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Insulin resistance is a central pathogenic factor for the met-
abolic syndrome and is associated with both generalized obe-
sity and the accumulation of fat in the omental and intramyo-
cellular compartments. In the context of the current obesity
epidemic, it is imperative to consider diets in terms of their
ability to both promote weight loss and ameliorate insulin
resistance. Weight loss under any dietary formulation de-
pends on hypocaloric intake, and only moderate weight loss
(5-10%) is sufficient to augment insulin sensitivity. However,
increments in insulin sensitivity may be more directly related
to loss of intramyocellular or omental fat rather than loss of
total body weight per se. The widespread acceptance of pop-
ular low-carbohydrate high-fat diets (e.g. Atkins Diet, Zone
Diet, South Beach diet) further underscores the need to eval-
uate dietary interventions regarding their safety and meta-
bolic effects. These high-fat diets have been shown to be safe
in the short term; however, their long-term safety has not been
established. With respect to insulin sensitivity, diets enriched

in saturated fats can induce insulin resistance, whereas fat
substitution with monounsaturated fats can enhance insulin
sensitivity. On the other hand, high-fiber, high-carbohydrate
diets comprised of foods with low caloric density can similarly
be used for effective weight reduction and to ameliorate in-
sulin resistance. Although some data suggest that low-glyce-
mic index diets are most advantageous in this regard, these
effects may have more to do with increments in dietary fiber
than differences in available carbohydrates.

Popular low-carbohydrate, high-fat diets are being fer-
vently embraced as an alternative to challenging modifica-
tions in lifestyle and intentional calorie reduction. Current
data do not support such unbridled enthusiasm for these di-
ets, particularly in relationship to high-fiber, high-carbohy-
drate diets emphasizing intake of fresh vegetables and fruits.
Long-term studies to determine the efficacy and safety of both
popular and experimental diets are warranted. (J Clin Endo-
crinol Metab 89: 4197-4205, 2004)

Insulin Resistance, Obesity, and the Insulin
Resistance Syndrome

The insulin resistance syndrome (IRS)

Insulin resistance is central to the pathogenesis of type 2
diabetes and helps maintain the diabetic state (1). Further-
more, insulin resistance antedates the development of dia-
betes and places individuals at increased risk of future di-
abetes. In nondiabetic individuals, insulin resistance is
associated with multiple clinical and anthropometric traits,
and this trait cluster is referred to as the IRS or the metabolic
syndrome. Specifically, the IRS is characterized by relative
hypertension, glucose intolerance, upper body fat distribu-
tion, generalized obesity, dysfibrinolysis, and dyslipidemia
characterized by high triglycerides, low high-density li-
poprotein cholesterol, and small, dense low-density lipopro-
tein (LDL) particles (2). The IRS constitutes a powerful risk
factor complex, not only for future type 2 diabetes, but also
for atherosclerotic diseases (3). To identify patients for more
aggressive risk factor management and disease surveillance,
diagnostic criteria for the IRS have recently been devised (4,
5). However, we have pointed out that these criteria exhibit
poor sensitivity for identifying patients with insulin resis-

Abbreviations: BMI, Body mass index; CLA, conjugated linoleic acid;
FA, fatty acid; fsSIVGTT, frequently sampled iv glucose tolerance test; GI,
glycemic index; IRS, insulin resistance syndrome; LDL, low-density
lipoprotein; MUFA, monounsaturated FA; PUFA, polyunsaturated FA.
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tance and dyslipidemia and do not take into account the
impact of age, race, and ethnicity (6).

Obesity and insulin resistance

One characteristic that can be associated with insulin re-
sistance is obesity. This relationship is illustrated in Fig. 1A,
which correlates body mass index (BMI) and maximally
stimulated glucose disposal rates using the hyperinsulinemic
euglycemic clamp. Glucose uptake is normalized per kilo-
gram lean body mass, reflecting the fact that skeletal muscle
accounts for the bulk of insulin-mediated glucose uptake in
vivo. Clearly, increased obesity is associated with insulin
resistance. However, there is a high degree of variation such
that lean or obese individuals can be either relatively insulin
sensitive or resistant. In fact, the correlation coefficient (i.e.
R?) indicates that only 8% of individual differences in insulin
sensitivity can be explained by differences in BMI. Thus,
although obesity is an important factor (7-9), individual vari-
ation in insulin sensitivity largely exists independent of the
degree of generalized obesity (10-12).

Other important factors contributing to insulin resistance
include the accumulation of omental fat (i.e. upper body fat
distribution) and fat in the intramyocellular compartment,
both of which can exist independent of the degree of general
adiposity. As shown in Fig. 1B, increased ratio of trunk to leg
fat is more highly correlated with reduced insulin sensitivity
(i.e. lower stimulated glucose disposal rates) than observed
for BMI. Multiple authors have demonstrated that it is a
relative redistribution of fat to the omental compartment that

4197

Downloaded from jcem.endojournals.org by on November 30, 2009


http://jcem.endojournals.org

4198 J Clin Endocrinol Metab, September 2004, 89(9):4197-4205

A 304

R*=0.08
g P <0001
g
£ 20
=}
=11]
=
-T4]
E
xz 104
a2
[T
0 T T T 1
20 30 40 50
bmi (kg/m?)
B 30 ;
R*=0.20
= p<0.001
E
z 20-
=
=14
=
)
E
~ 104
=
T
0 I 1 I 1
1 2 3 4 5

trunk/leg fat ratio

Fia. 1. A, The relationship between BMI [BMI = weight (kilograms)/
height (meters)?| and insulin sensitivity as measured by maximally
stimulated glucose disposal rates (GDRs) using the hyperinsulinemic
euglycemic clamp. The data were obtained in nondiabetic individuals,
and the glucose uptake data are normalized per kilogram lean body
mass measured by dual energy x-ray absorptiometry scanning. B, The
relationship between the ratio of trunk to leg fat and insulin sensi-
tivity in the same subjects represented in panel A. Trunk and leg fat
mass were assessed using dual energy x-ray absorptiometry (91).

has the greatest adverse effects, although increased sc fat also
contributes to insulin resistance. This observation is central
to the hypothesis that increased omental adipose tissue helps
promote the IRS via the secretion of free fatty acids (FAs) and
adipocyte-derived proteins such as plasminogen activator
inhibitor-1, TNFe, leptin, adiponectin, and others. Accumu-
lating evidence suggests that these secreted factors may con-
stitute a mechanistic link among increased omental fat, in-
sulin resistance, and the expression of the IRS. Whether
skeletal muscle insulin resistance or omental adipose tissue
is primarily responsible for IRS is not known, but clearly both
are integral to the pathogenesis of the IRS.

Goals of review

Given the impact of obesity and omental fat, a key question
is whether insulin resistance can be ameliorated via nutri-
tional intervention in an effort to both prevent and treat
obesity and type 2 diabetes. This review will consider these
aspects of nutrition therapy, including effects of hypocaloric
diets that produce weight loss, alterations in the macronu-
trient balance (fat vs. carbohydrate), and changes in dietary
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fat or carbohydrate composition. Many nations are experi-
encing alarming increments in obesity and diabetes preva-
lence. Consequently, large numbers of individuals are ex-
perimenting with popular diets that range from the U.S.
Department of Agriculture pyramid diet advocating con-
sumption of grains, fruits, and vegetables at the expense of
fat (13), to the Atkins Diet (14), which dictates low-carbo-
hydrate/high-fat consumption, to the Zone and South Beach
diets (15, 16), which lie somewhere in the middle of this
continuum. Currently, the United States is engaged in a
national obsession to rid itself of dietary carbohydrates in an
attempt to lose weight, with low-carbohydrate meals ap-
pearing in restaurants and low-carbohydrate pasta and beer
filling the grocery store shelves. Therefore, these issues have
important public health implications. Any diet to counteract
obesity should be evaluated for its effects on insulin resis-
tance and the IRS given the resulting heavy burden of dia-
betes and cardiovascular disease. Improving insulin resis-
tance by dietary modulation offers a potential strategy to
prevent these highly prevalent diseases, which are also co-
morbidities of obesity. Indeed, those obese patients who
experience the greater metabolic benefits of weight reduction
are those who are insulin resistant before weight loss (17-19).

Weight Loss
Hypocaloric diets

Both acute energy restriction and subsequent weight loss
have been shown to benefit glucose metabolism in insulin-
resistant and type 2 diabetic individuals (20-22). Sustained
weight loss of as little as 5% of initial body weight can
significantly decrease fasting blood glucose, insulin, hemo-
globin Alc concentrations, and medication requirements in
obese patients with type 2 diabetes (23). In overweight in-
sulin-resistant individuals, both hyperinsulinemia and insu-
lin resistance have been shown to improve with weight loss,
whereas lesser improvement may be observed in insulin-
sensitive overweight individuals (24). Enhanced insulin sen-
sitivity after weight loss is partially related to the loss of total
fat and highly correlated with the loss of visceral and in-
tramyocellular fat (21, 25, 26). In these studies, it is important
to emphasize that negative energy balance produces weight
loss regardless of the macronutrient composition of the diet
(27). Although various diet plans can emphasize factors that
affect hunger and satiety (28, 29), caloric reduction is the
essential component and a sine qua non of weight loss.

When considering the metabolic benefits of diet and
weight loss, it is important to consider that lifestyle inter-
vention resulting in a small degree of weight loss can dra-
matically prevent progression toward type 2 diabetes in
high-risk individuals. This is best demonstrated by the Di-
abetes Prevention Program, a multicentered clinical trial
with randomization to either control, metformin treatment,
or lifestyle intervention subgroups involving 3234 adults at
high risk for developing diabetes (30). The lifestyle inter-
vention achieved and maintained a 5-7% weight loss
through a low-calorie, low-fat diet, plus physical activity
of approximately 150 min/wk. Results clearly indicated that
this degree of weight loss was associated with a 58% re-
duction in diabetes incidence over a 4-yr period and that
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this applied to Caucasians, African-Americans, Hispanic-
Americans, and Native Americans in the study. Although the
independent contributions of diet and exercise in the pre-
vention of type 2 diabetes were not rigorously assessed, the
relative degree of diabetes prevention was correlated with
the degree of chronic weight loss.

Paradoxical relationship between obesity and insulin
resistance: a mechanistic hypothesis

We have established that general obesity can explain only
a small portion of individual variability in insulin sensitivity
in cross-sectional studies (Fig. 1A). This would seem to be at
odds with the observation that weight loss consistently leads
to clinically significant improvements in insulin resistance.
Similarly, the observation contrasts with the strong epide-
miological link between obesity and the development of type
2 diabetes (31). We, therefore, suggest a hypothesis to resolve
this paradox. We propose that it is not changes in general
obesity per se that mediate benefits of weight loss or the
epidemiological association with diabetes; rather, some other
metabolic concomitant of the obese state is directly respon-
sible. The fact that only moderate weight reduction, as op-
posed to achieving ideal body weight, yields maximal ben-
efits of weight loss already hints at this possibility because
this represents a disconnect between degree of obesity and
insulin sensitivity.

There are two possible mechanistic explanations for the
apparent paradox. First, changes in omental fat mass and
functional adipokine secretion may directly influence insulin
sensitivity in a manner that is only indirectly related to over-
all adiposity (32). Second, intramyocellular fat has been
shown to be highly correlated with insulin resistance (33),
although the mechanisms underlying this inter-relationship
have not been elucidated. It remains possible that fluctuation
in intramyocellular fat, which may or may not track with
overall adiposity in different clinical settings, is a direct me-
diator of insulin resistance. To support this contention, we
have shown that a short-term hypocaloric state (i.e. 3-5 d on
a very low-calorie diet) is sufficient to cause significant im-
provements in insulin sensitivity, accompanied by only
small changes in body weight, but dramatic 50% decrements
in intramyocellular fat (26). Thus, the relationship between
insulin sensitivity and obesity is complex, and determinants
other than changes in general adiposity may be responsible
for diet-induced improvements in insulin resistance.

Alterations in Macronutrient Composition:
Low-Fat vs. High-Fat Diets

Changes in macronutrient composition have been used to
promote weight loss and enhance insulin sensitivity, inde-
pendent of an emphasis on overall calorie ingestion. This
approach has received a great deal of attention in the popular
press, where various low-carbohydrate diets in particular
have been promulgated by best-selling books and have
gained adherents. These diets limit the amount and compo-
sition of carbohydrates and have increased dietary fat to
achieve a degree of unintentional calorie reduction through
a blunting of the appetite. This can range from a proper mix
or zone of complex carbohydrates that reduces postprandial
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serum insulin (the Zone diet, the South Beach diet) to very
high-fat diets that induce satiety by causing ketogenesis and
reducing gastrointestinal motility (the Atkins diet). The pur-
veyors of these diets portray them to be scientifically sound.
Although there is some scientific rationale, two common
devices used to support contentions include the overinter-
pretation of data and weaving together of unconnected sci-
entific observations, and these processes often border on
sophistry. Nevertheless, driven by the increased prevalence
of overweight and obesity, these diets are increasingly pop-
ular despite a relative lack of rigorous scientific data. These
diets present an attractive alternative to challenging lifestyle
modifications (i.e. intentional calorie reduction and increased
physical activity).

Low-carbohydrate diets, the preferred term for those who
market these diets, can also be termed high-fat diets because
it is impractical to make up the carbohydrate caloric deficit
with dietary protein. Low-carbohydrate, high-fat diets were
first described by Banting in 1863 (34). Studies examining the
effects of modulating total dietary fat and carbohydrate can
be difficult to compare because investigators have employed
variable duration, diet composition, end points, methodol-
ogies (in particular those used to assess insulin sensitivity),
and nonrandomized design. Nevertheless, investigators
have shown that high-fat diets can be used to achieve short-
term weight loss. Furthermore, these studies have produced
variable results with no consistent detrimental effects of
high-fat diets on insulin sensitivity over a broad range of
dietary fat content, including several randomized studies
using the hyperinsulinemic glucose clamp technique or fre-
quently sampled iv glucose tolerance test (fsIVGTT) to quan-
tify insulin sensitivity (35-38). However, as discussed in the
next section, the composition of fat in high-fat diets is a
critical, but often neglected, variable that could determine
effects of these diets on insulin sensitivity. One study by
Lovejoy et al. (39) used the clamp technique to show that a
3-wk high-fat diet (50% fat, 35% carbohydrate, and 15% pro-
tein) did induce relative insulin resistance compared with an
isocaloric low-fat diet (20% fat, 55% carbohydrate, and 15%
protein); however, this could be explained by a higher pro-
portion of saturated FAs in the high-fat diet (see below).
Table 1 describes aspects of key studies assessing high-fat
diets and their effects on insulin sensitivity.

Recently, two randomized controlled trials that compared
the longer term effects (6 months to 1 yr) of traditional low-fat
diets vs. ad libitum high-fat diets have received a great deal
of attention (40, 41). Foster et al. (40) compared the efficacy
of the low-carbohydrate (initially restricted to 20 g carbohy-
drate/d), high-fat Atkins diet with a conventional low-fat
(25% of calories), low-calorie diet (12001500 kcal/d in fe-
males and 1500-1800 kcal/d in males) in otherwise-healthy
obese subjects (mean BMI, 34 kg/m?). The high-fat diet pro-
duced a greater weight loss than the low-fat diet after 6
months (6.7 vs. 2.7 kg), but at 1 yr, the amount of weight loss
was not significantly different between the two groups (4.3
vs. 2.5 kg). About 40% of the 63 randomized subjects did not
finish the study. Insulin sensitivity was assessed using the
quantitative insulin sensitivity check index, which is an
index based on fasting glucose and insulin concentrations.
This is a suboptimal measure of insulin sensitivity because
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TABLE 1. Intervention studies assessing effects of dietary fat and carbohydrate macronutrient composition on insulin sensitivity

Study Participants (ggl?i.er) Diet Follow-up Design Method IS
Borkman et al. Healthy 8 (M) Isocaloric 3 wk Randomized crossover Clamp —
1991 (35) 45% fat, 40% cho vs. 30% fat,
50% cho
Swinburn et Healthy 24 (M/F)  Isocaloric 2 wk Randomized crossover fsIVGTT !
al. 1991 (37) 50% fat, 30% cho® vs. 15%
fat, 70% cho
Garg et al. T2DM 8 (M) Isocaloric 3 wk Randomized crossover Clamp —
1992 (38) 50% fat, 35% cho vs. 25% fat,
60% cho
Parillo et al. T2DM 10 (M/F)  Isocaloric 2 wk Randomized crossover Clamp 1
1992 (92) 40% fat, 40% cho® vs. 20%
fat, 60% cho
Hughes et al. IGT 20 (M/F)  Isocaloric 12 wk Randomized controlled  Clamp —
1995 (93) 30% fat, 50% cho vs. 20% fat,
60% cho
Lovejoy et al. Healthy 31 (F) Isocaloric 3 wk Randomized crossover fsIVGTT !
1998 (39) 50% fat, 35% cho® vs. 20%
fat, 55% cho
Bisschop et al. Healthy 6 (M) Isocaloric 11d Balanced assignment Clamp 1
2001 (94) 83% fat, 2% cho® vs. 41% fat,
44% cho
Samaha et al. Obese (T2DM, 79 (M/F)  Ad libitum caloric intake low- 24 wk Randomized controlled  Quicki 1
2003 (41) IRS) cho (<30 g cho)* vs. caloric
restricted, <30% fat
Foster et al. Obese 63 (M/F)  Ad libitum caloric intake low- 48 wk Randomized controlled  Quicki —

2003 (40)

cho (<20 g cho) vs. caloric

restricted, <25% fat

Clamp, Hyperinsulinemic euglycemic glucose clamp; T2DM, type 2 diabetes mellitus; IGT, impaired glucose tolerance; cho, carbohydrate;
IS, insulin sensitivity; M, male; F, female; Quicki, quantitative insulin-sensitivity check; |, decrease; 1, increase; —, unchanged.

“ Dietary subgroup experiencing the change in insulin sensitivity.

the index is affected by insulin secretion, which can vary
independently from insulin sensitivity among individuals
(42). Despite this limitation, the index was interpreted to
show an increase in insulin sensitivity at 6 months but no
change from baseline at 1 yr in both dietary subgroups, with
no significant differences between the subgroups. In the
second study, Samaha et al. (41) compared the effects of a
low-carbohydrate (=30 g/d), high-fat diet vs. a low-fat (=30
g/d) National Heart Lung and Blood Institute diet (43)
designed to create a caloric deficit of 500 kcal/d. Their sub-
jects were severely obese (mean BMI, 43 kg/m?), and most
were African-Americans, hypertensive, and characterized by
either type 2 diabetes or the IRS. In this 6-month study,
subjects on the high-fat diet lost more weight than those on
the low-fat diet; however, the amount of weight loss was low
(5.8 vs. 1.9 kg), and the dropout rate was again very high,
particularly in the high-fat diet group (47 vs. 33% in the
low-fat diet group), indicative of pervasive noncompliance.
The authors also emphasized that the high-fat diet led to
greater improvements in insulin sensitivity than the low-fat
diet group, but these effects were minimal, and the authors
again used a suboptimal index based on fasting glucose and
insulin levels as a measure of insulin sensitivity.

An alternative approach to an ad libitum high-fat diet is an
ad libitum high-carbohydrate diet consisting of high-fiber
foods with low caloric density (44, 45). This approach can
also be used effectively to promote weight loss. An example
is the EatRight program employed at the University of Al-
abama at Birmingham (46). This program emphasizes the
ingestion of large quantities of high-bulk, low-energy density

foods (primarily vegetables, fruits, high-fiber grains, and
cereals) and moderation in high-energy density foods
(meats, cheeses, sugars, and fats). This approach produces
equal satiety at reduced energy intake compared with a
high-fat diet comprised of energy-dense foods. EatRight par-
ticipants lose an average of 6.3—-8.2 kg by the end of the 12-wk
program, and, overall, 53% of participants maintain their
reduced weight or continue to lose weight 2 yr later, whereas
only 23% regain all their lost weight (47, 48).

On balance, the studies published to date indicate that
high-fat diets can be used safely to effect short-term weight
loss, without adversely affecting cardiovascular risk fac-
tors such as blood pressure and circulating lipids (40, 41,
49). The few studies that have compared high- vs. low-fat
diets cannot be construed as indicating that high-fat diets
are more effective in achieving weight loss than low-fat,
high-fiber diets. For example, in addition to high rates of
dropout and noncompliance, the studies by Foster et al.
(40) and Samaha et al.(41) did not control for the types or
composition of fat or carbohydrates in the diets, which
could have affected study end points. As discussed below,
variations in the types of fats in the high-fat diets [e.g.
amount of saturated vs. monounsaturated FAs (MUFAs)]
or types of carbohydrate in the low-fat diets (e.g. ratio of
available carbohydrate to fiber) may have influenced
study parameters and contributed to inconsistent results
with respect to weight loss, insulin sensitivity, and lipid
levels. Regardless, the extent of weight loss is directly
related to reduced caloric ingestion. Previous metabolic
studies have shown that when the energy content of an
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energy-deficient diet is stable, macronutrient composition
doesnotinfluence weightloss (50, 51). Additional research
is needed to explore differential effects of low- and high-
fat diets on weight loss, appetite behavior, satiety, insulin
sensitivity, and cardiovascular disease risk factors in both
the short and long term. Very little is known regarding
long-term safety of high-fat diets and their long-term ef-
fects on metabolism and cardiovascular disease risk.

Alterations in Composition of Dietary Fat
Composition of dietary fat: saturated vs. polyunsaturated

Investigators have examined whether the composition
of dietary FAs, as opposed to total fat consumption, can
modulate insulin sensitivity and cardiovascular risk fac-
tors (52, 53). With respect to saturated fat, epidemiological
studies show that high intake of total and saturated fat is
associated with insulin resistance, and this relationship
may be dependent on increased body adiposity (54). How-
ever, multiple cross-sectional studies have found that in-
take of both saturated and trans FAs is associated with
hyperinsulinemia and with risk of type 2 diabetes, inde-
pendent of general obesity (55-57). High intake of poly-
unsaturated FAs (PUFAs) does not appear to have the
same adverse effects and may even result in an increase in
insulin sensitivity (58). For example, Summers et al. (59)
recently studied the effect of substituting dietary saturated
fat with polyunsaturated fat on insulin sensitivity in
healthy, obese, and type 2 diabetic subjects. Their findings
demonstrated that an isocaloric diet enriched in polyun-
saturated fat resulted in both an increase in insulin sen-
sitivity assessed by glucose clamp and a lowering of LDL
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cholesterol when compared with a diet rich in saturated
FAs. However, it was not possible in this study to conclude
whether it was the increase in dietary PUFA or the de-
crease in saturated fat that produced the relative benefits
in the PUFA diet subgroup. In addition, diets enriched in
polyunsaturated fat have not consistently been shown to
improve insulin sensitivity (60), and long-term interven-
tion trials have not been conducted. Discrepancies in the
short-term studies are often attributable to the failure to
control for dietary FA and carbohydrate composition (e.g.
amount of MUFA), total calories, physical activity, and
population characteristics such age, gender, and adiposity.

MUFAs

Beneficial effects of a high-MUFA diet on glycemic control
in type 2 diabetes have been demonstrated in a metaanalysis
of randomized trials using isoenergetic high-MUFA diets
(61). More recently, short-term intervention studies in
healthy volunteers have shown that the isocaloric substitu-
tion of MUFA for saturated fat (62), or even substituting
MUFA for carbohydrates, can have positive effects on insulin
sensitivity (63). Similar results were obtained in a 3-month
trial that evaluated insulin sensitivity in healthy volunteers
receiving diets varying in FA composition (w-3 PUFA vs.
MUFA vs. saturated fat). It was the MUFA-enriched diet that
led to significant increases in insulin sensitivity, and this
effect was greater when the total amount of fat was modest
(<37% of calories) (64). Table 2 summarizes randomized
design studies assessing effects of diets with variable fat
composition on insulin sensitivity.

TABLE 2. Intervention studies assessing effects of dietary FAs (degree of saturation) on insulin sensitivity

Study Participants No. (gender) Diet Follow-up Design Method IS
Garg et al. 1992 T2DM 8 (M) Isocaloric 3 wk Randomized crossover Clamp —
(38) 50% fat (32% MUFA, 11% sat)
35% cho vs. 25% fat (12%
MUFA, 8% sat) 60% cho
Parillo et al. T2DM 10 (M/F) Isocaloric 2 wk Randomized crossover Clamp 1
1992 (92) 40% fat (MUFA 29%, 7% sat) 40%
cho® vs. 20% fat (MUFA 13%,
sat 5%) 60% cho
Thomsen et al. First-degree 16 (M/F) Isocaloric 4 wk Randomized crossover fsIVGTT —
1999 (63) relatives of 40% fat (MUFA 25%) 45% cho vs.
T2DM 30% fat (10% MUFA) 55% cho
Perez-Jimenez et Healthy 59 (M/F) Isocaloric 4 wk Randomized crossover ITT 1
al. 2001 (62) 38% fat (12% MUFA, 20% sat)
47% cho vs. 38% fat (22%
MUFA) 47% cho® vs. 28% fat
(12% MUFA) 57% cho®
Lovejoy et al. Healthy 25 (M/F) Isocaloric 4 wk Randomized, double-  fsSIVGTT —
2002 (95) All with 28% fat, 57% cho; 9% blind crossover
MUFA vs. 9% sat vs. 9% trans
fatty acid
Summers et al. Healthy, obese, 18 (M/F) Isocaloric 5 wk Randomized crossover Clamp 1
2002 (59) T2DM High PUFA“ vs. high sat fat
Vessby et al. Healthy, obese 162 (M/F) Isocaloric 12 wk  Randomized controlled fsIVGTT 1
2001 (71) All with 37% fat; high sat fat

(17% sat, 14% MUFA) vs. high
MUFA (8% sat, 23% MUFA)*

Clamp, Hyperinsulinemic euglycemic glucose clamp; ITT, modified insulin tolerance test; T2DM, type 2 diabetes mellitus; IS, insulin
sensitivity; cho, carbohydrate; sat, saturated; M, male; F, female; 1, increase; —, unchanged.

“ Dietary subgroup experiencing the change in insulin sensitivity.
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w-3 and w-6 FAs and conjugated linoleic acids (CLAs)

w-6-FAs and w-3-FAs are the two main types of dietary
PUFAs. Although evidence suggests that w-3-FA from fish or
fish oil may help prevent heart disease (65), the effects of w-3
and w-6 FA on glucose homeostasis are inconsistent (58, 66,
67). Human studies have shown that enhanced insulin sen-
sitivity is associated with an enrichment in tissue levels of
long-chain w-3 FAs in skeletal muscle (68) and that a high
ratio of phospholipid w-6/w-3 in muscle membrane lipids is
associated with increased fasting insulin levels and relative
body weight (69). However, these associations do not nec-
essarily imply causality with respect to dietary ingestion,
which can be confirmed only by intervention studies. Short-
term diet intervention studies in subjects with and without
type 2 diabetes have shown that there is no effect of w-3 FAs
on insulin sensitivity. Interventions in these studies involved
dietary fish oil supplementation (3-6 g/d), with a duration
that ranged from 2-12 wk (53). Longer term intervention
studies are few in number but have also failed to show
significant improvements in insulin sensitivity in healthy
and diabetic patients (70, 71). For example, a 6-month ran-
domized controlled trial in diabetic patients evaluated the
effects of a moderate supplementation of fish oil (2.7 g/d for
the first 2 months and 1.7 g/d for the remaining 4 months)
on glucose control and lipid metabolism. Fish oil had a sig-
nificant hypotriglyceridemic effect, without any change in
glucose control and no change in peripheral glucose use
measured by hyperinsulinemic clamp (71).

More recently, investigators have hypothesized that CLAs
can modulate human adiposity and insulin sensitivity. This
is based on studies in human adipocytes showing that trans
10, cis-12 CLA attenuates triglyceride content and differen-
tiation, whereas cis-9, trans-11 CLA isomers increase triglyc-
eride accumulation and expression of adipocyte-specific
genes (72, 73). Also, in rodents, there is evidence that mixed
CLA isomers may reverse insulin resistance and exert ben-
eficial effects on glucose metabolism in diabetes (74). How-
ever, in vivo metabolic studies have provided conflicting
results in humans. Obese subjects receiving 3.4 g/d of the
trans-10, cis-12 CLA isomer lost weight and waist circum-
ference after 12 wk but surprisingly became more insulin
resistant. In contrast, subjects receiving 3.4 g/d of a mixture
of CLA isomers, cis-9, trans-11 and trans-10, cis-12, during the
same period experienced no effects on body weight or insulin
sensitivity from baseline (75). Additional trials are needed to
assess whether specific CLAs affect human adiposity and
insulin action.

In conclusion, with respect to dietary fat composition,
diets enriched in saturated and trans FAs may increase in-
sulin resistance, whereas monounsaturated fat appears to
improve insulin sensitivity. On the other hand, metabolic
studies using diets high in PUFAs have provided conflicting
conclusions on the effect of these compounds in glucose
metabolism.

Alterations in Composition of Dietary Carbohydrate

As observed for fat, the composition of dietary carbohy-
drates, as opposed to the total amount, may potentially in-
fluence body weight and insulin sensitivity. The glycemic
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index (GI) has been established to physiologically classify
carbohydrates based on postmeal glycemic responses be-
cause this is not always predictable based on simple vs.
complex chemical structure (76). The South Beach and Zone
diets advocate low carbohydrates or the right kind of car-
bohydrates in an attempt to minimize dietary GI, whereas the
Atkins diet minimizes ingestion of all carbohydrates. The
originators of these diets purport that high-GI responses are
central to mechanisms promoting weight accretion and
should be avoided for effective dieting. The scientific basis
for these claims falls far short of the enthusiasm with which
the lay public has embraced the low-carbohydrate phenom-
enon. Nevertheless, there exist some supportive data, al-
though any benefits may relate more to dietary fiber than to
available carbohydrate.

In terms of weight management, the data are equivocal as
to whether high-GI diets promote weight gain. A recent
evidence-based report from the World Health Organization
found that the only convincing dietary factor protecting
against weight gain and obesity was a high dietary fiber
intake (77). In addition, popular low-carbohydrate diets at-
tempt to lower dietary GI to prevent high insulin secretory
responses because insulin is considered the culprit acting as
a direct appetite stimulant. This is despite any rigorous sup-
portive evidence and convincing data to the contrary that
central administration of insulin acts to suppress appetite
and reduce energy intake in primates and rodents (78). For
the most part, studies on the effects of low- vs. high-GI foods
have assessed short-term effects of foods or liquid meals on
hunger, satiation, satiety, and short-term energy intake.
Overall, results from these investigations indicate that con-
sumption of high-GI carbohydrates has less of an effect to
suppress appetite and a diminished ability to induce satia-
tion and satiety than foods with lower GI (79, 80). The im-
plication is that long-term consumption of high-GI diets may
lead to energy overconsumption and, therefore, promote
weight gain and/or the maintenance of excess body weight.
However, long-term controlled clinical trials demonstrating
beneficial effects of low- vs. high-GI diets on body weight are
lacking. Furthermore, because the method of food prepara-
tion and multiple dietary and physiological factors all affect
G, its validity as a meaningful way to characterize food has
been questioned, and its implementation in nutritional rec-
ommendations is problematic (81).

With respect to effects on insulin sensitivity, observational
studies suggest that diets enriched in simple carbohydrates
and/or fructose can be associated with lower plasma high-
density lipoprotein cholesterol and insulin resistance (82, 83),
whereas diets supplying higher amounts of complex carbo-
hydrates and fiber are associated with increased insulin sen-
sitivity (84, 85). Consistent with this idea, studies in rodents
demonstrate that high-sucrose and high-fructose diets in-
duce insulin resistance. However, controlled intervention
studies in humans indicate that high-sucrose or high-fructose
diets do not have these same consequences and do not
worsen insulin sensitivity when assessed by hyperinsuline-
mic clamps (reviewed in Ref. 86).

Available data suggest that dietary fiber, rather than avail-
able carbohydrates or dietary GI per se, may be directly re-
sponsible for effects of carbohydrates on insulin sensitivity
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in humans. In a randomized crossover study comparing
isocaloric high- vs. low-GI diets, there was no observed ben-
efit of the low-GI diet on insulin sensitivity (87). However,
a low-GI diet with a greater amount of fiber and whole-grain
products seemed to improve glycemic and insulin responses
and lowered the risk of type 2 diabetes (52), indicating that
the fiber content in low-GI foods may play a role in their
metabolic effects. In support of this contention, studies on the
effects of dietary intake of fiber, particularly whole-grain
foods, have been fairly consistent in demonstrating an effect
to enhance insulin sensitivity (88-90). In the Insulin Resis-
tance Atherosclerosis study, which included 978 adults with
normal or impaired glucose tolerance, whole-grain intake
was significantly associated with insulin sensitivity, as as-
sessed by the fsSIVGTT. The analyses indicated that the fiber
and magnesium content of whole-grain foods accounted for
a large part of their effect on insulin sensitivity (88). In the
Framingham Offspring Cohort, whole-grain intake was in-
versely associated with BMI, LDL cholesterol, and fasting
insulin, and this was again largely attributable to dietary
fiber and magnesium (89). Finally, a randomized controlled
experiment employing hyperinsulinemic euglycemic clamps
showed that a whole-grain diet improved insulin sensitivity
over baseline, whereas a refined-grain diet had no effects
over a 6-wk period (90).

Conclusions

Weight loss under any dietary formulation depends on
hypocaloric intake, and moderate weight loss will result in
augmented insulin sensitivity. However, increments in in-
sulin sensitivity may be more directly related to loss of in-
tramyocellular or omental fat rather than loss of total body
weight per se. Alterations in dietary composition can also
facilitate weight loss and / or increase insulin sensitivity. Pop-
ular low-carbohydrate diets are in essence high-fat diets be-
cause the caloric deficit from carbohydrate restriction is not
easily compensated by an increase in protein calories. These
high-fat diets have been shown to be safe in the short term;
however, their long-term safety has not been established.
With respect to insulin sensitivity, diets enriched in saturated
fats can induce insulin resistance, whereas fat substitution
with monounsaturated fats can enhance insulin sensitivity.
Therefore, in assessing the safety of high-fat diets, it is im-
portant to control for the composition of ingested fat. High-
fiber, high-carbohydrate diets comprised of foods with low
caloric density can similarly be used for effective weight
reduction and to ameliorate insulin resistance. Although
some data suggest that low-GI diets are most advantageous
in this regard, these effects may have more to do with in-
crements in dietary fiber than differences in available
carbohydrates.

Popular low-carbohydrate, high-fat diets are being widely
embraced as an alternative to challenging modifications in
lifestyle and intentional calorie reduction. Current data do
not support such unbridled enthusiasm for these diets, par-
ticularly as a substitute for high-fiber, high-carbohydrate
diets emphasizing intake of fresh vegetables and fruits.
Long-term studies to determine the efficacy and safety of

J Clin Endocrinol Metab, September 2004, 89(9):4197-4205 4203

both popular and experimental diets are warranted in the
current context of the obesity epidemic.

Acknowledgments

We thank research nurses Penny Wallace, Amy Hutto, and Colleen
Lenz and the research volunteers for their participation.

Received April 9, 2004. Accepted May 20, 2004.

Address all correspondence and requests for reprints to: W. Timothy
Garvey, M.D., Department of Nutrition Sciences, Webb 232, University
of Alabama at Birmingham, 1675 University Boulevard, Birmingham,
Alabama 35294-3360. E-mail: garveyt@uab.edu.

This work was supported by the National Institutes of Health (Grants
DK-38764 and PO1 HL-55782), the Merit Review Program of the De-
partment of Veterans Affairs, and the University of Alabama at Bir-
mingham (Grant M01-RR-00032) and Medical University of South Caro-
lina (Grant M01-RR-1070) General Clinical Research Centers.

References

1. DeFronzo RA 1997 Pathogenesis of type 2 diabetes: metabolic and molecular
implications for identifying diabetes genes. Diabetes Rev 5:177-269
2. Haffner S, Taegtmeyer H 2003 Epidemic obesity and the metabolic syndrome.
Circulation 108:1541-1545
3. Reaven GM 1995 Pathophysiology of insulin resistance in human disease.
Physiol Rev 75:473-486
4. Alberti KG, Zimmet PZ 1998 Definition, diagnosis and classification of dia-
betes mellitus and its complications: I. Diagnosis and classification of diabetes
mellitus provisional report of a WHO consultation. Diabet Med 15:539-553
5. Expert Panel on Detection, Evaluation, and Treatment of High Blood Cho-
lesterol in Adults 2001 Executive Summary of the Third Report of the National
Cholesterol Education Program (NCEP) Expert Panel on Detection, Evalua-
tion, and Treatment of High Blood Cholesterol in Adults (Adult Treatment
Panel IIT). JAMA 285:2486-2497
6. Liao Y, Kwon S, Shaughnessy S, Wallace P, Hutto A, Jenkins AJ, Klein RL,
Garvey WT 2004 Critical evaluation of Adult Treatment Panel III criteria in
identifying insulin resistance with dyslipidemia. Diabetes Care 27:978-983
7. Bogardus C, Lillioja S, Mott D, Reaven GR, Kashiwagi A, Foley JE 1985
Relationship between obesity and maximal insulin-stimulated glucose uptake
in vivo and in vitro in man. Int J Obes 9 (Suppl 1):149
8. Bonora E, Del Prato S, Bonadonna RC, Gulli G, Solini A, Shank ML, Ghiatas
AA, Lancaster JL, Kilcoyne RF, Alyassin AM 1992 Total body fat content and
fat topography are associated differently with in vivo glucose metabolism in
nonobese and obese nondiabetic women. Diabetes 41:1151-1159
9. Kahn SE, Prigeon RL, McCulloch DK, Boyko EJ, Bergman RN, Schwartz
MW, Neifing JL, Ward WK, Beard JC, Palmer JP 1993 Quantification of the
relationship between insulin sensitivity and p-cell function in human subjects.
Evidence for a hyperbolic function. Diabetes 42:1663-1672
10. Bogardus C, Lillioja S 1992 Pima Indians as a model to study the genetics of
NIDDM. J Cell Biochem 48:337-343
11. Ferrannini E, Natali A, Bell P, Cavallo-Perin P, Lalic N, Mingrone G 1997
Insulin resistance and hypersecretion in obesity. European Group for the Study
of Insulin Resistance (EGIR). J Clin Invest 100:1166-1173
12. Hollenbeck CB, Reaven GM 1987 Variations in insulin-stimulated glucose
uptake in healthy individuals with normal glucose tolerance. J Clin Endocrinol
Metab 64:169-173
13. U.S. Department of Agriculture 1992 The food guide pyramid. Human Nu-
trition Information Service Home and Garden Bulletin, No. 252. Washington,
DC: U.S. Department of Agriculture
14. Atkins RC 1998 Dr. Atkins’ new diet revolution. New York: Avon Books
15. Agatston A 2003 The South Beach diet: the delicious, doctor-designed, fool-
proof plan for fast and healthy weight loss. Emmaus, PA: Rodale Press
16. Sears B, Lawren B 1995 The zone: a dietary road map to lose weight perma-
nently, reset your genetic code, prevent disease, achieve maximum physical
performance. New York: Harper Collins
17. Jones CN, Abbasi F, Carantoni M, Polonsky KS, Reaven GM 2000 Roles of
insulin resistance and obesity in regulation of plasma insulin concentrations.
Am ] Physiol Endocrinol Metab 278:501-508
18. McLaughlin T, Abbasi F, Carantoni M, Schaaf P, Reaven G 1999 Differences
in insulin resistance do not predict weight loss in response to hypocaloric diets
in healthy obese women. J Clin Endocrinol Metab 84:578-581
19. Reaven GM 2003 Importance of identifying the overweight patient who will
benefit the most by losing weight. Ann Intern Med 138:420-423
20. Kelly D, Wing R, Buonocore C, Sturis J, Polonsky K, Fitzimmons M 1993
Relative effects of calorie restriction and weight loss in noninsulin-dependent
diabetes mellitus. J Clin Endocrinol Metab 77:1287-1293
21. Goodpaster BH, Kelley DE, Wing RR, Meier A, Thaete FL 1999 Effects of

Downloaded from jcem.endojournals.org by on November 30, 2009


http://jcem.endojournals.org

4204 J Clin Endocrinol Metab, September 2004, 89(9):4197—-4205

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

weight loss on regional fat distribution and insulin sensitivity in obesity.
Diabetes 48:839-847

Henry RR, Gumbiner B 1991 Benefits and limitations of very-low-calorie diet
therapy in obese NIDDM. Diabetes Care 14:802—823

Wing RR, Koeske R, Epstein LH, Nowalk MP, Gooding W, Becker D 1987
Long-term effects of modest weight loss in type Il diabetic patients. Arch Intern
Med 147:1749-1753

McLaughlin T, Abbasi F, Kim HS, Lamendola C, Schaaf P, Reaven G 2001
Relationship between insulin resistance, weight loss, and coronary heart dis-
ease risk in healthy, obese women. Metabolism 50:795-800

Gan SK, Kriketos AD, Poynten AM, Furler SM, Thompson CH, Kraegen EW,
Campbell LV, Chisholm DJ 2003 Insulin action, regional fat, and myocyte
lipid: altered relationships with increased adiposity. Obes Res 11:1295-1305
Fernandes J, Martin K, Hutto AW, Dawkins CR, Newcomer BR, Vestri HS,
Wallace P, Maianu L, Garvey WT 2003 Relationship between insulin sensi-
tivity and intramyocellular lipid during short term very low calorie diet in
obese type 2 diabetics. Diabetes 52(Suppl 1):328 (Abstract)

Bray GA 2003 Low-carbohydrate diets and realities of weight loss. JAMA
289:1853-1855

Stubbs RJ, Mazlan N, Whybrow S 2001 Carbohydrates, appetite and feeding
behavior in humans. J Nutr 131:27755-2781S

Yao M, Roberts SB 2001 Dietary energy density and weight regulation. Nutr
Rev 59:247-258

Diabetes Prevention Program Research Group 2002 Reduction in the inci-
dence of type 2 diabetes with lifestyle intervention or metformin. N Engl ] Med
346:393-403

Must A, Spadano J, Coakley EH, Field AE, Colditz G, Dietz WH 1999 The
disease burden associated with overweight and obesity. JAMA 282:1523-1529
Despres JP 1993 Abdominal obesity as important component of insulin-re-
sistance syndrome. Nutrition 9:452—-459

Perseghin G, Scifo P, De Cobelli F, Pagliato E, Battezzati A, Arcelloni C,
Vanzulli A, Testolin G, Pozza G, Del Maschio A, Luzi L 1999 Intramyocel-
lular triglyceride content is a determinant of in vivo insulin resistance in
humans: a 'H-">C nuclear magnetic resonance spectroscopy assessment in
offspring of type 2 diabetic parents. Diabetes 48:1600-1606

Banting W 1864 Letter on corpulence, addressed to the public. 3rd ed. London:
Harrison

Borkman M, Campbell LV, Chisholm D], Storlien LH 1991 Comparison of
the effects on insulin sensitivity of high carbohydrate and high fat diets in
normal subjects. J Clin Endocrinol Metab 72:432-437

Howard BV, Abbott WG, Swinburn BA 1991 Evaluation of metabolic effects
of substitution of complex carbohydrates for saturated fat in individuals with
obesity and NIDDM. Diabetes Care 14:786-795

Swinburn BA, Boyce VL, Bergman RN, Howard BV, Bogardus C 1991 De-
terioration in carbohydrate metabolism and lipoprotein changes induced by
modern, high fat diet in Pima Indians and Caucasians. ] Clin Endocrinol Metab
73:156-165

Garg A, Grundy SM, Unger RH 1992 Comparison of effects of high and low
carbohydrate diets on plasma lipoproteins and insulin sensitivity in patients
with mild NIDDM. Diabetes 41:1278-1285

Lovejoy JC, Windhauser MM, Rood JC, de la Bretonne JA 1998 Effect of a
controlled high-fat versus low-fat diet on insulin sensitivity and leptin levels
in African-American and Caucasian women. Metabolism 47:1520-1524
Foster GD, Wyatt HR, Hill JO, McGuckin BG, Brill C, Mohammed BS,
Szapary PO, Rader DJ, Edman JS, Klein S 2003 A randomized trial of a
low-carbohydrate diet for obesity. N Engl ] Med 348:2082-2090

Samaha FF, Igbal N, Seshadri P, Chicano KL, Daily DA, McGrory J, Williams
T, Williams M, Gracely EJ, Stern L 2003 A low-carbohydrate as compared
with a low-fat diet in severe obesity. N Engl ] Med 348:2074-2081

Bergman RN, Hope ID, Yang YJ, Watanabe RM, Meador MA, Youn JH, Ader
M 1989 Assessment of insulin sensitivity in vivo: a critical review. Diabetes
Metab Rev 5:411-429

1998 Clinical guidelines on the identification, evaluation, and treatment of
overweight and obesity in adults: the evidence report—executive summary.
Obes Res 6(Suppl 2):515-63S

Astrup A, Astrup A, Buemann B, Flint A, Raben A 2002 Low-fat diets and
energy balance: how does the evidence stand in 2002? Proc Nutr Soc 61:299—-
309

Rolls BJ, Bell EA 2000 Dietary approaches to the treatment of obesity. Med Clin
North Am 84:401-418

Weinsier RL, Wilson NP, Morgan SL, Cornwell AR, Craig CB 1997 EatRight
lose weight: seven simple steps. Birmingham, AL: Oxmoor House
Fitzwater SL, Weinsier RL, Wooldridge NH, Birch R, Liu C, Bartolucci AA
1991 Evaluation of long-term weight changes after a multidisciplinary weight
control program. ] Am Diet Assoc 91:421-429

Weinsier RL, Bacon JA, Birch R 1983 Time-calorie displacement diet for
weight control: a prospective evaluation of its adequacy for maintaining nor-
mal nutritional status. Int ] Obes 7:539-548

Brehm BJ, Seeley RJ, Daniels SR, D’Alessio DA 2003 A randomized trial
comparing a very low carbohydrate diet and a calorie-restricted low fat diet
on body weight and cardiovascular risk factors in healthy women. J Clin
Endocrinol Metab 88:1617-1623

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

Lara-Castro and Garvey ® Diet, Insulin Resistance, and Obesity

Golay A, Eigenheer C, Morel Y, Kujawski P, Lehmann T, de Tonnac N 1996
Weight-loss with low or high carbohydrate diet? Int ] Obes Relat Metab Disord
20:1067-1072

Yang MU, Van Itallie TB 1976 Composition of weight lost during short-term
weight reduction. Metabolic responses of obese subjects to starvation and
low-calorie ketogenic and nonketogenic diets. ] Clin Invest 58:722-730

Hu FB, van Dam RM, Liu S 2001 Diet and risk of type II diabetes: the role of
types of fat and carbohydrate. Diabetologia 44:805-817

Rivellese AA, De Natale C, Lilli S 2002 Type of dietary fat and insulin
resistance. Ann NY Acad Sci 967:329-335

Mayer-Davis EJ, Monaco JH, Hoen HM, Carmichael S, Vitolins MZ, Rewers
M]J, Haffner SM, Ayad MF, Bergman RN, Karter AJ 1997 Dietary fat and
insulin sensitivity in a triethnic population: the role of obesity. The Insulin
Resistance Atherosclerosis Study (IRAS). Am J Clin Nutr 65:79-87

Maron DJ, Fair JM, Haskell WL 1991 Saturated fat intake and insulin resis-
tance in men with coronary artery disease. The Stanford Coronary Risk In-
tervention Project Investigators and Staff. Circulation 84:2020-2027
Marshall JA, Bessesen DH, Hamman RF 1997 High saturated fat and low
starch and fibre are associated with hyperinsulinaemia in a non-diabetic pop-
ulation: the San Luis Valley Diabetes Study. Diabetologia 40:430—438
Parker DR, Weiss ST, Troisi R, Cassano PA, Vokonas PS, Landsberg L 1993
Relationship of dietary saturated fatty acids and body habitus to serum insulin
concentrations: the Normative Aging Study. Am J Clin Nutr 58:129-136
Salmeron J, Hu FB, Manson JE, Stampfer MJ, Colditz GA, Rimm EB, Willett
WC 2001 Dietary fat intake and risk of type 2 diabetes in women. Am J Clin
Nutr 73:1019-1026

Summers LK, Fielding BA, Bradshaw HA, Ilic V, Beysen C, Clark ML, Moore
NR, Frayn KN 2002 Substituting dietary saturated fat with polyunsaturated
fat changes abdominal fat distribution and improves insulin sensitivity. Dia-
betologia 45:369-377

Mayer EJ, Newman B, Quesenberry Jr CP, Selby JV 1993 Usual dietary fat
intake and insulin concentrations in healthy women twins. Diabetes Care
16:1459-1469

Garg A 1998 High-monounsaturated-fat diets for patients with diabetes mel-
litus: a meta-analysis. Am J Clin Nutr 67:5775-582S

Perez-Jimenez F, Lopez-Miranda J, Pinillos MD, Gomez P, Paz-Rojas E,
Montilla P, Marin C, Velasco MJ, Blanco-Molina A, Jimenez Pereperez JA,
Ordovas JM 2001 A Mediterranean and a high-carbohydrate diet improve
glucose metabolism in healthy young persons. Diabetologia 44:2038 2043
Thomsen C, Rasmussen O, Christiansen C, Pedersen E, Vesterlund M, Storm
H, Ingerslev J, Hermansen K 1999 Comparison of the effects of a monoun-
saturated fat diet and a high carbohydrate diet on cardiovascular risk factors
in first degree relatives to type-2 diabetic subjects. Eur J Clin Nutr 53:818-823
Rivellese AA 2000 Effects of w-3 fatty acids on carbohydrate and lipid
metabolism in healthy people: the KANWU study. Diabetologia 43(Suppl 11):
A3 (Abstract)

Simopoulos AP 1997 w-3 Fatty acids in the prevention-management of car-
diovascular disease. Can J Physiol Pharmacol 75:234-239

Vessby B, Aro A, Skarfors E, Berglund L, Salminen I, Lithell H 1994 The risk
to develop NIDDM is related to the fatty acid composition of the serum
cholesterol esters. Diabetes 43:1353-1357

Houtsmuller AJ, van Hal-Ferwerda J, Zahn KJ, Henkes HE 1980 Favourable
influences of linoleic acid on the progression of diabetic micro- and macro-
angiopathy. Nutr Metab 24(Suppl 1):105-118

Borkman M, Storlien LH, Pan DA, Jenkins AB, Chisholm DJ, Campbell LV
1993 The relation between insulin sensitivity and the fatty-acid composition of
skeletal-muscle phospholipids. N Engl ] Med 328:238-244

Storlien LH, Pan DA, Kriketos AD, O’Connor J, Caterson ID, Cooney GJ,
Jenkins AB, Baur LA 1996 Skeletal muscle membrane lipids and insulin
resistance. Lipids 31(Suppl):S5261-5265

Rivellese AA, Maffettone A, Iovine C, Di Marino L, Annuzzi G, Mancini M,
Riccardi G 1996 Long-term effects of fish oil on insulin resistance and plasma
lipoproteins in NIDDM patients with hypertriglyceridemia. Diabetes Care
19:1207-1213

Vessby B, Unsitupa M, Hermansen K, Riccardi G, Rivellese AA, Tapsell LC,
Nalsen C, Berglund L, Louheranta A, Rasmussen BM, Calvert GD, Maff-
etone A, Pedersen E, Gustafsson IB, Storlien LH 2001 Substituting dietary
saturated for monounsaturated fat impairs insulin sensitivity in healthy men
and women: the KANWU Study. Diabetologia 44:312-319

Brown JM, Halvorsen YD, Lea-Currie YR, Geigerman C, McIntosh M 2001
Trans-10, cis-12, but not cis-9, trans-11, conjugated linoleic acid attenuates
lipogenesis in primary cultures of stromal vascular cells from human adipose
tissue. ] Nutr 131:2316-2321

Brown JM, Boysen MS, Jensen SS, Morrison RF, Storkson J, Lea-Currie R,
Pariza M, Mandrup S, McIntosh MK 2003 Isomer-specific regulation of me-
tabolism and PPARY signaling by CLA in human preadipocytes. ] Lipid Res
44:1287-1300

Brown JM, McIntosh MK 2003 Conjugated linoleic acid in humans: regulation
of adiposity and insulin sensitivity. ] Nutr 133:3041-3046

Riserus U, Arner P, Brismar K, Vessby B 2002 Treatment with dietary
trans10cis12 conjugated linoleic acid causes isomer-specific insulin resistance
in obese men with the metabolic syndrome. Diabetes Care 25:1516-1521

Downloaded from jcem.endojournals.org by on November 30, 2009


http://jcem.endojournals.org

Lara-Castro and Garvey ® Diet, Insulin Resistance, and Obesity

76.

77.

78.

79.

80.

81.
82.

83.

84.

85.

86.

87.

88.

Kalergis M, Pacaud D, Strychar I, Meltzer S, Jones PJ, Yale JF 2000 Opti-
mizing insulin delivery: assessment of three strategies in intensive diabetes
management. Diabetes Obes Metab 2:299-305

2003 Diet, nutrition and the prevention of chronic diseases. Tech Rep Ser 916.
Geneva: World Health Organization

Schwartz MW, Figlewicz DP, Baskin DG, Woods SC, Porte Jr D 1992 Insulin
in the brain: a hormonal regulator of energy balance. Endocr Rev 13:387-414
Ludwig DS 2000 Dietary glycemic index and obesity. ] Nutr 130(2S Suppl):
2805-283S

Roberts SB 2000 High-glycemic index foods, hunger, and obesity: is there a
connection? Nutr Rev 58:163-169

Pi-Sunyer FX 2002 Glycemic index and disease. Am J Clin Nutr 76:290S-298S
Hollenbeck CB 1993 Dietary fructose effects on lipoprotein metabolism and
risk for coronary artery disease. Am J Clin Nutr 58:800S-809S

Sevak L, McKeigue PM, Marmot MG 1994 Relationship of hyperinsulinemia
to dietary intake in south Asian and European men. Am J Clin Nutr 59:1069 -
1074

Riccardi G, Rivellese AA 1991 Effects of dietary fiber and carbohydrate on
glucose and lipoprotein metabolism in diabetic patients. Diabetes Care 14:
1115-1125

Riccardi G, Rivellese AA 2000 Dietary treatment of the metabolic syndrome:
the optimal diet. Br ] Nutr 83(Suppl 1):5143-5148

Daly M 2003 Sugars, insulin sensitivity, and the postprandial state. Am J Clin
Nutr 78:8655-872S

Kiens B, Richter EA 1996 Types of carbohydrate in an ordinary diet affect
insulin action and muscle substrates in humans. Am J Clin Nutr 63:47-53
Liese AD, Roach AK, Sparks KC, Marquart L, D’Agostino Jr RB, Mayer-

89.

90.

91.

92.

93.

94.

95.

J Clin Endocrinol Metab, September 2004, 89(9):4197-4205 4205

Davis EJ 2003 Whole-grain intake and insulin sensitivity: the Insulin Resis-
tance Atherosclerosis Study. Am J Clin Nutr 78:965-971

McKeown NM, Meigs JB, Liu S, Saltzman E, Wilson PW, Jacques PF 2004
Carbohydrate nutrition, insulin resistance, and the prevalence of the metabolic
syndrome in the Framingham Offspring Cohort. Diabetes Care 27:538-546
Pereira MA, Jacobs Jr DR, Pins JJ, Raatz SK, Gross MD, Slavin JL, Seaquist
ER 2002 Effect of whole grains on insulin sensitivity in overweight hyperin-
sulinemic adults. Am J Clin Nutr 75:848—-855

Paradisi G, Smith L, Burtner C, Leaming R, Garvey WT, Hook G, Johnson
A, Cronin J, Steinberg HO, Baron AD 1999 Dual energy x-ray absorptiometry
assessment of fat mass distribution and its association with the insulin resis-
tance syndrome. Diabetes Care 22:1310-1317

Parillo M, Rivellese AA, Ciardullo AV, Capaldo B, Giacco A, Genovese S,
Riccardi G 1992 A high-monounsaturated-fat/low-carbohydrate diet im-
proves peripheral insulin sensitivity in non-insulin-dependent diabetic pa-
tients. Metabolism 41:1373-1378

Hughes VA, Fiatarone MA, Fielding RA, Ferrara CM, Elahi D, Evans W] 1995
Long-term effects of a high-carbohydrate diet and exercise on insulin action in
older subjects with impaired glucose tolerance. Am J Clin Nutr 62:426-433
Bisschop PH, de Metz J, Ackermans MT, Endert E, Pijl H, Kuipers F, Meijer
AJ, Sauerwein HP, Romijn JA 2001 Dietary fat content alters insulin-mediated
glucose metabolism in healthy men. Am J Clin Nutr 73:554-559

Lovejoy JC, Smith SR, Champagne CM, Most MM, Lefevre M, DeLany JP,
Denkins YM, Rood JC, Veldhuis J, Bray GA 2002 Effects of diets enriched in
saturated (palmitic), monounsaturated (oleic), or trans (elaidic) fatty acids on
insulin sensitivity and substrate oxidation in health adults. Diabetes Care
25:1283-1288

JCEM is published monthly by The Endocrine Society (http://www.endo-society.org), the foremost professional society serving the
endocrine community.

Downloaded from jcem.endojournals.org by on November 30, 2009


http://jcem.endojournals.org

