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The dipeptidyl peptidase-4 inhibitor sitagliptin, an an-
tidiabetic agent, which lowers blood glucose levels,
also reduces postprandial lipid excursion after a mixed
meal. The underlying mechanism of this effect, how-
ever, is not clear. This study examined the production
and clearance of triglyceride-rich lipoprotein particles
from the liver and intestine in healthy volunteers in
response to a single oral dose of sitagliptin. Using
stable isotope tracer techniques and with control of
pancreatic hormone levels, the kinetics of lipoprotein
particles of intestinal and hepatic origin were mea-
sured. Compared with placebo, sitagliptin decreased
intestinal lipoprotein concentration by inhibiting parti-
cle production, independent of changes in pancreatic
hormones, and circulating levels of glucose and free
fatty acids. Fractional clearance of particles of both
intestinal and hepatic origin, and production of par-
ticles of hepatic origin, were not affected. This pleio-
tropic effect of sitagliptin may explain the reduction in
postprandial lipemia seen in clinical trials of this agent
and may provide metabolic benefits beyond lowering of
glucose levels.

Insulin resistance and type 2 diabetes are associated
with increased risk of cardiovascular disease (CVD)
(1). The underlying causes include dyslipidemia, which
is composed primarily of elevated fasting and post-
prandial triglyceride (TG)-rich lipoproteins (TRLs),
decreased level of HDL cholesterol, and increased

number of small, dense LDL particles (2,3). Patients
with type 2 diabetes commonly have postprandial hy-
perlipemia, and nonfasting TG level poses as a strong
predictor of CVD risk (4,5). The overproduction of
apolipoprotein (apo) B-100–containing VLDL particles
by the liver and apoB-48–containing chylomicrons by
the intestine accentuates the accumulation of athero-
genic lipoprotein particles in the circulation (6–9). We
and others have demonstrated in humans that TRL
production is regulated by several factors, including cir-
culating free fatty acids (FFAs), monosaccharides, and gut
and pancreatic hormones (glucagon-like peptide [GLP]-1,
insulin, and glucagon) (10–18). Understanding the regu-
lation of TRL production and strategies to ameliorate TRL
overproduction could lead to new therapies to treat dysli-
pidemia and prevent CVD.

Incretin hormones, including GLP-1 and gastric in-
hibitory polypeptide (GIP), are secreted by the intestinal
L and K cells, respectively. After secretion, both GLP-1
and GIP are rapidly degraded by the enzyme dipeptidyl
peptidase-4 (DPP-4). Incretins have many physiological
actions that affect glucose metabolism, including en-
hancing glucose-dependent insulin secretion, suppress-
ing glucagon secretion, delaying gastric emptying, and
promoting satiety (19). Incretin-based therapies have
been in widespread clinical use for the treatment of
type 2 diabetes (20). The mechanism of action of such
therapies centers on enhancing GLP-1 receptor (GLP-1R)
activation, either by providing exogenous GLP-1 activity
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with GLP-1R agonists or by preserving endogenous
GLP-1 activity with DPP-4 inhibitors. Besides lowering
glucose levels, both approaches have been shown to
beneficially affect lipid profiles in clinical trials in
patients with type 2 diabetes (21,22). The GLP-1 ago-
nist exenatide decreased both fasting and postprandial
TG (23,24), and DPP-4 inhibitors lowered postprandial
TG (25,26).

The exact mechanism of GLP-1R modulation in lipid
homeostasis remains poorly defined. Chronic studies are
confounded by the multiple actions of incretins, in-
cluding improved glycemic control, reduced plasma FFA
levels, enhanced satiety, and weight loss (the latter two
with GLP-1R agonists but not with DPP-4 inhibitors),
which can independently improve lipid profiles. In short-
term studies in humans, GLP-1 infusion or a single dose
of its mimetic exenatide ameliorates postprandial lipid
excursions and lipoprotein responses after a test meal
(27,28). We further demonstrated that single-dose exe-
natide inhibits intestinal lipoprotein production in
healthy individuals (29). Although long-term administra-
tion of DPP-4 inhibitors improves postprandial lipemia
(25,26), whether a similar mechanism to exenatide is
involved has not been explored. DPP-4 inhibition di-
rectly suppressed TRL secretion in ex vivo animal experi-
ments (30), while such an effect has not been examined
in humans. The current study was therefore designed to
examine the mechanism of the DPP-4 inhibitor sitaglip-
tin in TRL particle production in healthy humans, in
conjunction with a pancreatic clamp to stabilize glucor-
egulatory hormone levels and thus reduce many of the
known confounding effects of the drug that could indi-
rectly affect lipid metabolism.

RESEARCH DESIGN AND METHODS

Subjects
A total of 21 male volunteers were recruited and 15
completed both arms of the study. Of the premature
withdrawals, four volunteers did not show up for the
study after signing the consent form and being random-
ized to sitagliptin or placebo for the first of their two
studies, and two volunteers did not meet the inclusion
criteria. The demographic characteristics and fasting
biochemical profiles of those who completed the study
are shown in Table 1. Subjects had a BMI between 21 and
27 kg/m2 and normal glucose tolerance in response to
a 75-g, 2-h oral glucose tolerance test performed immedi-
ately prior to enrollment in the study. None of the par-
ticipants had any history of CVD, systemic illness, surgical
intervention within the 6 months prior to the studies, or
was taking any medications. The Research Ethics Board of
the University Health Network, University of Toronto,
approved the study, and all subjects gave written in-
formed consent prior to their participation.

Experimental Protocol
The experimental protocol is illustrated in Fig. 1A. Each
subject underwent two separate lipoprotein kinetic

studies in random order, 4 to 6 weeks apart. In each
study, after an overnight fast, the subject was admitted
to the Metabolic Test Center at Toronto General Hospital
at approximately 9:00 A.M. on day 1 of the study. A 30-mL
fasting blood sample was drawn. During the stay in the
hospital, the subjects were provided with an American
Heart Association phase 1 diet and refrained from exer-
cise. At 4:00 P.M., two intravenous catheters were inserted
into a superficial vein in each forearm, one for infusion
and one for sampling. The subjects were fasted after
7:00 P.M. Starting at 4:00 A.M. the next day, a liquid for-
mula (total fat 10% by weight, saturated fat 1.5%, trans
fat 0%, monounsaturated fat 2.6%, polyunsaturated fat
5.6%, cholesterol 0%; 49% calories from fat, 38% from
carbohydrates, 13% from proteins; Hormel Health Labs,
Savannah, GA) was ingested every hour during the study,
for the following 15 h. Each aliquot was calculated to
evenly spread the total daily caloric requirement, estimated
with the Harris-Benedict equation, across the course of the
study. TRL kinetics were studied in a constant fed state
because fasting TRL apoB-48 concentrations are too low to
allow accurate quantification of stable isotope enrichment.

At 7:00 A.M. (i.e., 3 h after starting the liquid formula
ingestion), a pancreatic clamp was started with the infu-
sion of somatostatin. Insulin, glucagon, and growth hor-
mone were infused at basal rates (29). The pancreatic
clamp was performed to prevent the known effects of
incretins on the secretion of islet hormones, which could
then have independent effects on TRL metabolism, as we
have demonstrated for insulin and glucagon in previous
studies (10,29). Because plasma glucose levels did not de-
crease during the pancreatic clamp, dextrose infusion was
not needed.

At 9:00 A.M. (5 h after starting to ingest the liquid
formula and 2 h after starting the pancreatic clamp),
100 mg sitagliptin (Merck, Rahway, NJ) or matching

Table 1—Demographic characteristics and fasting
biochemical parameters of subjects (all men)

Characteristics Values

n 15

Age (years) 42.3 6 2.6

Body weight (kg) 78.5 6 3.5

BMI (kg/m2) 24.6 6 0.6

Glucose (mmol/L) 4.90 6 0.1

Insulin (pmol/L) 48.7 6 5.7

Plasma TG (mmol/L) 1.2 6 0.2

Plasma FFA (mmol/L) 0.32 6 0.04

Plasma TC (mmol/L) 3.79 6 0.20

TRL TG (mmol/L) 0.96 6 0.10

TRL apoB-100 (mg/L) 119.4 6 11.1

TRL apoB-48 (mg/L) 2.44 6 0.92

Data are mean 6 SEM, unless otherwise indicated. TC, total
cholesterol.
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placebo was administered by mouth. At the same time,
a primed constant infusion (10 mmol/kg bolus followed
by 10 mmol/kg/h for 10 h) of L-[5,5,5-2H3]-leucine (d3-
leucine; Cambridge Isotope Laboratories, Andover, MA)
was started. The total volume of infusion for hormones
and tracer was 715 mL. Blood samples were collected at
0, 0.5, 1, 2, 3, 4, 5, 7, 8, 9, and 10 h after the adminis-
tration of d3-leucine for isolation of lipoproteins. Blood
samples for TG, FFA, and hormone analysis were collected
at regular intervals.

Laboratory Methods
TRLs were isolated from plasma by centrifugation at
a density of 1.006 g/mL for 16 h, and 39,000 rotations
per minute at 12°C. Aliquots (;1 mg protein) were deli-
pidated and separated by preparative 3.3% SDS-PAGE.
Gel bands corresponding to apoB-48 and apoB-100 were
excised, hydrolyzed at 110°C with 6N HCl for 24 h, and

dried under vacuum. Amino acids were then derivatized
with a 100-mL mixture (1:1) of acetonitrile and N-tert-
butyldimethyl-N-methyltrifluoracetamide (Sigma-Aldrich).
Derivatized samples were analyzed with electron im-
pact ionization gas chromatography–mass spectrometry
(Agilent 5975/6890N; Agilent Technologies Canada, Mis-
sissauga, ON, Canada) using helium as the carrier gas.
Selective ion monitoring at charge/mass ratios of 200
and 203 was performed. Tracer-to-tracee ratios (TTRs)
were calculated from isotopic ratios for each sample
according to a standard curve of isotopic enrichment.
Plasma free amino acids were recovered from 0.25 mL
plasma after precipitation of proteins with acetone and
extraction of the aqueous phase with hexane, and deriv-
atized as above.

Commercial kits were used to measure TG (Roche Di-
agnostics, Mannheim, Germany), FFAs (Wako Industrials,

Figure 1—A: Schematic representation of the experimental design. Hourly ingestion of a liquid formula was started at 4:00 A.M. to achieve
a constant fed state. A pancreatic clamp (with infusion of somatostatin, insulin, glucagon, and growth hormone) was started 3 h later. Two
hours into the pancreatic clamp, sitagliptin (100 mg) or placebo was administered orally, and a primed, constant infusion of d3-leucine was
started. Frequent blood samples were drawn for isolation of TRL fractions, gel separation of apoB-100 and apoB-48, and gas
chromatography–mass spectrometry quantification of stable isotopic enrichment. B: Compartmental model for estimating TRL
apoB-100 and apoB-48 FCRs. The model consists of 1) a plasma amino acid (PAA; leucine) precursor pool, 2) a delay compartment,
and 3) a plasma TRL compartment. Plasma TG (C), TRL TG (D), TRL apoB-100 (E), and TRL apoB-48 (F ) concentrations during the kinetic
study. The “fasting” sample was taken after a 14-h overnight fast the day prior to the study. Open diamond, placebo; solid squares,
sitagliptin; PAA, plasma amino acids; conc, concentration. *P < 0.05, sitagliptin vs. placebo.
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Osaka, Japan), cholesterol (Roche Diagnostics), insulin
(Millipore, Billerica, MA), C-peptide (Millipore), glucagon
(Millipore), and biologically active forms of GLP-1 (Millipore).
TRL apoB-100 and apoB-48 mass were measured with
ELISA kits specific for human apoB-100 (Mabtech,
Mariemont, OH; intra-assay coefficient of variation [CV]
2%, interassay CV 10%) and apoB-48 (Shibayagi, Shibukawa,
Japan; intra-assay CV 3.5%, interassay CV 5.6%).

Kinetic Analysis
A multicompartmental model (Fig. 1B) was fitted to TRL
apoB-100 or apoB-48 leucine TTR time course curves dur-
ing the entire kinetic study to derive the fractional cata-
bolic rate (FCR), using SAAM II software (version 1.2;
University of Washington, Seattle, WA), as previously de-
scribed (29). The model consisted of the synthesis of TRL
apoB from the precursor pool via a 30-min delay compart-
ment. The plasma free leucine TTR (Supplementary Fig. 1)
measured for each subject during each visit was used as
a forcing function. The FCR was derived with the above
model in SAAM II, and production rates (PRs) were cal-
culated as PR = FCR 3 pool size, where pool size is the
average plasma concentration (in milligrams per liter)
over the kinetic study 3 plasma volume (estimated as
0.045 L/kg body weight).

Statistics
Results are presented as the mean 6 SEM. Repeated-
measures ANOVA was performed to compare the time
course of parameters during the kinetic experiments.
The primary outcome was the TRL apoB PR, which was
compared between the two treatments using a paired t
test, with P , 0.05 considered to be significant. Paired t
tests with Bonferroni corrections were applied for compar-
isons of fasting TG, FFA, cholesterol, hormones, TRL apoB
pool sizes, and FCR between treatments. All statistical anal-
yses were performed with SAS (version 9; SAS Institute,
Cary, NC).

RESULTS

Effects of Sitagliptin on Plasma Glucose, Insulin,
C-Peptide, and Active GLP-1 Levels and on Plasma
and TRL TG and apoB Concentrations
During the kinetic study, plasma TG (Fig. 1C), TRL TG
(Fig. 1D), glucose (Supplementary Fig. 2A), FFA (Supple-
mentary Fig. 2B), and insulin (Supplementary Fig. 2C)
levels were not significantly different between sitagliptin
and placebo treatments. Sitagliptin, administered under
pancreatic clamp conditions in the presence of somato-
statin, did not stimulate insulin secretion, as evidenced by
similar levels of plasma C-peptide in the sitagliptin and
placebo studies (Supplementary Fig. 2D). Plasma glucagon
and growth hormone concentrations were also not differ-
ent between treatments (data not shown). Active GLP-1
levels were similar between treatments before the start of
the pancreatic clamp. At 2 h into the pancreatic clamp
and prior to the administration of sitagliptin or placebo,
GLP-1 levels decreased by 20–30%, possibly because of

somatostatin inhibition of GLP-1 secretion, resulting in
comparable baseline GLP-1 levels before treatment (pla-
cebo 4.0 vs. sitagliptin 4.1 pmol/L). GLP-1 levels were
increased after sitagliptin treatment, while levels re-
mained stable after placebo treatment, resulting in sig-
nificantly higher active GLP-1 incremental area under
the curve (placebo 20.3 vs. sitagliptin 6 pmol/h/L,
P , 0.05). The time courses of TRL apoB-100 and TRL
apoB-48 concentrations are shown in Fig. 1E and F. No
significant effects of sitagliptin on TRL apoB-100 levels
were observed. In contrast, sitagliptin treatment signifi-
cantly decreased the TRL apoB-48 concentration during
the kinetic study (P , 0.05 sitagliptin vs. placebo).

Effects of Sitagliptin on TRL apoB-100 Pool Size,
Fractional Clearance, and PRs
The pool sizes of TRL apoB-100 (placebo 56.2 6 4.4 vs.
sitagliptin 53.8 6 5.2 mg/kg, P = 0.79) were comparable
between sitagliptin and placebo (Fig. 2A). The TTR was not
significantly different throughout the kinetic study be-
tween sitagliptin and placebo (Fig. 2B). Consistent with
the superimposing TTR time-course curves, the FCR (pla-
cebo 3.45 6 0.30 vs. sitagliptin 3.86 6 0.43 pools/day,
P = 0.37) was not significantly different between treat-
ments (Fig. 2C). As a result, the PRs (placebo 17.6 6 1.8
vs. sitagliptin 20.4 6 2.9 mg/kg/day, P = 0.41) were not
significantly affected by sitagliptin treatment (Fig. 2D).

Effects of Sitagliptin on TRL apoB-48 Pool Size,
Fractional Clearance, and PRs
The pool size of TRL apoB-48 (placebo 961.4 6 211.2 vs.
sitagliptin 689.4 6 127.6 mg/kg, P = 0.02) was lower in
the sitagliptin study compared with placebo (Fig. 3A). The
TTR time course diverged between treatments, with rela-
tively lower TTR in sitagliptin than in placebo (Fig. 3B).
The FCR in the sitagliptin study tended to be lower but
was not statistically significant from placebo (placebo
1.19 6 0.19 vs. sitagliptin 0.87 6 0.09 pools/day, P =
0.15) (Fig. 3C). Calculated PRs (placebo 122.9 6 30.4 vs.
sitagliptin 60.6 6 12.2 mg/kg/day, P = 0.02) were de-
creased by ;50% with sitagliptin treatment (Fig. 3D),
which accounted for the decreased TRL apoB-48 concen-
trations. When the mean integral apoB-48 concentra-
tions (the area under the curve divided by 10 h) were
used for the calculation, sitagliptin treatment resulted
in similar reductions in apoB-48 pool size (229%) and
PR (251%) as calculated using the arithmetic mean.

DISCUSSION

DPP-4 inhibitors, although used for glycemic control in
patients with type 2 diabetes, have demonstrated the
potential to improve lipid profiles and postprandial
lipemia. The current study is the first in humans to
examine the mechanism of DPP-4 inhibition on TRL
particle production in vivo. We demonstrate here that
a single oral dose of 100-mg sitagliptin reduces the
production of intestinally derived, apoB-48–containing
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lipoprotein particles in healthy males. These results,
obtained under conditions of constant feeding and a pan-
creatic clamp, reveal that treatment with sitagliptin can
reduce intestinal lipoprotein production through mecha-
nisms independent of changes in pancreatic hormones,
glycemia, and circulating fatty acids. These findings ex-
pand our understanding of the mechanism of action of
sitagliptin and suggest a potentially clinically beneficial
effect of sitagliptin that goes beyond its glucose-lowering
properties.

DPP-4 inhibitors have been shown to have the
potential to affect lipid profiles in clinical trials in
patients with type 2 diabetes. For instance, treatment
with sitagliptin resulted in lower fasting levels of plasma
cholesterol, LDL cholesterol, apoB, and apoB-48, as well
as postprandial plasma levels of TG, total apoB, and apoB-
48 during oral fat tests (25). Vildagliptin did not signifi-
cantly affect fasting lipid profiles; however, it decreased
postprandial levels of plasma TG, chylomicron TG, and
cholesterol after oral fat load (26); reduced remnant-like

Figure 2—TRL apoB-100 pool size (A), TTR time course (B), FCR (C ), and PR (D) after sitagliptin (SIT) (100 mg) or placebo treatment during
a pancreatic clamp. White bars, placebo; hatched bars, sitagliptin; open diamond, placebo; solid squares, sitagliptin.

Figure 3—TRL apoB-48 pool size (A), TTR time course (B), FCR (C), and PR (D) after sitagliptin (SIT) (100 mg) or placebo treatment during
a pancreatic clamp. White bars, placebo; hatched bars, sitagliptin; open diamond, placebo; solid squares, sitagliptin. *P < 0.05, vs. placebo.
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particles; and increased LDL particle size (31). While these
studies demonstrated the efficacy of chronic DPP-4 inhi-
bition in ameliorating postprandial lipid responses and
modest improvement in fasting lipid profiles, the under-
lying mechanisms were not fully explored. In the current
study, we examined the kinetics of hepatic and intestinal
lipoprotein metabolism after a single oral dose of sitaglip-
tin in healthy, nondiabetic men. We specifically chose to
study the acute effects of sitagliptin in nondiabetic sub-
jects in order to exclude the confounding effects of im-
proved glycemic control, which is known to ameliorate
hepatic TRL overproduction (32) in prolonged treatment
of patients with diabetes. This allowed us to determine
whether our previously observed effect of exenatide,
a GLP-1R agonist, in acutely inhibiting chylomicron pro-
duction in humans (29), is also a feature of the related
class of therapeutic agents, the DPP-4 inhibitors. In our
previous study with exenatide (29), a constant fed state
was achieved by infusing the nutrient formula into the
duodenum through a nasoduodenal tube to circumvent
the well-documented effect of exenatide on slowing gas-
tric emptying (33). Since sitagliptin does not delay gastric
emptying (34), the intraduodenal infusion approach was
not necessary in the current study. Instead, a constant fed
state was achieved by hourly ingestion of the formula.
Under these experimental conditions, sitagliptin acutely
inhibited the production of chylomicron particles, thereby
contributing to a lowering of postprandial lipemia. A re-
duction in TRL apoB-48 levels without concomitant re-
duction in plasma and TRL TG levels was also observed
with the GLP-1 agonist exenatide in the constant fed state
(29). This may be due to a differential inhibitory effect of
sitagliptin and exenatide on the protein (apoB-48) versus
the lipid (TG) moiety of the chylomicron particle during
its assembly and secretion, resulting in the secretion of
fewer chylomicron particles of larger size. Alternatively,
since the source of the TRL TG includes both intestinal
chylomicron and hepatic VLDL, a small effect of sitaglip-
tin on chylomicron TG secretion may not have been
detected. In addition, in these healthy subjects receiving
somatostatin, which might have reduced fat absorption,
plasma TG levels were ,1.0 mmol/L for the duration of
the study. This may have contributed to an absence of
further TG lowering. Interestingly, hepatic (apoB-100–
containing) lipoprotein particle production was not sig-
nificantly affected by sitagliptin. In longer-term clinical
trials in patients with type 2 diabetes, sitagliptin treat-
ment decreased VLDL apoB-100 levels, along with im-
proved glycemic control and decreased circulating levels
of postprandial FFAs (25). In contrast, vildagliptin treat-
ment of patients with type 2 diabetes for 4 weeks did not
affect postprandial apoB-100 or FFA levels (26). In the
current study, similar levels of plasma FFA in the sitaglip-
tin and placebo arms may have contributed to the lack of
acute effect of sitagliptin on TRL apoB-100 production.

The kinetics study was performed under pancreatic
clamp conditions with the infusion of somatostatin. The

effects of somatostatin on carbohydrate and lipid metab-
olism are mainly through its modulation of the secretion of
insulin, glucagon, and growth hormone (35), which were
simultaneously replaced in the current study. There are
no known “direct” effects of somatostatin on intestinal or
hepatic lipoprotein secretion, although, to our knowledge,
this issue has not previously been systematically studied.
Somatostatin or activation of its receptors may inhibit
gastric emptying, gut motility, intestinal blood flow, and
secretion of gut hormones including GLP-1 (36–38). In
the current study, participants did not report any nausea,
a side effect of reduced gastric emptying and gut motility
associated with somatostatin infusion. Plasma intact GLP-
1 concentration declined equally in both treatment arms
during the first 2 h of the pancreatic clamp, prior to
administration of sitagliptin or placebo, possibly due to
somatostatin-mediated inhibition of GLP-1 secretion. Af-
ter treatment, sitagliptin administration resulted in sig-
nificantly higher GLP-1 levels than did placebo
administration. It is not possible to compare the magni-
tude of sitagliptin-induced elevation of intact GLP-1 in
the current study to that in previously published studies
since there were major differences in the rate, quantity,
and duration of nutrient administration between studies,
in addition to differences in the GLP-1 assays used in the
various studies. It is reassuring, however, that the same
protocol was used in both the control and active treat-
ment arms. Therefore, any effects of somatostatin on in-
testinal lipoprotein production would be unlikely to affect
the conclusion of the study.

The cellular mechanisms whereby sitagliptin inhibits
chylomicron production could not be examined in the
present in vivo study in humans. Sitagliptin is a potent
and selective DPP-4 inhibitor, a single oral dose of which
results in sustained DPP-4 inhibition and elevated levels
of active GLP-1 (39). In short-term or acute studies,
GLP-1R agonists decreased intestinal lipid absorption
and apoB-48 secretion in rodents (30,40). In addition,
GLP-1 agonists also inhibited apoB-48 secretion from pri-
mary hamster enterocytes (30). In humans, GLP-1 and
exenatide acutely attenuated postprandial lipemia in
healthy subjects or patients with impaired glucose toler-
ance or type 2 diabetes (27,28). In our previous study, we
demonstrated that a single subcutaneous dose of exena-
tide suppressed intestinal lipoprotein production (29).
The effects of sitagliptin on TRL metabolism in the cur-
rent study were very similar to those observed in our
previous study with exenatide. Specifically, single doses
of exenatide and sitagliptin both decreased intestinal
but not hepatic lipoprotein particle production in healthy
individuals in the fed state and under the pancreatic
clamp condition, despite several differences in experimen-
tal protocols. It is known that insulin and FFAs could
affect TRL particle production (13,15,17,18). In the study
with exenatide, insulin levels were transiently increased
after exenatide injection, presumably because of the po-
tent stimulation of insulin secretion (29). In the current
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study, however, insulin and C-peptide levels were all
matched between treatments. Plasma FFA levels in both
treatments decreased after the start of the pancreatic
clamp and remained low throughout the study, possibly
because of the inhibition of fat absorption by somato-
statin. In addition, blood glucose levels were not different
between active and placebo treatments. Therefore, the
reduction in TRL apoB-48 production with sitagliptin
was not likely confounded by any effect of insulin or
FFAs, or secondary to improvements in glycemic control.
The current study thus further substantiates the notion
that incretin-based therapies can reduce intestinal lipo-
protein production beyond their effects on pancreatic
hormones, FFAs, and improvements in metabolic status.
Although studies in humans cannot conclusively demon-
strate the cellular mechanisms, these studies, along with
those in animals, suggest that a GLP-1R signaling path-
way may be operating in human intestinal enterocytes to
regulate lipoprotein synthesis, assembly, and secretion.

DPP-4 cleaves a variety of other substances besides
GLP-1, including GIP and GLP-2 (41). In addition to en-
hanced GLP-1 activities, long-term administration of sita-
gliptin increased circulating intact GIP levels in patients
with type 2 diabetes (25). GIP infusion decreases chylo-
micron TGs via accelerated clearance in dogs (42). The
potential contribution from elevated GIP levels to de-
creased TRL apoB-48 levels is not expected to be substan-
tial, since the FCR was not significantly affected in the
current study. GLP-2 is cosecreted with GLP-1 in a 1:1
molar ratio, but is degraded less rapidly than GLP-1 (41).
Based on animal studies, GLP-2 promotes intestinal lipid
absorption and TRL apoB-48 secretion (30). Preliminary
results in humans also suggest that GLP-2 stimulates the
rapid release of stored intestinal lipid and preformed
apoB-48 (43). Despite the potential counteracting actions
of GLP-1 and GLP-2 on intestinal lipoprotein metabolism,
sitagliptin decreased both the concentration and PR of
TRL apoB-48 in this study, indicating a predominant ef-
fect of GLP-1 under these experimental conditions. This is
in agreement with the findings in animal models where
prolonged equimolar infusion of GLP-1 and GLP-2, or
administration of sitagliptin, led to an overall hypolipi-
demic effect (44).

The efficacy of incretin-based therapies on cardiovas-
cular outcomes is currently being actively investigated. In
the first two adequately powered clinical outcome trials of
the effects of DPP-4 inhibitors on CVD events, neutral
effects on CVD events were reported with alogliptin in
patients with type 2 diabetes after acute coronary
syndrome (45) and with saxagliptin in patients with
type 2 diabetes who had a history of or were at increased
risk of CVD events (46). The lipid effects of DPP-4 inhib-
itors, therefore, do not appear to be sufficient to reduce
CVD events in patients with type 2 diabetes and estab-
lished CVD. A cardiovascular outcomes study with sita-
gliptin is currently underway. It remains to be studied in
patients with type 2 diabetes whether DPP-4 inhibitors,

including sitagliptin, lower TRL apoB-48 PRs and elicit
CVD benefits when used earlier in the course of diabetes
and for a longer duration.

In the current study, we have demonstrated in healthy
males that a single dose of the DPP-4 inhibitor sitagliptin
acutely decreases postprandial TRL apoB-48 levels by
reducing particle PRs, possibly through enhanced GLP-1
action, and independent of changes in pancreatic hor-
mones and circulating levels of FFA or improvement in
glycemic control. These results further support the exis-
tence of a GLP-1R signaling pathway that may regulate
lipoprotein particle production in human intestinal entero-
cytes, either directly or indirectly. This effect of incretin
therapy, which goes beyond their well-established glucose-
lowering effect, may provide additional therapeutic bene-
fits in the patient with type 2 diabetes.
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