic chil-
dren are more likely to have fatty liver and insulin resistance,
in part because of a high incidence of the patatin-like phos-
pholipase domain-containing protein 3 susceptibility gene
variant. African-American children rarely have this muta-
tion and have a much lower incidence of fatty liver, but
if they do develop fatty liver they are also more likely to be
insulin resistant and have diabetes, as well. It is interesting to
note that ~71% of African Americans experience fructose
malabsorption relative to only 43% of Hispanics (23). It is
not known whether this helps protect African Americans
from the metabolic consequences of a high FCS diet, espe-
cially because malabsorption may not be appreciable except
when fructose is ingested in the absence of other sugars and
nutrients (53,54).

These studies reveal that genetics, ethnicity, and gender
all likely interact with diet to produce the current high
amounts of obesity, NAFLD, and insulin resistance. Restric-
tion of sweetened drinks can have a measureable positive
effect, although the relative contributions from reduced
fructose, altered satiety, or simple calorie restriction have
not been investigated thoroughly. Because very early meta-
bolic disease is associated with lifelong health risks, it is im-
portant to identify and remediate the triggers of childhood
obesity and attendant complications.

Influence of fructose on adipose inflammation and
liver and kidney disease
This portion of the conference explored some of the mech-
anisms that may mediate the effects of fructose metabolism
on disease and organ dysfunction. Inflammation is recog-
nized to contribute to insulin resistance and is associated
with increased deposition of visceral adipose tissue, NAFLD,
and elevated saturated lipids, all of which are seen with both
high amounts of ingested fructose and obesity. To tease these
apart, Mario Kratz showed preliminary data from a cross-
over study in which individuals on an ad libitum diet drank
beverages providing 25% of their daily energy requirement
from glucose, fructose, or with the noncaloric sweetener as-
partame for 8 d. Treatment phases were separated by wash-
out periods. Glucose and fructose drinks resulted in similar
levels of overeating (15-19%), but circulating amounts of
the inflammatory markers C-reactive protein and interleu-
kin-6 were elevated only in individuals consuming fructose
(55) (personal communication from Mario Kratz, Fred
Hutchinson Cancer Research Center, Seattle, WA). A recent
paper found no increase in inflammatory markers in lean
young individuals with 4 wk of 150 g/d (575 kcal) fructose
or glucose consumption as part of a hypercaloric diet (56).
Manal Abdelmalek presented preliminary data indicating
that a fructose challenge might serve as a biomarker for liver
disease. The transient dip in liver ATP seen with *'P magnetic
resonance spectroscopy during infusion of 250 mg/kg body
weight fructose is blunted in non-alcoholic steatohepatitis,

252 Laughlin et al.

and recovery of the ATP signal may be delayed as liver dis-
ease progresses and mitochondrial function is compromised
(57). Perhaps secondary to this disturbance in liver ATP, in-
gestion of high amounts of fructose is associated with ele-
vated uric acid in rodents (58) and humans (19). Miguel
Lanaspa reported the results of studies in rodents and cul-
tured cells showing how fructose, in part via the generation
of uric acid, provokes endothelial inflammation, hyper-
tension, and altered glomerular hemodynamics that may
ultimately underlie chronic kidney disease (59). He also
showed data that support the idea that fructose can be gen-
erated endogenously in the polyol pathway through the ac-
tion of aldose reductase and sorbitol dehydrogenase. Hepatic
and plasma fructose were elevated by 30-50% in mice fed an
unpurified diet after 14 wk, during which drinking water
was replaced with 10% glucose solution, and these changes,
as well as elevated liver TG, were abolished in mice that
lacked aldose reductase (60). It is not known whether fruc-
tose is produced endogenously in individuals eating a typical
diet.

In summary, the presentations and discussion at the
workshop indicated that high-quality studies to investigate
the effects of dietary fructose and FCS are still needed to un-
derstand whether the disease mechanisms postulated from
animal experiments are operational in humans. Many of
the studies designed to elucidate health and metabolic effects
used pure fructose at 25% or more of required energy as an
intervention, which rarely occurs in a normal diet. There-
fore, larger studies in susceptible populations using real-
world dietary interventions (for instance, sucrose or HFCS
within the range typically consumed in the United States)
would clarify whether dietary sugars play a role in disease
progression and inform the public concerning safe amounts
of dietary disaccharides or combinations of monosaccharides.

Panel Discussion: Commentary on Design of
Clinical Studies for Investigation of Fructose
Metabolism and the Health Effect of Sugars

in the Diet

Workshop participants submitted responses to the following
questions, and the answers are summarized in Tables 1-3.
In addition, 3 groups of attendees were asked to present hy-
pothetical study protocols in a last session led by Meredith
Hawkins. These hypothetical studies focused on at-risk pop-
ulations, such as obese children and adults with prediabetes,
and on the outstanding questions in Table 1. Important
points taken from discussion of these protocols are found
in Table 2: 1) what are the important outstanding questions
concerning fructose and human health that remain to be
answered? (Table 1); 2) what are important experimental
parameters and other design considerations for clinical stud-
ies? (Table 2); and 3) what are important outcomes variables
for clinical studies? (Table 3).

A few words are needed about some questions that were
raised but after discussion were considered inappropriate for
inclusion in Table 1. Although differences of opinion exist
(61), overall there was a sense that the considerable body
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TABLE 1

Important questions regarding the metabolism and health effects of fructose-containing sugars'

Does fructose in the diet uniquely alter ingestive behavior or energy balance and therefore initiate or worsen obesity?

Does fructose affect satiety after a meal differently than other nutrients?

Does the state of obesity alter the influence of fructose on satiety and energy homeostasis?
Are brain chemistry and function changed by chronic consumption of FCS? Which regions and pathways are involved—the reward systems, regions

that control energy homeostasis?

Is the energy of FCS consumed in beverages sensed differently by the body than sweetened solid food, and does that affect satiety and ingestive

behavior?

Does fructose promote fat deposition and obesity more than other nutrients with similar calories?
Does a diet high in FCS promote diabetes or liver, cardiovascular, or kidney disease beyond that caused by excess calories?
Does chronic FCS consumption contribute to the development of insulin resistance in muscle, liver, and adipose tissue? Can consumption of FCS

influence B-cell function and thereby predispose to type Il diabetes?
Does chronic FCS consumption contribute to the onset of diabetes?

Does habitual FCS consumption contribute to fatty liver, hypertension, or cardiovascular and kidney diseases?
Is there an effect of FCS on the gut microbiota and intestinal permeability, which play a role in many diseases?

Does a diet high in FCS differently affect some populations?

Are there ethnic or racial populations that are more susceptible to fatty liver disease or other metabolic complications when exposed to a diet high

in FCS?

Are children who ingest high amounts of fructose at increased risk of future metabolic complications?
Are individuals with chronic metabolic disease (obesity, diabetes, cardiovascular disease) more adversely affected by a diet rich in FCS?
Are there maternal diet effects of FCS on offspring with respect to infant growth, learning, and future metabolic disease?
Do chronic over-nutrition and physical activity modulate the effects of a high FCS diet?
Does chronic ingestion of FCS worsen the health effect of a hypercaloric diet?
Does chronic ingestion of FCS worsen the health effect of a sedentary lifestyle? Can physical activity counteract health effects of a diet high in FCS?

If fructose in the diet affects health,

What is the dose relation between dietary fructose and adverse metabolic effects, and to what extent does variation in fructose absorption play a role?
Do the non-sugar components of fruit (vitamins, polyphenols, anthocyanins, fiber) mitigate any adverse effects of dietary fructose?

' FCS, Fructose-containing sugars.

of research comparing health effects of HFCS (45-55% fruc-
tose) with sucrose (50% fructose) had not shown large differ-
ences between these 2 sources of simple sugars. There was also
discussion regarding the usefulness of comparing diets rich in
pure fructose and glucose; because these pure monosaccharides
are not found in normal diets, studies focused on the health ef-
fects of sugar-rich diets should likely use sucrose, HFCS, or a
combination of glucose and fructose in other forms (i.e., fruit).
However, it remains important to understand differences in
how the human body handles the monosaccharides, and
such studies are included herein in the category of “mechanistic
studies” (Table 2). It was noted that glucose is abundant in
blood and produced rapidly from stored glycogen or ingested
carbohydrates and proteins and that the ratio of glucose/fruc-
tose in a typical diet is >3:1 (62). Therefore, it is unlikely that
fructose, even when present as the only simple sugar in the diet,
is ever metabolized in the absence of glucose.

Table 3 lists the outcomes measures that workshop par-
ticipants judged to be most informative, divided into acute
measures of sugar and lipid metabolism, eating behavior
or brain activity, and behaviors and disease biomarkers that
may be altered by chronic changes in dietary sugar ingestion.
Although the techniques for making these measurements will
not be discussed in any detail, it is important to note that, to
be compared among groups and interpreted, some of them
may require a short preparatory period lasting =1 d, during
which diet and activity are controlled [such measures include
de novo lipogenesis and insulin resistance (33,36)]. The hydro-
gen breath test, although not entirely reliable, indicates that
30-80% of healthy individuals experience malabsorption, but
not necessarily symptoms, after large doses of ingested fructose

(25-50 g) in the absence of other nutrients (53,54). This
must be kept in mind. It should also be noted that the acute
response to a sugar challenge can be used to study a particular
pathway (such as the appearance of fructose carbons in newly
synthesized FAs) but can also serve as a disease biomarker
[such as the oral glucose tolerance test or the recovery rate of
liver ATP after fructose infusion (57)], and so care should be
taken to distinguish among the reasons for including outcomes
measures in the study design and to use only those that can be
interpreted in light of the hypothesis and design.

In general, designs for interventional clinical studies of
dietary sugars tend to fall into 2 categories: 1) small short
mechanistic studies designed to validate observations made
in animals, to elucidate the pathways of fructose metabolism
or influence of fructose on other pathways in humans; and
2) larger, longer studies focused on clinically significant dis-
ease outcomes or health behavior resulting from chronically
consumed diets, designed to test hypotheses generated from
short-term mechanistic studies in humans or epidemiologic
studies and to provide data for dietary recommendations
and health policy. The design criteria can be quite different
for these 2 types of studies. However, depending on the spe-
cific questions being posed, study designs can mix elements
of the 2, and care should be taken to ensure that outcomes
are interpretable in terms of either biologic mechanism or
the realm of public health.

Mechanistic Studies

Hypotheses

The hypothesis for small, short studies should be narrowly
framed and may be highly mechanistic (Table 1) but should
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TABLE 2 (Continued)

Disease outcomes or health

Notes

behaviors studies

Mechanistic studies

Variable

Eucaloric or hypercaloric diets can be provided to participants. Compliance should

Ad libitum diets should be highly naturalistic

Eucaloric, hypercaloric, or ad libitum diets can

Non-sugar nutrients

be monitored.
Ad libitum diets (often in addition to a sugar-sweetened supplement) are used to

and generalizable to questions concerning

human health and/or behavior

be used, diets can be highly artificial

and calories

study ingestive behavior or to allow for naturalistic eating behavior. Ad libitum

diet can be a participant’s normal diet, very low sugar diet, or foods made with
the test sugar. Food ingestion can be measured, and weight may be a useful

surrogate.
The type of dietary control depends on the research question, but for mechanistic

Control diet

Control diet

studies, the control diet should be matched to test diet for energy and other

characteristics (fiber, fat type, cholesterol content) as much as possible.
The duration should be specific for the metabolic phenomena to be studied. For

Long duration (weeks to months) to account

Can be of short duration (hours to weeks),

Duration

example, alterations in lipoprotein synthesis and turnover may take 6 wk (72), but

measureable changes in fat distribution may take 8 wk (33).
Free living studies generate data that are more generalizable but may need a larger

for habituation and caloric compensation
and to achieve health-related outcomes

Free living

long enough to test hypothesis

Free living or inpatient

sample size to accommodate greater variability.
Recent exercise (69), alcohol intake (74,75), weight stability, or sleep (76) can all affect

Metabolic measurements (insulin resistance,

Participant preparation

metabolic outcomes. A short inpatient period may be needed to normalize diet/

activity before certain metabolic measurements.

de novo lipogenesis)

before tests

2 FCS, fructose-containing sugars; HFCS, high fructose corn syrup.

still address human health. The experiment can be designed
to answer only 1 such question or a small number of related
questions. Outcomes to be measured can be focused on
biologic pathways, keeping in mind that an outcome can
be statistically significant without being clinically relevant.
Demonstration of both is needed.

Study and control populations

Because mechanistic studies must be highly controlled to
ensure compliance to the protocol and tend to use difficult
complex measurements, they can be expensive and demand-
ing. Depending on the hypothesis to be tested, the study
population can therefore be very narrowly defined and the
number of participants and duration of the study quite
limited.

More than 1 control group may be needed to interpret
the observed effects. For instance, if the study group is obese
insulin-resistant children treated with a low FCS diet to
monitor changes in liver fat, controls may include similar
children on a high FCS diet and obese insulin-sensitive chil-
dren on a low FCS diet. An alternative to multiple control
groups might be a very narrowly defined hypothesis.

Study diets and duration

Baseline diet. An individual’s habitual sugar ingestion be-
fore participating in the study may be an inclusion/exclusion
criterion, because chronic high FCS ingestion can upregu-
late the pathways involved in fructose metabolism and alter
the metabolic response to the intervention diet (14). Diet
may also affect the health outcomes to be measured in
response to an intervention, such as liver fat or rates of de
novo lipogenesis. Alternatively, all participants enrolled in
a short mechanistic study could be treated with a common
lead-in diet for some period of time before the intervention.
If there is no normalizing baseline period, care should be
taken when comparing changes from pre-intervention to
post-intervention among groups.

Defined diets. The intervention diet can be highly artificial
and controlled, and inpatient studies conducted in clinical
research centers can markedly increase compliance with di-
etary regimens. At 1 extreme would be a multi-week in-
patient stay in which participants consume only prepared
meals that had been made either with pure fructose as a
sweetener or without fructose (i.e., sweetened only with glu-
cose). Defined diets and/or inpatient experiments may be
necessary to investigate whether fructose affects health out-
side of the weight gain caused by a hypercaloric diet, to un-
derstand the protective role of exercise, or when food intake
needs to be carefully monitored to understand whether fruc-
tose causes humans to overeat.

Ad libitum diets. It has been observed that, when sugar-
sweetened beverages are added to the diet, individuals
sometimes, but not always, fail to compensate by reducing
the intake of other food and therefore consume more calo-
ries overall (31-33). However, it remains an open question

Clinical research strategies for fructose 255

GTOZ ‘6 IMdY UO SIAVA VINHOLITVYD 40 ALISHIAINN ¥e 610 uoniinu sadueApe WOl papeojumoq


http://advances.nutrition.org/

1071l An International Review Journal

2

Advances in Nutri

TABLE 3 Outcomes measures

Acute measures of fructose metabolism

De novo TG production

Plasma lipids measured over the course of 24 h

Gluconeogenesis, hepatic glucose production

Glucose uptake (muscle, liver, etc.)

Hunger/satiety questionnaire, hunger/satiety hormones, subsequent

food intake

Functional brain activity

Liver ATP transient

Serum uric acid

Postprandial plasma glucose and insulin, leptin, etc.

Flux through metabolic pathways used by and influenced by fructose
Chronic effects of fructose consumption

Weight, BMI

Mood, fatigue, sleep patterns

Daily energy intake

Daily physical activity, spontaneous or intentional

Energy balance

Taste perception, food choice, thirst

Fat mass and distribution, body composition

Protein synthesis

Liver and muscle fat

Liver and kidney function

Bone health

Blood pressure, plasma lipids

Risk factors for chronic diseases

Whole-body and liver insulin resistance

Glucose tolerance, fasting plasma glucose, hemoglobin-A1c, diabetes

onset

Fasting plasma nutrients, metabolites, hormones, adipokines

Inflammation markers

Metabolomic analysis

Gene expression

whether there are physiologic mechanisms that mandate
overeating as an appropriate biologic response to sugar con-
sumption. There is also concern that the energy in sugars in-
gested in beverages may be sensed differently than the same
sugars eaten in solid food (63). The effects of sugars on eat-
ing behavior can be studied using a sugar-sweetened supple-
ment added to a diet in which the participants are otherwise
allowed to eat normally (ad libitum diet). Beverage supple-
ments have frequently been used—they are a relatively easy
route to deliver a measured dose of sugar, and they are nat-
uralistic and easy to comply with because individuals are
used to drinking them. Sugar patties or other candy-like
supplements added to an ad libitum low sugar diet could
also be used to investigate the effect of solid vs. liquid sugars
on eating behavior or metabolic pathway intermediates. Al-
ternatively, a study focused on the role of fructose in devel-
opment of NAFLD might be better done using a completely
controlled diet made with pure glucose vs. those made with
FCS.

Special consideration is needed when an ad libitum diet
is used in a mechanistic study. The intervention needs to be
applied for a long enough duration to achieve normalistic
behavior before outcomes are measured, because short-
term ingestive behavior could be altered by, for example,
the knowledge that one is being observed, by unfamiliar
foods in the test diet, and by dose and type of sugar tested.
The palatability of the supplement or intervention diet is

256 Laughlin et al.

important, because many sensory inputs (taste, smell, texture,
visual cues, other nutrients, etc.) affect the sensation of hun-
ger and eating behavior (and therefore calorie intake).

Control diets. The choice of diet for a control group must
be chosen in light of the specific mechanistic question to
be addressed, with attention paid to the likelihood of com-
pliance. For highly mechanistic studies, non-sugar nutrients
and palatability should be matched as closely as possible to
the study diet. For studies meant to inform on the influence
of typical dietary sugars, a diet low in FCS (5% of needed en-
ergy) or one in which all sugars are replaced by complex car-
bohydrates, may be the appropriate control for a high
FCS (25-30% of energy) diet. For studies focused on fruc-
tose metabolic pathways or mechanisms by which fructose
could affect eating behavior, replacement of a fructose-rich
diet with a glucose-rich, fructose-free diet may be more in-
formative. More than 1 control diet may be needed to ensure
that outcomes can be interpreted.

Duration. The study duration need not be long for mecha-
nistic questions. For extremely acute measures (brain imag-
ing, postprandial satiety, metabolic pathways), the duration
may be a few hours. Measureable changes in liver fat or in-
sulin resistance in response to a high sugar hypercaloric diet
may require a single week (64), whereas alterations in weight,
body composition, and eating behavior may take a longer
period of time and different endpoints will require varying
durations to achieve steady state. Pilot studies may be useful
to determine optimum duration.

Disease Outcomes or Health Behavior Studies
Hypotheses

Disease outcomes or health behavior research is designed to
inform health policy and dietary guidelines. Studies tend to
be of long duration and have enough participants that the
results can be generalizable. It can be difficult to control all
the variables, and therefore the outcomes must be of signif-
icant magnitude to be able to overcome large inter-individual
variability.

The hypothesis may be quite broad and encompass a
range of health-related questions (Table 1). Interventions
must be fairly easy to perform and reflective of normal be-
haviors. It is unlikely that highly specific mechanistic ques-
tions can be answered with a very naturalistic intervention
because of the difficulty of monitoring compliance with
the test diet and accurate measurement of calorie intake.
Care should be taken to distinguish between the hypothesis
that ingestion of a particular diet modifies a health outcome,
and the hypothesis that advice to eat a particular diet mod-
ifies the health outcome.

Study and control populations

For dietary health outcomes studies, large diverse groups of
individuals yield the most generalizable data. If a more nar-
rowly defined population, such as children or teenagers, is to
be studied, it should still be representative of a substantial group
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of typical individuals. The choice of a control population is
important. When interventional diets are to be compared,
the control and study groups are likely as closely matched
as possible. For studies comparing groups of individuals, such
as those focused on health disparities, groups should be
matched as closely as possible for remaining traits, such as
age, BMI, gender, and disease state. Researchers should con-
sider that the habitual diets of different ethnic groups may
contain very different amounts and types of sugars, which
may affect study outcomes and present issues for compliance.

There are particular ethical considerations when studying
at-risk populations in long-term protocols. An intervention
designed to improve health outcomes could be used, such as
a diet without sugar-sweetened beverages for 12 mo to see
whether liver fat is reduced or fasting blood sugar is less im-
paired. Such an intervention tests a realistic strategy to im-
prove health in an at-risk population and could inform
health policy. For participants who enter the study with
a low-quality diet, they may benefit from knowledge and
experience at the conclusion of the trial that could help
them achieve better eating habits.

Study diets and duration

For disease outcomes and health behaviors research, the in-
tervention should be as naturalistic as possible to obtain
generalizable data. Sugars in the study and control diets
should be in the form and amounts typically found in the
U.S. diet. It may be too expensive to supply the entire diet
for an extended period of time to a large group of study par-
ticipants, and therefore a design that relies on a dietary sup-
plement or dietary advice may be necessary. Unless the study
design allows for careful monitoring of calorie intake, it may
be impossible to know whether differences in health out-
comes (or even weight or fat mass) among groups are attri-
butable to the metabolism of the sugar in the test diet or
differences in caloric intake. The hypothesis should be
framed in light of these considerations.

The study should be long enough, with a large enough
population, to be able to detect meaningful differences
in health-related biomarkers between study and control
groups. Although it would be unethical to use an interven-
tion to induce real disease endpoints (such as diabetes or a
cardiovascular event), any biomarkers used as outcomes
should be widely accepted as meaningful indicators of dis-
ease risk or progression.

On the importance of compliance

Studies of diet and nutrition are notoriously difficult be-
cause of the complexity of human eating behavior and the
lack of tools to control and measure it accurately, yet the suc-
cess and interpretability of a dietary study, particularly one
focused on biologic mechanisms, is completely dependent
on having the baseline, intervention, and control diets im-
posed as designed. Compliance should be monitored, and,
when no direct measures are available [such as direct obser-
vation of test beverage ingestion or a specific blood or urine
test for biomarkers included in the test diets (33,65,66)], it

may be prudent to use multiple independent indirect
measures (i.e., return of uneaten test diet, dietary recall ques-
tionnaires, interviews, participant weight). Large studies
may need to be piloted in a small group of individuals to de-
termine whether the intervention can be accomplished and
compliance can be monitored. Realistic projections about
compliance over the long term are essential to achieve ade-
quate statistical power to test the primary hypothesis.

Conclusions

The workshop served to highlight the challenges faced when
designing clinical trials to monitor the health effects of the
current FCS-rich U.S. diets or to identify the mechanisms
underlying the metabolic effects of dietary fructose in hu-
mans. It is clear that, although any one design may answer
only a subset of the important questions surrounding health
and eating behavior, a variety of well-designed, carefully
conducted studies when taken together will provide the ex-
perimental evidence needed for the formulation of dietary
recommendations and health policy. Discussion brought
out the opinion that, although many mechanistic questions
concerning the metabolism of monosaccharide sugars in hu-
mans remain to be addressed experimentally in small highly
controlled studies, health outcomes research meant to in-
form health policy should use large, long-term studies using
combinations of sugars and intake amounts found in the
typical U.S. diet rather than pure fructose or glucose. For
these studies, HFCS and sucrose are likely to be very similar.
The most important outstanding questions include whether
there is an obesogenic role for FCS via effects on eating be-
havior and energy balance, and whether a high FCS diet pro-
motes metabolic changes that lead to type 2 diabetes, liver,
and cardiovascular disease. If so, it is important to determine
the doses of sugar that alter health outcomes and identify
any special populations that are particularly susceptible or
protected from the adverse health effects of a high sugar diet.

Acknowledgments

The authors thank Jean-Marc Schwarz (Touro University,
Vallejo, CA) and Mario Kratz (Fred Hutchinson Cancer Re-
search Center, Seattle, WA) for generously allowing us to in-
clude unpublished data. The authors also thank all those
who attended the conference. All authors read and approved
the final manuscript.

Literature Cited

1. National Institute of Diabetes and Digestive and Kidney Diseases.
Clinical research strategies for fructose metabolism [homepage on the
Internet]. Available from: http://www2.niddk.nih.gov/News/Calendar/
FructoseMetab2012.htm.

2. Marriott BP, Cole N, Lee E. National estimates of dietary fructose intake in-
creased from 1977 to 2004 in the United States. ] Nutr. 2009;139:12285-35S.

3. Bray GA, Nielsen SJ, Popkin BM. Consumption of high-fructose corn
syrup in beverages may play a role in the epidemic of obesity. Am J Clin
Nutr. 2004;79:537-43.

4. Sievenpiper JL, de Souza RJ, Mirrahimi A, Yu ME, Carleton AJ, Beyene
J, Chiavaroli L, Di Buono M, Jenkins AL, Leiter LA, et al. Effect of fruc-
tose on body weight in controlled feeding trials: a systematic review and
meta-analysis. Ann Intern Med. 2012;156:291-304.

Clinical research strategies for fructose 257

GTOZ ‘6 IMdY UO SIAVA VINHOLITVYD 40 ALISHIAINN ¥e 610 uoniinu sadueApe WOl papeojumoq


http://advances.nutrition.org/

1071l An International Review Journal

2

Advances in Nutri

w

(=)}

~

o]

o

10.

11.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

. Ha V, Jayalath VH, Cozma AI, Mirrahimi A, de Souza R]J, Sievenpiper

JL. Fructose-containing sugars, blood pressure, and cardiometabolic
risk: a critical review. Curr Hypertens Rep. 2013;15:281-97.

. Wang DD, Sievenpiper JL, de Souza R]J, Chiavaroli L, Ha V, Cozma A,

Mirrahimi A, Yu ME, Carleton AJ, Di Buono M, et al. The effects of
fructose intake on serum uric acid vary among controlled dietary trials.
J Nutr. 2012;142:916-23.

. USDA/Economic Research Service. Food availability (per capita) data

system: loss-adjusted food availability [accessed 2013 Dec 18]. Available
from: http://www.ers.usda.gov/datafiles/Food_Availabily_Per_Capita_
Data_System/LossAdjusted_Food_Availability/sugar.xls.

. Centers for Disease Control and Prevention (CDC). National Center

for Health Statistics (NCHS). National Health and Nutrition Examina-
tion Survey Data. Hyattsville, MD: U.S. Department of Health and Hu-
man Services, Centers for Disease Control and Prevention. Table 68:
Healthy weight, overweight, and obesity among adults aged 20 and
over, by selected characteristics: United States, selected years 1960—
1962 through 2007-2010, http://www.cdc.gov/nchs/data/hus/2012/068.
pdf. Table 45: Diabetes prevalence and glycemic control among adults aged
20 and over. United States, selected years 1988-1994 through 2007-2010,
http://www.cdc.gov/nchs/hus/contents2012.htm#045 [accessed 2013 Dec 18].

. Mayes PA. Intermediary metabolism of fructose. Am J Clin Nutr. 1993;

58(Suppl 5):7545-65S.

Nakagawa T, Hu H, Zharikov S, Tuttle KR, Short RA, Glushakova O,
Ouyang X, Feig DI, Block ER, Herrera-Acosta J, et al. A causal role
for uric acid in fructose-induced metabolic syndrome. Am J Physiol
Renal Physiol. 2006;290:F625-31.

Bremer AA, Stanhope KL, Graham JL, Cummings BP, Wang W, Saville
BR, Havel PJ. Fructose-fed rhesus monkeys: a nonhuman primate
model of insulin resistance, metabolic syndrome, and type 2 diabetes.
Clin Transl Sci. 2011;4:243-52.

. Johnson RJ, Perez-Pozo SE, Sautin YY, Manitius J, Sanchez-Lozada LG,

Feig DI, Shafiu M, Segal M, Glassock R], Shimada M, et al. Hypothesis:
could excessive fructose intake and uric acid cause type 2 diabetes? En-
docr Rev. 2009;30:96-116.

Teff KL, Elliott SS, Tschop M, Kieffer TJ, Rader D, Heiman M, Townsend
RR, Keim NL, D’Alessio DA, Havel PJ. Dietary fructose reduces circulat-
ing insulin and leptin, attenuates postprandial suppression of ghrelin,
and increases triglycerides in women. J Clin Endocrinol Metab. 2004;
89:2963-72.

Tappy L, Le KA. Metabolic effects of fructose and the worldwide in-
crease in obesity. Physiol Rev. 2010;90:23—46.

Jones JM. Supplement: the state of the science on dietary sweeteners
containing fructose. J Nutr. 2009;139:1210S-13S.

Stanhope KL, Schwarz JM, Havel P]. Adverse metabolic effects of die-
tary fructose: results from the recent epidemiological, clinical, and
mechanistic studies. Curr Opin Lipidol. 2013;24:198-206.

Johnson RK, Appel L], Brands M, Howard BV, Lefevre M, Lustig RH,
Sacks F, Steffen LM, Wylie-Rosett J. Dietary sugars intake and cardio-
vascular health: a scientific statement from the American Heart Asso-
ciation. Circulation. 2009;120:1011-20.

U.S. Department of Agriculture and U.S. Department of Health and
Human Services. Dietary Guidelines for Americans, 2010. 7th ed.
Washington, DC: U.S. Government Printing Office, December; 2010.
Available from: http://www.cnpp.usda.gov/Publications/DietaryGuide-
lines/2010/PolicyDoc/PolicyDoc.pdf.

Cox CL, Stanhope KL, Schwarz JM, Graham JL, Hatcher B, Griffen SC,
Bremer AA, Berglund L, McGahan JP, Keim NL, et al. Consumption of
fructose- but not glucose-sweetened beverages for 10 weeks increases
circulating concentrations of uric acid, retinol binding protein-4, and
gamma-glutamyl transferase activity in overweight/obese humans.
Nutr Metab (Lond). 2012;9:68.

Masson S, Henriksen O, Stengaard A, Thomsen C, Quistorff B. Hepatic
metabolism during constant infusion of fructose; comparative studies
with 31P-magnetic resonance spectroscopy in man and rats. Biochim
Biophys Acta. 1994;1199:166-74.

Roncal-Jimenez CA, Lanaspa MA, Rivard CJ, Nakagawa T, Sanchez-
Lozada LG, Jalal D, Andres-Hernando A, Tanabe K, Madero M, Li N,

258 Laughlin et al.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

et al. Sucrose induces fatty liver and pancreatic inflammation in male
breeder rats independent of excess energy intake. Metabolism. 2011;
60:1259-70.

Rumessen JJ. Fructose and related food carbohydrates. Sources, intake,
absorption, and clinical implications. Scand ] Gastroenterol. 1992;27:
819-28.

Walker RW, Lé KA, Davis ], Alderete TL, Cherry R, Lebel S, Goran MI.
High rates of fructose malabsorption are associated with reduced liver
fat in obese African Americans. ] Am Coll Nutr. 2012;31:369-74.
Cox CL, Stanhope KL, Schwarz JM, Graham JL, Hatcher B, Griffen SC,
Bremer AA, Berglund L, McGahan JP, Havel PJ, et al. Consumption of
fructose-sweetened beverages for 10 weeks reduces net fat oxidation
and energy expenditure in overweight/obese men and women. Eur J
Clin Nutr. 2012;66:201-8.

Lé KA, Faeh D, Stettler R, Ith M, Kreis R, Vermathen P, Boesch C,
Ravussin E, Tappy L. A 4-wk high-fructose diet alters lipid metabolism
without affecting insulin sensitivity or ectopic lipids in healthy humans.
Am J Clin Nutr. 2006;84:1374-9.

Schwarz JM, Schutz Y, Froidevaux F, Acheson K, Jeanpretre N,
Schneider H, Felber JP, Jequier E. Thermogenesis in men and women
induced by fructose vs glucose added to a meal. Am ] Clin Nutr.
1989;49:667-74.

Tappy L, Randin JP, Felber JP, Chiolero R, Simonson DC, Jequier E,
DeFronzo RA. Comparison of thermogenic effect of fructose and glucose
in normal humans. Am J Physiol. 1986;250:E718-24.

Simonson DC, Tappy L, Jequier E, Felber JP, DeFronzo RA. Normali-
zation of carbohydrate-induced thermogenesis by fructose in insulin-
resistant states. Am ] Physiol. 1988;254:E201-7.

Miller CC, Martin RJ, Whitney ML, Edwards GL. Intracerebroventric-
ular injection of fructose stimulates feeding in rats. Nutr Neurosci.
2002;5:359-62.

Cha SH, Wolfgang M, Tokutake Y, Chohnan S, Lane MD. Differential
effects of central fructose and glucose on hypothalamic malonyl-CoA
and food intake. Proc Natl Acad Sci USA. 2008;105:16871-5.
Akhavan T, Anderson GH. Effects of glucose-to-fructose ratios in solu-
tions on subjective satiety, food intake, and satiety hormones in young
men. Am J Clin Nutr. 2007;86:1354-63.

Rodin J. Comparative effects of fructose, aspartame, glucose and water
preloads on calorie and macronutrient intake. Am J Clin Nutr. 1990;51:
428-35.

Stanhope KL, Schwarz JM, Keim NL, Griffen SC, Bremer AA, Graham
JL, Hatcher B, Cox CL, Dyachenko A, Zhang W, et al. Consuming fruc-
tose-sweetened, not glucose-sweetened, beverages increases visceral ad-
iposity and lipids and decreases insulin sensitivity in overweight/obese
humans. J Clin Invest. 2009;119:1322-34.

Purnell JQ, Klopfenstein BA, Stevens AA, Havel PJ, Adams SH, Dunn
TN, Krisky C, Rooney WD. Brain functional magnetic resonance imag-
ing response to glucose and fructose infusions in humans. Diabetes
Obes Metab. 2011;13:229-34.

Page KA, Chan O, Arora J, Belfor-DeAguiar R, Dzuira J, Roehmholdt B,
Cline GW, Naik S, Sinha R, Constable RT, et al. Effects of fructose vs
glucose on regional cerebral blood flow in brain regions involved
with appetite and reward pathways. JAMA. 2013;309:63-70.

Parks EJ, Skokan LE, Timlin MT, Dingfelder CS. Dietary sugars stimu-
late fatty acid synthesis in adults. ] Nutr. 2008;138:1039—46.

Chong MF, Fielding BA, Frayn KN. Mechanisms for the acute effect
of fructose on postprandial lipemia. Am ] Clin Nutr. 2007;85:
1511-20.

Donnelly KL, Smith CL, Schwarzenberg SJ, Jessurun J, Boldt MD, Parks
EJ. Sources of fatty acids stored in liver and secreted via lipoproteins in
patients with nonalcoholic fatty liver disease. J Clin Invest. 2005;115:
1343-51.

Marques-Lopes I, Ansorena D, Astiasaran I, Forga L, Martinez JA. Post-
prandial de novo lipogenesis and metabolic chagnes induced by a high-
carbohydrate, low-fat meal in lean and overweight men. Am J Clin
Nutr. 2001;73:253-61.

Vedala A, Wang W, Neese RA, Christiansen MP, Hellerstein MK. De-
layed secretory pathway contributions to VLDL-triglycerides from

GTOZ ‘6 IMdY UO SIAVA VINHOLITVYD 40 ALISHIAINN ¥e 610 uoniinu sadueApe WOl papeojumoq


http://advances.nutrition.org/

1071l An International Review Journal

2

Advances in Nutri

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

plasma NEFA, diet, and de novo lipogenesis in humans. J Lipid Res.
2006;47:2562-74.

Schwarz JM, Linfoot P, Dare D, Aghajanian K. Hepatic de novo lipo-
genesis in normoinsulinemic and hyperinsulinemic subjects consuming
high-fat, low-carbohydrate and low-fat, high-carbohydrate isoenergetic
diets. Am J Clin Nutr. 2003;77:43-50.

Field CJ, Ryan EA, Thomson AB, Clandinin MT. Diet fat composition
alters membrane phospholipid composition, insulin binding, and glu-
cose metabolism in adipocytes from control and diabetic animals. J Biol
Chem. 1990;265:11143-50.

Shiota M, Galassetti P, Igawa K, Neal DW, Cherrington AD. Inclusion
of low amounts of fructose with an intraportal glucose load increases
net hepatic glucose uptake in the presence of relative insulin deficiency
in dog. Am ] Physiol Endocrinol Metab. 2005;288:E1160-7.
Donmoyer CM, Ejiofor J, Lacy DB, Chen SS, McGuinness OP. Fructose
augments infection-impaired net hepatic glucose uptake during TPN
administration. Am ] Physiol Endocrinol Metab. 2001;280:E703-11.
Bantle JP, Swanson JE, Thomas W, Laine DC. Metabolic effects of die-
tary sucrose in type II diabetic subjects. Diabetes Care. 1993;16:1301-5.
Verschoor L, Chen YD, Reaven EP, Reaven GM. Glucose and fructose
feeding lead to alterations in structure and function of very low density
lipoproteins. Horm Metab Res. 1985;17:285-8.

Stanhope KL, Bremer AA, Medici V, Nakajima K, Ito Y, Nakano T,
Chen G, Fong TH, Lee V, Menorca RI, et al. Consumption of fructose
and high fructose corn syrup increase postprandial triglycerides, LDL-
cholesterol, and apolipoprotein-B in young men and women. J Clin
Endocrinol Metab. 2011;96:E1596—605.

Egli L, Lecoultre V, Theytaz F, Campos V, Hodson L, Schneiter P,
Mittendorfer B, Patterson BW, Fielding BA, Gerber PA, et al. Exercise
prevents fructose-induced hypertriglyceridemia in healthy young sub-
jects. Diabetes. 2013;62:2259-65.

Welsh JA, Karpen S, Vos MB. Increasing prevalence of nonalcoholc
fatty liver disease among United States adolescents 1988-1994 to
2007-2010. ] Pediatr. 2013;162:496-500.

Jin R, Le NA, Liu S, Farkas Epperson M, Ziegler TR, Welsh JA, Jones
DP, McClain CJ, Vos MB. Children with NAFLD are more sensitive
to the adverse metabolic effects of fructose beverages than children
without NAFLD. J Clin Endocrinol Metab. 2012;97:E1088-98.

de Ruyter JC, Olthof MR, Seidell JC, Katan MB. A trial of sugar-free or
sugar-sweetened beverages and body weight in children. N Engl ] Med.
2012;367:1397-406.

Ebbeling CB, Feldman HA, Chomitz VR, Antonelli TA, Gortmaker SL,
Osganian SK, Ludwig DS. A randomized trial of sugar-sweetened bev-
erages and adolescent body weight. N Engl ] Med. 2012;367:1407-16.
Latulippe ME, Skoog SM. Fructose malabsorption and intolerance:
effects of fructose. Crit Rev Food Sci Nutr. 2011;51:583-92.

Simrén M, Stotzer PO. Use and abuse of hydrogen breath tests. Gut.
2006;55:297-303.

Cox CL, Stanhope KL, Schwarz JM, Graham JL, Hatcher B, Griffen SC,
Bremer AA. chemoattractant protein-1, plasminogen activator inhibi-
tor-1, and soluble leukocyte adhesion molecule-1 in overweight/obese
men and women consuming fructose- or glucose-sweetened beverages
for 10 weeks. J Clin Endocrinol Metab. 2011;96:E2034-8.

Silbernagel G, Machann J, Hiring HU, Fritsche A, Peter A. Plasminogen
activator inhibitor-1, monocyte chemoattractant protein-1, e-selectin
and C-reactive protein levels in response to 4-week very-high-fructose
or -glucose diets. Eur J Clin Nutr. 2014;68:97-100.

Abdelmalek MF, Lazo M, Horska A, Bonekamp S, Lipkin EW,
Balasubramanyam A, Bantle JP, Johnson RJ, Diehl AM, Clark JM, et al.
Higher dietary fructose is associated with impaired hepatic adenosine tri-
phosphate homeostasis in obese individuals with type 2 diabetes. Hepatol-
ogy. 2012;56:952—60.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

Sanchez-Lozada LG, Tapia E, Jiménez A, Bautista P, Cristébal M,
Nepomuceno T, Soto V, Avila-Casado C, Nakagawa T, Johnson RJ,
et al. Fructose-induced metabolic syndrome is associated with glomer-
ular hypertension and renal microvascular damage in rats. Am J Physiol
Renal Physiol. 2007;292:F423-9.

Johnson RJ, Sanchez-Lozada LG, Nakagawa T. The effect of fructose on
renal biology and disease. ] Am Soc Nephrol. 2010;21:2036-9.
Lanaspa MA, Ishimoto T, Li N, Cicerchi C, Orlicky DJ, Ruzycki P,
Rivard C, Inaba S, Roncal-Jimenez CA, Bales ES, et al. Endogenous
fructose production and metabolism in the liver contributes to the de-
velopment of metabolic syndrome. Nat Commun. 2013;4:2434. Erra-
tum in: Nat Commun. 2013;4:2929.

Le MT, Frye RE Rivard CJ, Cheng J, McFann KK, Segal MS, Johnson
RJ, Johnson JA. Effects of high-fructose corn syrup and sucrose on
the pharmacokinetics of fructose and acute metabolic and hemody-
namic responses in healthy subjects. Metabolism. 2012;61:641-51.
Carden TJ, Carr TP. Food availability of glucose and fat, but not fruc-
tose, increased in the US between 1970 and 2009: analysis of the USDA
food availability data system. Nutr J. 2013;12:130.

Pan A, Hu FB. Effects of carbohydrates on satiety: differences between
liquid and solid food. Curr Opin Clin Nutr Metab Care. 2011;14:385-90.
Ngo Sock ET, Lé KA, Ith M, Kreis R, Boesch C, Tappy L. Effects of a
short-term overfeeding with fructose or glucose in healthy young
males. Br J Nutr. 2010;103:939—43.

Roberts SB, Morrow FD, Evans W], Shepard DC, Dallal GE, Meredith
CN, Young VR. Use of p-aminobenzoic acid to monitor compliance
with prescribed dietary regimens during metabolic balance studies in
man. Am J Clin Nutr. 1990;51:485-8.

Choy K, Nash SH, Kristal AR, Hopkins S, Boyer BB, O’Brien DM. The
carbon isotope ratio of alanine in red blood cells is a new candidate bio-
marker of sugar-sweetened beverage intake. ] Nutr. 2013;143:878-84.
Bantle JP, Raatz SK, Thomas W, Georgopoulos A. Effects of dietary
fructose on plasma lipids in healthy subjects. Am J Clin Nutr. 2000;
72:1128-34.

O’Sullivan AJ, Martin A, Brown MA. Efficient fat storage in premeno-
pausal women and in early pregnancy: a role for estrogen. J Clin Endo-
crinol Metab. 2001;86:4951-6.

Gill JM, Hardman AE. Exercise and postprandial lipid metabolism: an
update on potential mechanisms and interactions with high-carbohydrate
diets. ] Nutr Biochem. 2003;14:122-32.

Stanhope KL, Griffen SC, Bair BR, Swarbrick MM, Keim NL, Havel PJ.
Twenty-four-hour endocrine and metabolic profiles following consump-
tion of high-fructose corn syrup-, sucrose-, fructose-, and glucose-sweetened
beverages with meals. Am J Clin Nutr. 2008;87:1194-203.

Jones HE, Butler RN, Brooks DA. Intestinal fructose transport and mal-
absorption in humans. Am ] Physiol Gastrointest Liver Physiol. 2011;
300:G202-6.

Parks EJ, Hellerstein MK. Carbohydrate-induced hypertriacylglycerole-
mia: an historical perspective and review of biological mechanisms.
Am ] Clin Nutr. 2000;71:412-33.

Hudgins LC, Seidman CE, Diakun J, Hirsch J. Human fatty acid synthe-
sis is reduced after the substitution of dietary starch for sugar. Am J
Clin Nutr. 1998;67:631-9.

Yang LY, Kuksis A, Myher JJ, Steiner G. Origin of triacylglycerol moiety
of plasma very low density lipoproteins in the rat: structural studies.
J Lipid Res. 1995;36:125-36.

Siler SQ, Neese RA, Parks EJ, Hellerstein MK. VLDL-triglyceride pro-
duction after alcohol ingestion, studied using [2-13C1] glycerol. J Lipid
Res. 1998;39:2319-28.

Drager LF, Polotsky VY. Lipid metabolism: a new frontier in sleep ap-
nea research. Am J Respir Crit Care Med. 2011;184:288-90. Erratum in:
Am ] Respir Crit Care Med 2011;184:1090.

Clinical research strategies for fructose 259

GTOZ ‘6 IMdY UO SIAVA VINHOLITVYD 40 ALISHIAINN ¥e 610 uoniinu sadueApe WOl papeojumoq


http://advances.nutrition.org/



