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Peroxisome proliferator–activated receptor (PPAR)-␣
controls the expression of genes involved in lipid metabolism. PPAR-␣ furthermore participates to maintain
blood glucose during acute metabolic stress, as shown in
PPAR-␣–null mice, which develop severe hypoglycemia
when fasted. Here, we assessed a potential role for
PPAR-␣ in glucose homeostasis in response to long-term
high-fat feeding. When subjected to this nutritional
challenge, PPAR-␣–null mice remained normoglycemic
and normoinsulinemic, whereas wild-type mice became
hyperinsulinemic (190%; P < 0.05) and slightly hyperglycemic (120%; NS). Insulin tolerance tests (ITTs) and
glucose tolerance tests (GTTs) were performed to evaluate insulin resistance (IR). Under standard diet, the
response to both tests was similar in wild-type and
PPAR-␣–null mice. Under high-fat diet, however, the
efficiency of insulin in ITT was reduced and the amount
of hyperglycemia in GTT was increased only in wild-type
and not in PPAR-␣–null mice. The IR index, calculated
as the product of the areas under glucose and insulin
curves in GTT, increased fourfold in high-fat–fed wildtype mice, whereas it remained unchanged in PPAR-␣–
null mice. In contrast, PPAR-␣ deficiency allowed the
twofold rise in adiposity and blood leptin levels elicited
by the diet. Thus, the absence of PPAR-␣ dissociates IR
from high-fat diet–induced increase in adiposity. The
effects of PPAR-␣ deficiency on glucose homeostasis
seem not to occur via the pancreas, because glucosestimulated insulin secretion of islets was not influenced
by the PPAR-␣ genotype. These data suggest that
PPAR-␣ plays a role for the development of IR in
response to a Western-type high-fat diet. Diabetes 50:
2809 –2814, 2001
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itochondrial ␤-oxidation is the major metabolic process by which fatty acids are utilized
intracellularly, thus providing energy primarily for the heart and skeletal muscles. In the
liver, ␤-oxidation also provides the substrates required for
the synthesis of ketone bodies and supplies ATP and
reducing equivalents to sustain gluconeogenesis. The
physiological impact of enzymatic defects in these pathways is evidenced by the phenotype of patients with
inherited ␤-oxidation deficiency. The clinical presentation
includes cardiomyopathy, liver and muscle dysfunction,
and episodes of nonketotic hypoglycemia (rev. in Eaton et
al. [1]). Recently, a mouse model of ␤-oxidation deficiency
was produced by targeted disruption of long-chain acylCoA dehydrogenase, an enzyme that catalyzes the initial
step of this pathway. These mice display several features
that resemble those of patients with ␤-oxidation defects,
including reduced tolerance to fasting as a result of
hypoglycemia and hepatic and cardiac disturbances (2).
The peroxisome proliferator–activated receptor (PPAR)-␣
plays a central role in the control of mitochondrial ␤-oxidation of fatty acids. PPAR-␣–null mice (3) exhibit a
reduced capacity to metabolize long-chain fatty acids
(4,5), which likely contributes to dyslipidemia (6) and
larger adipose stores observed in these mice with aging
(7). When fasted, PPAR-␣–null mice develop a severe and
prolonged hypoglycemia (8,9). Blood glucose levels are
tightly controlled through a coordinated interplay among
the liver, the pancreatic ␤-cells, and peripheral insulinsensitive tissues. Because PPAR-␣ is expressed in these
tissues, with the highest levels in the liver (10,11), this
factor could function in glucose homeostasis. In the present
study, this hypothesis was tested by using PPAR-␣–null
mice and a nutritional challenge known to induce insulin
resistance (IR) in rodents. We show that in the absence of
PPAR-␣, mice develop increased adiposity in response to a
high-fat diet but are protected from the development of IR.
Although beneficial during fasting, the function of PPAR-␣
may prove to be deleterious under long-term metabolic
stress induced by a high-fat Western-type diet.

M

RESEARCH DESIGN AND METHODS
Animals. This study was conducted according to the Guidelines for the Care
and Use of Experimental Animals. Male PPAR-␣–null mice on either pure
Sv/129 (3) or 10 generations– backcrossed C57BL/6N (12) genetic background
were used. Mice were maintained under a constant light-dark cycle (light from
7:00 A.M. to 7:00 P.M.) and received either a standard diet (AO4; UAR, Epinay,
France) or a high-fat diet containing hydrogenated coconut oil (29% wt/wt)
according to Surwit et al. (13). Body weight and food intake, monitored by
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weighing special gridded metal food containers at regular intervals, were
recorded throughout the feeding period. Two independent series of experiments were conducted, one with C57BL/6N mice for 16 weeks and one with
Sv/129 mice for 22 weeks of high-fat feeding. Mice were 2 months old at the
beginning of the feeding period. Except when glucose tolerance tests (GTTs)
or insulin tolerance tests (ITTs) were performed, food was removed 4 h before
the mice were killed, between 10:00 and 12:00 A.M. Blood was obtained from
the orbital sinus. Serum was separated and stored at ⫺20°C. Tissues were
dissected, weighed, frozen in liquid nitrogen, and stored at ⫺80°C until further
use.
GTT. Food was removed for 2 h before the mice were lightly anesthetized
with halothane between 9:00 and 10:00 A.M. Glucose (1 g/kg) was administered
by intraperitoneal injection, and blood samples were collected from the
orbital sinus at various times after the glucose load, as indicated. Plasma
glucose was immediately determined on a glucose Analyzer II (Beckman
Instruments, Fullerton, CA). The areas under the curves (AUCs) were
determined with GraphPad Prism software. The product of glucose and
insulin AUCs was taken as an IR index, as described by Mukherjee et al. (14).
Mice on the Sv/129 genetic background, fed either the standard or high-fat diet
as described above, were used. Wild-type and PPAR-␣–null mice were
submitted to concurrent GTT.
ITT. Food was removed for 2 h before the mice were lightly anesthetized with
halothane, between 9:00 and 10:00 A.M. Insulin (Endopancrine, 0.01 units/
mouse) was administered by intraperitoneal injection, and blood samples
were collected from the orbital sinus at the time points indicated. Plasma
glucose was immediately determined as above. Mice on the Sv/129 genetic
background, fed either the standard or high-fat diet as described above, were
used. Wild-type and PPAR-␣–null mice were submitted to concurrent ITT.
Islet isolation and static incubations. Pancreas was obtained from C57/
BL6N mice fed either the standard or high-fat diet as described above. After
pancreas digestion by intraductal injection of collagenase, isolated islets were
purified by double-hand picking, as described previously (15). After two
washes of 15 min at 37°C in Krebs buffer containing 2.8 mmol/l glucose, islets
were incubated for 60 min in the presence of 2.8 or 16.7 mmol/l glucose. Each
incubation tube contained five islets, and each condition was run at least in
triplicate. Preliminary experiments showed that the genetic background
(Sv/129 versus C57BL/6N) did not influence the rate of insulin secretion in
isolated islets. Islets from wild-type and PPAR-␣–null mice were studied in
concurrent incubations.
Serum assays. Except for GTT and ITT, glucose concentrations were
measured using the glucose oxidase method. Insulin concentrations were
determined with a radioimmunoassay kit (SB INS 15; CIS Bio International,
Gif sur Yvette, France) with rat insulin standards. Leptin was measured using
the rat Linco radioimmunoassay kit (St. Charles, MO), as described by the
manufacturer.
Statistical analysis. Data are shown as means ⫾ SE. Comparison between
groups was performed by Student’s t test. Two-way analysis of variance was
performed to compare glucose curves in ITT. A difference at P ⬍ 0.05 was
considered statistically significant.

RESULTS

PPAR-␣–null mice are protected from high-fat diet–
induced hyperinsulinemia. To evaluate a potential role
for PPAR-␣ in modulating diet-induced IR, Sv/129 wildtype and PPAR-␣–null mice were fed a diet enriched with
hydrogenated coconut oil for several weeks. Plasma glucose and insulin levels were measured at the end of the
feeding period. As expected, a twofold increase in insulin
levels, accompanied by a moderate increase in plasma
glucose, was induced in response to this nutritional challenge in wild-type mice (Fig. 1). Surprisingly, PPAR-␣–null
mice remained normoinsulinemic. Moreover, their plasma
glucose was not increased but rather tended to be lower
than in mice that were fed a standard diet. These observations were confirmed in a second series of experiments,
in which wild-type and PPAR-␣–null mice on the
C57BL/6N genetic background were submitted to high-fat
feeding. A similar pattern of diet-induced changes occurred, demonstrating increased insulin levels in wild-type
but not in PPAR-␣–null mice, and no major alteration of
plasma glucose in either genotype (Table 1). Moreover,
2810

FIG. 1. Effect of high-fat feeding on plasma glucose and insulin. Plasma
glucose and insulin concentrations were measured in blood obtained
from the orbital sinus of mice that had been food-deprived for 4 h.
Wild-type and PPAR-␣–null Sv/129 mice were fed either standard diet
(䡺; n ⴝ 8 per genotype) or high-fat diet (f; n ⴝ 8 per genotype) for 22
weeks. Data represent mean ⴞ SE. *P < 0.01 versus standard diet.

preliminary data indicate that this feature also occurs in
C57BL/6N female mice (data not shown). Thus, the absence of functional PPAR-␣ seems to protect the mice
from high-fat diet–induced hyperinsulinemia.
PPAR-␣ deficiency did not preclude the marked enhancement of adipose tissue mass (Table 1) and circulating leptin (Fig. 2), which occurred in both strains in
response to increased dietary fat. In mice on the Sv/129
genetic background, liver weight also increased, and this
effect was more pronounced in PPAR-␣–null mice (Table
1). Body weight was slightly increased in both strains,
reaching statistical significance in wild-type mice only. In
fitting with the known effect of high-fat feeding on food
intake in rodents, these changes occurred despite similar
caloric intake, independent of the PPAR-␣ genotype.
PPAR-␣–null mice are protected from high-fat diet–
induced IR. Diet-induced hyperinsulinemia is usually
considered as a compensatory response to the development of IR. To evaluate more directly whether IR developed, intraperitoneal ITT and GTT were performed in
Sv/129 wild-type and PPAR-␣–null mice. Glucose and
insulin response curves were not statistically different
between PPAR-␣–null and wild-type mice that were fed a
standard diet (Figs. 3 and 4). By contrast, wild-type mice
exhibited a reduced hypoglycemic response to insulin
(Fig. 3) and increased amounts of hyperglycemia and
insulin release in response to glucose load (Fig. 4) by the
end of the high-fat feeding period. None of these effects
was apparent in PPAR-␣–null mice. Calculating the product of the areas under glucose and insulin curves obtained
in GTT (IR index) allowed demonstration that high-fat
feeding induced a fourfold increase in the IR index of
DIABETES, VOL. 50, DECEMBER 2001
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TABLE 1
Effect of long-term high-fat feeding in wild-type and PPAR-␣–null mice on two genetic backgrounds
C57BL/6N mice
Wild-type
PPAR-␣–null
Standard
High-fat
Standard
High-fat
diet
diet
diet
diet
(n ⫽ 6)
(n ⫽ 6)
(n ⫽ 6)
(n ⫽ 6)
Food intake (kcal 䡠 kg⫺1
䡠 day⫺1)
465 ⫾ 28.5 511 ⫾ 15.2
Body weight (g)
32.7 ⫾ 0.95 38.0 ⫾ 1.37†
Liver weight (g)
1.46 ⫾ 0.12 1.44 ⫾ 0.10
Adiposity index* (%)
1.60 ⫾ 0.33 3.58 ⫾ 0.34†
Plasma glucose (mmol/l) 9.8 ⫾ 0.67 11.5 ⫾ 0.75
Plasma insulin (pmol/l)
209 ⫾ 21.3 398 ⫾ 50.1†

Sv/129 mice
Wild-type
PPAR-␣–null
Standard
High-fat
Standard
High-fat
diet
diet
diet
diet
(n ⫽ 8)
(n ⫽ 8)
(n ⫽ 8)
(n ⫽ 8)

506 ⫾ 21.0 560 ⫾ 28.9
383 ⫾ 7.35 414 ⫾ 13.3
369 ⫾ 11.6 386 ⫾ 22.4
30.8 ⫾ 0.94 32.4 ⫾ 0.78 27.1 ⫾ 0.80 34.5 ⫾ 1.28† 29.6 ⫾ 0.70 33.1 ⫾ 0.90
1.50 ⫾ 0.07 1.48 ⫾ 0.11 1.00 ⫾ 0.03 1.26 ⫾ 0.05† 1.26 ⫾ 0.08 1.95 ⫾ 0.10†
1.71 ⫾ 0.25 3.74 ⫾ 0.40† 2.94 ⫾ 0.23 6.34 ⫾ 0.78† 3.42 ⫾ 0.36 5.93 ⫾ 0.52†
10.6 ⫾ 0.72 9.3 ⫾ 0.42
9.6 ⫾ 0.56 11.6 ⫾ 0.58
9.1 ⫾ 0.41 8.2 ⫾ 0.65
189 ⫾ 31.8 225 ⫾ 30.2
215 ⫾ 23.9 378 ⫾ 38.8† 284 ⫾ 26.9 256 ⫾ 32.3

Data are means ⫾ SE. Mice on the C 57BL/6N genetic background were fed the high-fat diet for 16 weeks. Mice on the Sv/129 genetic
background were fed the high-fat diet for 22 weeks. *Adiposity index was the ratio of epididymal adipose tissue to body weight for C57BL/6N
mice and the ratio of epididymal ⫹ inguinal adipose tissue to body weight for Sv/129 mice. †P ⬍ 0.05 versus standard diet.

wild-type mice, whereas no change was observed in
PPAR-␣–null mice (Table 2). Moreover, individual IR index
increased with the degree of adiposity in wild-type (r2 ⫽
0.63; P ⬍ 0.05) but not PPAR-␣–null mice (data not
shown). Thus, in the absence of PPAR-␣, high-fat feeding
does not seem to induce IR.
Islets from PPAR-␣–null mice exhibit normal insulin
secretion. We next tested whether the absence of PPAR-␣
could alter pancreatic ␤-cell function, by assessing insulin
release in static incubations of islets isolated from
C57BL/6N wild-type or PPAR-␣–null mice. In mice that
were fed a standard diet, equal amounts of insulin were
secreted at low glucose concentration in both groups, and
a similar increase in response to stimulatory glucose
occurred, regardless of the PPAR-␣ genotype (Fig. 5).
Moreover, glucose-stimulated insulin secretion potentiated by palmitate, 3-isobutyl 1-methylxanthine, or carbachol was not altered in the absence of PPAR-␣ (data not
shown). In response to high-fat feeding, insulin release
from wild-type islets tended to increase at low glucose and
remained normal at high glucose concentration. In highfat–fed PPAR-␣–null mice, neither basal nor glucose-stimulated insulin secretion was affected as compared with
mice that were fed a standard diet.

FIG. 2. Relationship between leptin and adipose tissue weight. Plasma
leptin was plotted against the epididymal adipose tissue weight for
wild-type (triangles) and PPAR-␣–null (circles) Sv/129 and C57BL/6
mice, fed either standard diet (open symbols) or high-fat diet (closed
symbols).
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DISCUSSION

The present study, coupled with previous observations
(8,9), reveals an unexpected role of PPAR-␣ in glucose
homeostasis. Indeed, PPAR-␣–null mice display abnormal
systemic glucose metabolism in response to both shortterm (8,9) and long-term (this study) nutritional challenges. In fasted conditions, PPAR-␣–null mice develop
severe hypoglycemia, suggesting that PPAR-␣ function is
crucial to maintain blood glucose during fasting. Our data
suggest that PPAR-␣ is involved in the alterations of
glucose metabolism induced by high-fat feeding, which
lead eventually to hyperglycemia and hyperinsulinemia.
Thus, although this receptor can have a beneficial effect
during fasting, PPAR-␣ seems to provoke potentially deleterious changes in glucose homeostasis after long-term
high-fat feeding.
PPAR-␣– deficiency did not alter systemic glucose and
insulin levels or insulin sensitivity in response to standard
diet feeding, as assessed by ITT and GTT. Consistent with
these observations, normal glucose clearance in response to
intraperitoneal glucose load has been reported in PPAR-␣–

FIG. 3. Effect of high-fat feeding on ITT. Intraperitoneal ITTs were
performed in Sv/129 wild-type (E) and PPAR-␣–null (F) mice fed either
standard or high-fat diet for 22 weeks. Data are expressed relative to
time 0 and represent the means ⴞ SE of seven independent tests.
Response curves were compared by two-way analysis of variance. The
diet effect was statistically significant (P < 0.01) in wild-type mice. The
genotype effect was statistically significant (P < 0.05) in high-fat–fed
mice.
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FIG. 5. Insulin secretion in isolated islets. Insulin secretion was
measured in static incubations of isolated islets from wild-type and
PPAR-␣–null mice on the C57BL/6N genetic background fed standard
diet (䡺) or high-fat diet (f) for 16 weeks. Data are the means ⴞ SE of
three (high-fat diet) and five (standard diet) separate incubations.

FIG. 4. Effect of high-fat feeding on GTT. Intraperitoneal GTTs were
performed in Sv/129 wild-type (E) and PPAR-␣–null (F) mice fed either
standard or high-fat diet for 22 weeks. Data are expressed as changes
relative to time 0 and represent the means ⴞ SE of five independent
tests.

null mice (8). However, a PPAR-␣– dependent alteration of
glucose homeostasis was observed in response to the
high-fat diet. Indeed, in agreement with changes in plasma
glucose and insulin levels, ITT and GTT suggested a
phenotype of IR in wild-type mice, which was absent in
PPAR-␣–null mice. These observations suggest a role for
PPAR-␣ in the control of peripheral glucose utilization in
response to dietary fat. This nuclear receptor is expressed
in muscles and brown adipose tissue, which are major
sites of insulin-sensitive glucose utilization. According to
Randle et al. (16), increased fatty acid oxidation inhibits
insulin-stimulated glucose uptake. The absence of
PPAR-␣, by reducing the rate of fatty acid oxidation,
would favor glucose utilization in these tissues, despite
lower glucose availability as in high-fat–fed mice. Shulman
(17) recently suggested that intracellular fatty acid metabolite(s) could alter insulin signaling. If such a mechanism
is involved in diet-induced IR, then our observations suggest
that the potential mediator(s) derives from PPAR-␣–
dependent pathways. The PPAR-␣–null mice could help to

elucidate the molecular link between fatty acid metabolism and insulin signaling.
In line with our observations, a recent study reported
that PPAR-␣ expression is increased in the liver of highfat–fed rats, potentially as an adaptive response to attenuate liver steatosis (18). Our present data suggest that this
might also result in the activation of metabolic pathways
leading to IR. For example, increased glucose production
from enhanced gluconeogenesis that is stimulated by
increased fatty acid oxidation (19) could be dependent on
a functional PPAR-␣. It is interesting that when this article
was under review, Tordjman et al. (20) reported that
insulin was more efficient to suppress endogenous hepatic
glucose production in the absence of PPAR-␣ in Western
diet–fed apolipoprotein E–null mice. Although not studied
here, it is likely that a similar mechanism is operative
under the experimental conditions of our study.
The present study did not reveal major alterations of
insulin secretion in islets isolated from PPAR-␣–null mice,
regardless of the diet. These observations are surprising
because decreased fatty acid oxidation (as a result of the
absence of PPAR-␣) and, in turn, fat overload are likely to
occur in these islets. On a long-term basis, increased lipid
content results in high basal secretion and decreased
insulin response to glucose. This feature is prominent in
islets of obese prediabetic fa/fa ZDF rats (11) and in INS-1
␤-cells that are exposed long-term to high glucose (21).
Moreover, both conditions are associated with a marked
downregulation of PPAR-␣ expression. It is interesting
that the PPAR-␥ ligand troglitazone reverses the secretory

TABLE 2
Effect of high-fat feeding on IR index
Wild-type

AUC glucose (mg/dl 䡠 2 h)
AUC insulin (ng/dl 䡠 2 h)
IR Index (AUC glucose 䡠 AUC insulin)

Standard diet
(n ⫽ 5)

High-fat diet
(n ⫽ 5)

115 ⫾ 15
17.3 ⫾ 3.1
1,970 ⫾ 413

296 ⫾ 78*
27.6 ⫾ 2.7*
8,400 ⫾ 2,790*

PPAR-␣–null
Standard diet
High-fat diet
(n ⫽ 6)
(n ⫽ 5)
106 ⫾ 16
23.2 ⫾ 6.3
2,490 ⫾ 730

128 ⫾ 27
12.8 ⫾ 2.5
1,680 ⫾ 548

Data are means ⫾ SE. Areas under the insulin and glucose curves were calculated from the data shown in Fig. 4. The IR index is the product
of glucose and insulin AUCs. *P ⬍ 0.05 versus standard diet.
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and lipid alterations of the ␤-cells in ZDF rats (22). This
raises the hypothesis of a compensatory increase in
PPAR-␥ in PPAR-␣–null islets, which might lower fat
content and reduce the deleterious effects of PPAR-␣
deficiency on insulin release. In support of this idea,
PPAR-␥ mRNA is increased in the liver of PPAR-␣–null
mice (7,23). Nevertheless, the efficiency of PPAR-␥ to
compensate for the absence of PPAR-␣ is likely to depend
on several factors, including level of expression and
cellular environment in a given tissue.
Increasing dietary fat in rodents enhances adiposity and
results in elevated plasma leptin levels (13,18,24,25).
PPAR-␣–null mice exhibit the expected phenotype irrespective of the Sv/129 or C57BL/6 genetic background.
This indicates that lep gene regulation is not influenced by
PPAR-␣ signaling, in agreement with previous observations (26,27). Thus, PPAR-␣–null mice define a model for
diet-induced obesity uncoupled from IR. Resistin is a
newly discovered adipose protein that could represent a
molecular link between increased adipose tissue mass and
IR (28). PPAR-␣–null mice may prove to be highly suitable
to test whether altered release and/or action of resistin
accounts for the lack of IR despite increased adipose
tissue mass. Because resistin is primarily, if not exclusively, expressed in white adipose tissue, a direct transcriptional effect of PPAR-␣ is unlikely.
Similar phenotypes, in which IR dissociates from increased adiposity, have been described in some models of
transgenic mice, including mice deficient in 11␤-hydroxysteroid dehydrogenase type 1 (11␤-HSD-1) (29). This enzyme is involved in the conversion of glucocorticoids from
inactive to active form, notably in the liver. As a result of
intrahepatic glucocorticoid deficiency, 11␤-HSD-1–null mice
fail to activate gluconeogenic enzymes under starvation.
Although not demonstrated directly, it is likely that the
gluconeogenic flux remains low in response to high-fat
feeding. In turn, this would reduce hepatic glucose output
and attenuate the diet-induced rise in glycemia. To test
whether this feature might occur in PPAR-␣–null mice, we
measured 11␤-HSD-1 mRNA in the livers of Sv/129
PPAR-␣–null and wild-type mice. No change in 11␤-HSD-1
gene expression was detected with any PPAR-␣ genotype
or diet (data not shown). Nevertheless, a low rate of
gluconeogenesis, as a result of fatty acid ␤-oxidation
deficiency in PPAR-␣–null mice, might account for similarities with the phenotype of mice deficient in 11␤-HSD-1.
Recently, mice expressing one extra copy of the glucokinase (GK) gene were also reported to be resistant to the
development of diet-induced type 2 diabetes (30). In this
model, supplementation of GK expression maintained a
high GK–to– glucose-6-phosphatase (G6Pase) ratio in liver.
By favoring glucose uptake, this could reduce the net
hepatic glucose output, thereby reducing hyperglycemia.
To our knowledge, whether PPAR-␣ exerts a direct or
indirect transcriptional activation of GK is unknown. Data
presented in an abstract form indicate that hepatic expression of sterol regulatory element binding protein 1 is very
low in PPAR-␣–null mice (31). Because this factor is
known to control GK expression (32), increased GK activity in these mice is unlikely. However, Aoyama et al. (4)
previously showed that G6Pase activity is not altered by
PPAR-␣ deficiency. Even if the GK/G6Pase ratio is not
DIABETES, VOL. 50, DECEMBER 2001

increased, this does not exclude the possibility of reduced
net hepatic glucose output in PPAR-␣–null mice as a result
of a low rate of gluconeogenesis. Altogether, these observations raise the hypothesis that the lack of diet-induced
IR in these three models relies on reduced liver glucose
output, although through different mechanisms.
The targeted mutation of the adipose fatty acid binding
protein aP2 results in uncoupling obesity from IR in the
context of both high-fat feeding (33) and extreme obesity
(34). Although not expressed in the same tissues, aP2 and
PPAR-␣ participate in a similar metabolic pathway of
intracellular fatty acid metabolism. This suggests that the
integrity of this pathway is critical for the development of
IR in obesity, although the mechanisms involved might
differ depending on the tissue.
A fourth model of transgenic mice, heterozygous
PPAR-␥ mice, display refractoriness to high-fat diet–induced IR (35). However, in contrast to the models described above, these mice exhibit a reduction in food
intake and do not develop obesity. This has been attributed to a partial release of the suppressive effect of
PPAR-␥ on leptin gene expression, resulting in higher
plasma leptin levels, despite lower adipose tissue mass. In
this model, the more insulin-sensitive phenotype of heterozygous PPAR-␥ compared with wild-type mice has been
ascribed to a lack of adipocyte hypertrophy under high-fat
diet, a feature that does not occur in the PPAR-␣– deficient
mice and that might directly rely on low resistin release.
In conclusion, our observations suggest that PPAR-␣
participates in glucose homeostasis. Such a role of
PPAR-␣ might be physiologically relevant to avoid hypoglycemia under states of acute metabolic stress, such as
fasting and exercise. However, under long-term metabolic
stress, such as high-fat feeding, this function might become health-threatening by allowing the development of
IR.
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Jonathan Seckl, and Pascal Ferré for scientific discussions. We acknowledge Bruno Derudas for expert technical assistance.
REFERENCES
1. Eaton S, Bartlett K, Pourfarzam M: Mammalian mitochondrial betaoxidation. Biochem J 320:345–357, 1996
2. Kurtz DM, Rinaldo P, Rhead WJ, Tian L, Millington DS, Vockley J, Hamm
DA, Brix AE, Lindsey JR, Pinkert CA, O’Brien WE, Wood PA: Targeted
disruption of mouse long-chain acyl-CoA dehydrogenase gene reveals
crucial roles for fatty acid oxidation. Proc Natl Acad Sci USA 95:15592–
15597, 1998
3. Lee SS, Pineau T, Drago J, Lee EJ, Owens JW, Kroetz DL, FernandezSalguero PM, Westphal H, Gonzalez FJ: Targeted disruption of the alpha
isoform of the peroxisome proliferator-activated receptor gene in mice
results in abolishment of the pleiotropic effects of peroxisome proliferators. Mol Cell Biol 15:3012–3022, 1995
4. Aoyama T, Peters JM, Iritani N, Nakajima T, Furihata K, Hashimoto T,
Gonzalez FJ: Altered constitutive expression of fatty acid-metabolizing
enzymes in mice lacking the peroxisome proliferator-activated receptor
alpha (PPAR␣). J Biol Chem 273:5678 –5684, 1998
5. Djouadi F, Weinheimer CJ, Saffitz JE, Pitchford C, Bastin J, Gonzalez FJ,
Kelly DP: A gender-related defect in lipid metabolism and glucose homeostasis in peroxisome proliferator-activated receptor alpha-deficient
mice. J Clin Invest 102:1083–1091, 1998
2813

PPAR-␣ AND HIGH-FAT DIET

6. Peters JM, Hennuyer N, Staels B, Fruchart JC, Fievet C, Gonzalez FJ,
Auwerx J: Alterations in lipoprotein metabolism in peroxisome proliferator-activated receptor alpha-deficient mice. J Biol Chem 272:27307–27312,
1997
7. Costet P, Legendre C, More J, Edgar A, Galtier P, Pineau T: Peroxisome
proliferator-activated receptor alpha-isoform deficiency leads to progressive dyslipidemia with sexually dimorphic obesity and steatosis. J Biol
Chem 273:29577–29585, 1998
8. Kersten S, Seydoux J, Peters JM, Gonzalez FJ, Desvergne B, Wahli W:
Peroxisome proliferator-activated receptor alpha mediates the adaptive
response to fasting. J Clin Invest 103:1489 –1498, 1999
9. Leone TC, Weinheimer CJ, Kelly DP: A critical role for the peroxisome
proliferator-activated receptor alpha (PPAR␣) in the cellular fasting response: the PPAR␣–null mouse as a model of fatty acid oxidation
disorders. Proc Natl Acad Sci U S A 96:7473–7478, 1999
10. Braissant O, Foufelle F, Scotto C, Dauca M, Wahli W: Differential expression of peroxisome proliferator-activated receptors (PPARs): tissue distribution of PPAR-alpha, -beta, and -gamma in the adult rat. Endocrinology
137:354 –366, 1996
11. Zhou YT, Shimabukuro M, Wang MY, Lee Y, Higa M, Milburn JL, Newgard
CB, Unger RH: Role of peroxisome proliferator-activated receptor alpha in
disease of pancreatic beta cells. Proc Natl Acad Sci U S A 95:8898 – 8903,
1998
12. Akiyama TE, Nicol CJ, Fievet C, Staels B, Ward JM, Auwerx J, Lee SST,
Gonzalez FJ, Peters JM: Peroxisome proliferator-activated receptor-alpha
regulates lipid homeostasis but is not associated with obesity: studies with
congenic mouse lines. J Biol Chem. In press
13. Surwit RS, Petro AE, Parekh P, Collins S: Low plasma leptin in response to
dietary fat in diabetes- and obesity-prone mice. Diabetes 46:1516 –1520,
1997 (published erratum appears in Diabetes 46:1920, 1997)
14. Mukherjee R, Davies PJ, Crombie DL, Bischoff ED, Cesario RM, Jow L,
Hamann LG, Boehm MF, Mondon CE, Nadzan AM, Paterniti JR, Heyman
RA: Sensitization of diabetic and obese mice to insulin by retinoid X
receptor agonists. Nature 386:407– 410, 1997
15. Poitout V, Rouault C, Guerre-Millo M, Briaud I, Reach G: Inhibition of
insulin secretion by leptin in normal rodent islets of Langerhans. Endocrinology 139:822– 826, 1998
16. Randle PJ, Garland PB, Newsholme EA, Hales CN: The glucose fatty acid
cycle in obesity and maturity onset diabetes mellitus. Ann N Y Acad Sci
131:324 –333, 1965
17. Shulman GI: Cellular mechanisms of insulin resistance. J Clin Invest
106:171–176, 2000
18. Lee Y, Wang MY, Kakuma T, Wang ZW, Babcock E, McCorkle K, Higa M,
Zhou YT, Unger RH: Liporegulation in diet-induced obesity. The antisteatotic role of hyperleptinemia. J Biol Chem 276:5629 –5635, 2001
19. Oakes ND, Cooney GJ, Camilleri S, Chisholm DJ, Kraegen EW: Mechanisms of liver and muscle insulin resistance induced by chronic high-fat
feeding. Diabetes 46:1768 –1774, 1997
20. Tordjman K, Bernal-Mizrachi C, Zemany L, Weng S, Feng C, Zhang F, Leone
TC, Coleman T, Kelly DP, Semenkovich CF: PPAR␣ deficiency reduces
insulin resistance and atherosclerosis in apoE-null mice. J Clin Invest
107:1025–1034, 2001
21. Roduit R, Morin J, Masse F, Segall L, Roche E, Newgard CB, Assimacopoulos-Jeannet F, Prentki M: Glucose down-regulates the expression of the

2814

peroxisome proliferator-activated receptor-alpha gene in the pancreatic
beta-cell. J Biol Chem 275:35799 –35806, 2000
22. Shimabukuro M, Zhou YT, Lee Y, Unger RH: Troglitazone lowers islet fat
and restores beta cell function of Zucker diabetic fatty rats. J Biol Chem
273:3547–3550, 1998
23. Patel DD, Knight BL, Wiggins D, Humphreys SM, Gibbons GF: Disturbances in the normal regulation of SREBP-sensitive genes in PPAR␣deficient mice. J Lipid Res 42:328 –337, 2001
24. Frederich RC, Lollmann B, Hamann A, Napolitano-Rosen A, Kahn BB,
Lowell BB, Flier JS: Expression of ob mRNA and its encoded protein in
rodents: impact of nutrition and obesity. J Clin Invest 96:1658 –1663, 1995
25. Ahren B, Scheurink AJ: Marked hyperleptinemia after high-fat diet associated with severe glucose intolerance in mice. Eur J Endocrinol 139:461–
467, 1998
26. De Vos P, Lefebvre AM, Miller SG, Guerre-Millo M, Wong K, Saladin R,
Hamann LG, Staels B, Briggs MR, Auwerx J: Thiazolidinediones repress ob
gene expression in rodents via activation of peroxisome proliferatoractivated receptor gamma. J Clin Invest 98:1004 –1009, 1996
27. Guerre-Millo M, Gervois P, Raspe E, Madsen L, Poulain P, Derudas B,
Herbert JM, Winegar DA, Willson TM, Fruchart JC, Berge RK, Staels B:
Peroxisome proliferator-activated receptor alpha activators improve insulin sensitivity and reduce adiposity. J Biol Chem 275:16638 –16642, 2000
28. Steppan CM, Bailey ST, Bhat S, Brown EJ, Banerjee RR, Wright CM, Patel
HR, Ahima RS, Lazar MA: The hormone resistin links obesity to diabetes.
Nature 409:307–312, 2001
29. Kotelevtsev Y, Holmes MC, Burchell A, Houston PM, Schmoll D, Jamieson
P, Best R, Brown R, Edwards CR, Seckl JR, Mullins JJ: 11␤-Hydroxysteroid
dehydrogenase type 1 knockout mice show attenuated glucocorticoidinducible responses and resist hyperglycemia on obesity or stress. Proc
Natl Acad Sci U S A 94:14924 –14929, 1997
30. Shiota M, Postic C, Fujimoto Y, Jetton TL, Dixon K, Pan D, Grimsby J,
Grippo JF, Magnuson MA, Cherrington AD: Glucokinase gene locus
transgenic mice are resistant to the development of obesity-induced type 2
diabetes. Diabetes 50:622– 629, 2001
31. Bloks V, Plosch T, van Goor H, Roelofsen H, Baller J, Havinga R, Verkade
H, van Tol A, Jansen P, Kuipers F: Hyperlipidemia and atherosclerosis
associated with liver disease in ferrochelatase-deficient mice. J Lipid Res
42:41–50, 2001
32. Foretz M, Guichard C, Ferre P, Foufelle F: Sterol regulatory element
binding protein-1c is a major mediator of insulin action on the hepatic
expression of glucokinase and lipogenesis-related genes. Proc Natl Acad
Sci U S A 96:12737–12742, 1999
33. Hotamisligil GS, Johnson RS, Distel RJ, Ellis R, Papaioannou VE,
Spiegelman BM: Uncoupling of obesity from insulin resistance through a
targeted mutation in aP2, the adipocyte fatty acid binding protein. Science
274:1377–1379, 1996
34. Uysal KT, Scheja L, Wiesbrock SM, Bonner-Weir S, Hotamisligil GS:
Improved glucose and lipid metabolism in genetically obese mice lacking
aP2. Endocrinology 141:3388 –3396, 2000
35. Kubota N, Terauchi Y, Miki H, Tamemoto H, Yamauchi T, Komeda K, Satoh
S, Nakano R, Ishii C, Sugiyama T, Eto K, Tsubamoto Y, Okuno A, Murakami
K, Sekihara H, Hasegawa G, Naito M, Toyoshima Y, Tanaka S, Shiota K,
Kitamura T, Fujita T, Ezaki O, Aizawa S, Kadowaki T: PPAR gamma
mediates high-fat diet-induced adipocyte hypertrophy and insulin resistance. Mol Cell 4:597– 609, 1999

DIABETES, VOL. 50, DECEMBER 2001

