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Aims/Hypothesis: The dipeptidyl peptidase IV inhibitor, vildaglip-
tin, increases levels of intact glucagon-like peptide-1 (GLP-1) and
improves glycemic control in patients with type 2 diabetes. Although
GLP-1 is known to stimulate insulin secretion, vildagliptin does not
affect plasma insulin levels in diabetic patients, suggesting that more
sophisticated measures are necessary to ascertain the influence of
vildagliptin on �-cell function.

Methods: This study examined the effects of 28-d treatment with
vildagliptin (100 mg, twice daily; n � 9) vs. placebo (n � 11) on �-cell
function in diabetic patients using a mathematical model that de-
scribes the insulin secretory rate as a function of glucose levels (�-cell
dose response), the change in glucose with time (derivative compo-
nent), and a potentiation factor, which is a function of time and may
reflect the actions of nonglucose secretagogues and other factors.

Results: Vildagliptin significantly increased the insulin secretory
rate at 7 mmol/liter glucose (secretory tone), calculated from the dose
response; the difference in least squares mean (�LSM) was 101 � 51
pmol�min�1�m�2 (P � 0.002). The slope of the �-cell dose response, the
derivative component, and the potentiation factor were not affected.
Vildagliptin also significantly decreased mean prandial glucose
(�LSM, �1.2 � 0.4 mmol/liter; P � 0.01) and glucagon (�LSM,
�10.7 � 4.8 ng/liter; P � 0.03) levels and increased plasma levels of
intact GLP-1 (�LSM, �10.8 � 1.6 pmol/liter; P � 0.0001) and gastric
inhibitory polypeptide (�LSM, �43.4 � 9.4 pmol/liter; P � 0.0001)
relative to placebo.

Conclusion: Vildagliptin is an incretin degradation inhibitor that
improves �-cell function in diabetic patients by increasing the insulin
secretory tone. (J Clin Endocrinol Metab 90: 4888–4894, 2005)

A PROMISING NEW approach to treating type 2 dia-
betes mellitus (T2DM) is to enhance and prolong the

physiological actions of the endogenous incretin hormones,
glucagon-like peptide-1 (GLP-1) and gastric inhibitory
polypeptide (GIP) by inhibiting dipeptidyl peptidase IV
(DPP-4), the enzyme responsible for their degradation and
inactivation (1). Both GIP and GLP-1 have been shown to
stimulate insulin release in a glucose-dependent manner in
humans (2), and studies in experimental animals have dem-
onstrated that each of these incretins is necessary for the
maintenance of normal glucose tolerance (3, 4). In addition,
GLP-1 can exert several other beneficial metabolic effects,
including inhibition of glucagon release (5), enhancement of
glucose disposal (6), suppression of glucose production (7),
slowing of gastric emptying (8), and reduction of food intake
(9) and body weight (10). Moreover, animal studies suggest
that chronic exposure to GLP-1 may increase �-cell mass by
promoting growth and differentiation and inhibiting apo-
ptosis (11).

Vildagliptin (formerly referred to by its code name
LAF237) is an orally effective, selective inhibitor of DPP-4
that augments meal-stimulated levels of intact, biologically
active GLP-1 and improves glucose tolerance in both exper-
imental animals (12, 13) and patients with T2DM (14), but its
effects on GIP levels have not yet been established. The
insulinotropic effects of exogenous GLP-1 and GIP are well
known, and numerous animal studies demonstrated that
vildagliptin (13) and other DPP-4 inhibitors (15–17) augment
postload insulin levels. However, significant increases in
insulin levels have not been observed in clinical studies to
date. Thus, in drug-naive patients with T2DM receiving
vildagliptin (100 mg, twice daily) for 4 wk, mean postmeal
glucose levels were significantly decreased, but postmeal
insulin levels were unchanged (14). Similarly, in a 4-wk study
of diet-controlled patients with T2DM, NVP DPP728 (150
mg, twice daily) decreased both glucose and insulin levels
(18).

Although superficially such findings might be interpreted
to suggest that DPP-4 inhibitors do not improve insulin se-
cretion in patients with T2DM, it should be recognized, first,
that circulating insulin levels are not a direct measure of
insulin secretion and, second, that insulin secretion must be
considered in the context of ambient glucose levels. Accord-
ingly, �-cell function can be improved without appreciable
changes in circulating insulin levels, particularly if glucose
levels are reduced.
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The purpose of the present study was to critically examine
the influence of 4-wk treatment with vildagliptin (100 mg,
twice daily) on insulin secretion per se in drug-naive patients
with T2DM, using deconvolution of C peptide levels (19) and
a mathematical model that derives multiple parameters of
�-cell function relating insulin secretory rates (ISRs) and
glucose levels (20, 21). Toward that end, the ISR was assessed
during 24-h sampling comprising three standardized meals.
The standardized meal challenges were performed at base-
line and on d 1 and 28 of treatment to allow assessment of
the time course with which vildagliptin exerts its hormonal
and metabolic effects.

Patients and Methods
Study design and patient characteristics

This was a single-center, randomized, double-blind, placebo-con-
trolled trial to compare the effects of 4-wk treatment with vildagliptin
(100 mg, twice daily) and placebo in adult patients with T2DM not
previously treated with antidiabetic agents. Patients, aged 30–65 yr,
diagnosed with T2DM at least 6 months before screening were included.
Females were required to be postmenopausal, surgically sterilized, or
practicing a double-barrier method of contraception. Prerandomization
hemoglobin A1c was required to be between 6.5 and 10.0%, fasting
plasma glucose (FPG) between 7.0 and 10.0 mmol/liter, and baseline
body mass index between 22 and 35 kg/m2, inclusive.

Patients were excluded if they had a history of type 1 or secondary
forms of diabetes, significant diabetic complications, clinically signifi-
cant cardiovascular abnormalities, liver disease, renal impairment, thy-
rotoxicosis, acromegaly, asthma or major skin allergies, or major gas-
trointestinal surgery. Patients with fasting triglyceride levels greater
than 5.1 mmol/liter were excluded, as were those treated with thiazide
diuretics, �-blockers, or any drugs that could affect the results or their
interpretation.

Written informed consent was obtained from all participants, and the
protocol was approved by the institutional review board/independent
ethics committee at the study site. The study was conducted using good
clinical practice in accordance with the Declaration of Helsinki.

Eleven patients were randomized to receive placebo, and 10 patients
were randomized to receive vildagliptin (100 mg, twice daily). However,
one patient randomized to vildagliptin withdrew consent before receiv-
ing the study drug. Accordingly, the intent to treat population consisted
of 11 placebo-treated patients and nine patients treated with vildaglip-
tin. All of these subjects completed the study. No adverse events sus-
pected to be related to the study drug were observed; in particular, no
hypoglycemic events were recorded. All observed adverse events (three
patients treated with vildagliptin and two placebo-treated patients)
were classified as mild.

The study consisted of a 21-d screening period, a baseline period (d
�2 and �1), and a 28-d treatment period, with an end of study eval-
uation 7 d after the final dose of randomized treatment. Safety evalu-
ations (hematology, biochemistry, urinalysis, vital signs, and electro-
cardiogram) were made on d �2 and 14 and at the end of the study visit.
Standardized meal tests with 24-h sampling comprising three mixed
meals were performed on d �1, 1, and 28.

Patients were domiciled at the study site for the standardized meal
tests (d �2 to 2 and d 27–29). After an overnight fast, patients received
placebo (d �1) or blinded medication (d 1 and 28) at 0700 h and con-
sumed breakfast 30 min after treatment. Lunch and dinner were pro-
vided 4 and 10 h after the beginning of breakfast, respectively, and the
evening dose of blinded medication was administered 30 min before
dinner. The standardized breakfast contained 618 kcal (2588 kJ; 57%
carbohydrate, 17% protein, and 26% fat); the lunch contained 692 kcal
(2897 kJ; 66% carbohydrate, 16% protein, and 18% fat); the dinner con-
tained 697 kcal (2918 kJ; 41% carbohydrate, 26% protein, and 32% fat).

During the standardized meal tests, blood samples for measurement
of plasma glucose, C peptide, and insulin were obtained before the
morning dose and at 0.5, 0.75, 1.0, 1.5, 2.0, 2.5, 3.5, 4.5, 5.0, 5.5, 6.0, 6.5,
7.5, 8.5, 10.5, 10.75, 11.0, 11.5, 12.0, 12.5, 13.5, 15.5, 18.5, 21.5, and 24 h after
breakfast. Samples for determination of plasma glucagon were obtained

before treatment and 0.5, 1, 2, 3.5, 11, and 13.5 h after the morning dose.
Samples for measurement of intact GLP-1 were obtained before the
morning dose and 0.5, 0.583, 0.666, 0.75, 1.0, 1.5, 2.0, 2.5, 5.0, 10.5, 10.583,
10.666, 10.75, 11.0, 11.5, 12.0, and 13.5 h after the morning dose. Samples
for measurement of intact GIP were obtained before treatment and 0.75,
1.0, 1.5, 2.0, 2.5, 3.5, 10.75, 11.0, 11.5, 12.0, 12.5, and 13.5 h thereafter.

Analytical methods

Safety laboratory assessments, hemoglobin A1c, glucose, insulin, C
peptide and glucagon were analyzed at Medical Research Laboratories
(Highland Heights, KY) using standardized procedures. Plasma levels
of intact GLP-1 were measured by ELISA using an antibody specific for
the N terminus (Linco Research, Inc., St. Charles, MO). This assay does
not distinguish between GLP-1-(7–37) and GLP-1-(7–36) amide, but has
no detectable cross-reactivity with GLP-1-(9–36) amide, GLP-2, or glu-
cagon at a concentration of 100 nmol/liter. The limit of detection was 5
pmol/liter, and the intra- and interday precisions ranged from 1.0–
14.3% and from 2.0–9.3%, respectively. Plasma levels of GIP were mea-
sured by RIA using antiserum 98171, which is specific for the intact N
terminus of GIP (22). This assay has less than 0.1% cross-reactivity with
GIP-(3–42) or GLP-1-(7–36) amide, GLP-1-(9–36) amide, GLP-2, or glu-
cagon at a concentration of 100 nmol/liter. The intra- and interassay
coefficients of variation were less than 6% and less than 10%, respec-
tively. When GLP-1 or GIP levels were below the limit of detection of
the assay, values were set at 50% the limit of quantification.

Modeling analysis

ISRs were calculated from plasma C peptide levels by deconvolution
analysis (19) and were expressed per square meter of estimated body
surface area. The dependence of ISR on glucose levels was modeled
separately for each patient, on d �1, 1, and 28. The �-cell model used
in the present study, describing the relationship between insulin secre-
tion and glucose concentration, has been illustrated in detail previously
(20, 21).

In short, ISR is the sum of two components: namely, Sg(t) and Sd(t).
The first component, Sg(t), represents the dependence of insulin secre-
tion on the absolute glucose concentration (G) at any time point and is
characterized by a dose-response function, f(G), which relates glucose
and ISR. The dose-response is modulated by a time-dependent poten-
tiation factor, P(t); thus, Sg(t) � P(t)f(G).

Characteristic parameters of the dose-response are insulin secretion
at a fixed glucose concentration of 7 mmol/liter (approximately the
fasting glucose level in mildly diabetic subjects) and the mean slope in
the observed glucose range. The potentiation factor, P(t), accounts for
several modulators of insulin secretion (e.g. prolonged exposure to hy-
perglycemia, nonglucose substrates, gastrointestinal hormones, and
neurotransmitters). The P(t) is set to be a positive function of time and
to average 1 during the experiment. It thus expresses a relative poten-
tiation of the secretory response to glucose.

The second insulin secretion component, Sd(t), represents a dynamic
dependence of insulin secretion on the rate of change in the glucose
concentration and is termed the derivative component. Sd(t) is propor-
tional to the glucose time derivative [for a positive derivative, otherwise
Sd(t) � 0]; the proportionality constant is termed rate sensitivity and is
related to early insulin release (20, 21).

The model parameters (ISR at a fixed glucose level, the slope of the
�-cell dose response, the rate sensitivity, and the potentiation factor)
were estimated from glucose and C peptide concentration by regular-
ized least squares, as previously described (20, 21). Regularization in-
volves the choice of smoothing factors that were selected to obtain
glucose and C peptide model residuals with sd values close to the
expected measurement error (�2% for glucose and �9% for C peptide).
Estimation of the individual model parameters was performed blinded
to the randomization of patients to treatment.

As previously shown (21), this parameter estimation procedure re-
sulted in adequate reproducibility of the parameter estimates. Coeffi-
cients of variation were 16% for insulin secretion at fixed glucose con-
centration, 24% for the slope of the dose response, and 52% for the
parameter of the derivative component. Because the potentiation factor
is a function of time, a coefficient of variation was not computed.

An index of insulin sensitivity was calculated, applying to the break-
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fast data a model-based method for assessing insulin sensitivity from a
3-h oral glucose tolerance test (OGIS180), which has been validated
against the hyperinsulinemic, euglycemic clamp (23). The validity of
OGIS for a meal test was previously verified in a group of 43 normal
subjects with an 8-fold span in insulin sensitivity assessed using the
euglycemic insulin clamp technique. In this group, OGIS was well cor-
related with the M value from the clamp (r � 0.59; P � 0.0001) (Mari,
A., O. Schmitz, and E. Ferrannini, unpublished observations).

Statistical analysis

Statistical analyses were conducted separately for d 1 and d 28 using
an analysis of covariance model with the baseline (d �1) value as the
covariate and treatment (vildagliptin or placebo) as the experimental
factor. Analyses were performed with both original and log-transformed
data. Unless otherwise stated, data are reported as the mean � se.
Untransformed treatment effects [difference in least squares mean
(�LSM)] are reported in the interest of clarity, but the statistical signif-
icance reported is based on log-transformed data.

Results
Characteristics of the study population

Table 1 reports the baseline characteristics of the intent to
treat population. The groups were well balanced, and there
were no statistically significant differences in any baseline
characteristic.

Primary pharmacodynamics

Figure 1 depicts the 24-h profiles of glucose (A), insulin (B),
C peptide (C), and ISR (D) during the standardized meal tests
performed at baseline and after 28-d treatment with vilda-
gliptin (100 mg, twice daily). As shown in Fig. 1A, glucose
levels in the fasting state and throughout the 24-h sampling
period were substantially reduced after 28-d treatment with
vildagliptin. As shown in Fig. 1, B and C, insulin and C
peptide were lower after treatment with vildagliptin than at
baseline (d �1) during the morning and midday meals and
were similar before and after treatment during the dinner
meal and overnight. Similarly, the ISR was lower during the
morning and midday meals on d 28 of treatment with vilda-
gliptin than at baseline (Fig. 1D). In placebo-treated patients,

24-h glucose levels and C peptide and ISR profiles were
similar on the 2 test days. These data are not depicted in a
figure, but statistical comparisons of treatment effects ad-
justing for baseline values are reported subsequently.

Figure 2 depicts the 13.5-hr profiles of intact GLP-1 (A),
intact GIP (B), and glucagon (C) during the standardized
meal tests performed at baseline and after 28-d treatment
with vildagliptin (100 mg, twice daily). As shown in Fig. 2A,
before treatment, plasma levels of intact GLP-1 increased
very modestly in response to breakfast and dinner. During
treatment with vildagliptin, plasma levels of intact GLP-1
were increased throughout the 13.5-h sampling period. As
depicted in Fig. 2B, during treatment with vildagliptin, basal
levels of intact GIP were also increased, and there was a
marked potentiation of the response to meals, particularly
the dinner meal. As shown in Fig. 2C, in patients randomized
to vildagliptin, plasma glucagon levels tended to be lower
throughout the day on d 28 than on d �1. In placebo-treated
patients, the GLP-1 profiles were very similar on d �1 and
28. Postbreakfast GIP levels were nearly identical on d �1
and 28, but postdinner levels of intact GIP tended to be
higher on d 28 vs. d �1 in placebo-treated patients, and
glucagon levels throughout the day tended to be higher on
d 28 than on d �1. These data are not depicted graphically,
but statistical comparisons of treatment effects, adjusting for
baseline values, are reported below.

Table 2 summarizes and reports statistical analyses on
FPG, 24-h mean [area under the curve (AUC)/time] plasma
glucose and ISR, 13.5-h mean intact GLP-1 and intact GIP,
and 3.5-h mean glucagon levels during tests performed be-
fore (d �1) and on d 1 and 28 of treatment with vildagliptin
and placebo. The between-group �LSM represents the treat-
ment effect assessed by analysis of covariance. FPG (mea-
sured 24 h after treatment dose) tended to decrease on d 1 and
was significantly reduced relative to that in the placebo
group (P � 0.04) on d 28 of treatment with vildagliptin.
Treatment with vildagliptin significantly decreased 24-h
mean glucose relative to placebo on both d 1 (P � 0.022) and
d 28 (P � 0.010). Throughout the study, the 24-h mean ISR
was somewhat lower in patients randomized to placebo than
in patients randomized to vildagliptin, but there was no
effect of treatment on 24-h mean ISR. Mean plasma levels of
intact GLP-1 remained stable in patients receiving placebo
and more than doubled during treatment with vildagliptin.
Thus, vildagliptin significantly increased 13.5-h mean GLP-1
relative to placebo on both d 1 (P � 0.001) and d 28 (P �
0.001). Mean plasma levels of intact GIP increased marginally
during treatment with placebo, but increased markedly dur-
ing treatment with vildagliptin. Thus, vildagliptin signifi-
cantly increased 13.5-h mean GIP, relative to placebo, on both
d 1 (P � 0.001) and d 28 (P � 0.001). The 3.5-h mean post-
breakfast glucagon level in patients randomized to vilda-
gliptin decreased progressively with time and was signifi-
cantly suppressed relative to that in the placebo group (P �
0.030) on d 1 of treatment. However, because the mean glu-
cagon level on d 28 in placebo-treated patients was lower
than that on d �1, the effect of vildagliptin to suppress mean
glucagon levels relative to placebo failed to achieve statistical
significance on d 28.

Insulin sensitivity, estimated by OGIS180, was similar at

TABLE 1. Baselinea demographic and background characteristics
of the intent-to-treat population

Demographic variable Vildagliptin 100 mg, b.i.d.
(n � 9)

Placebo b.i.d.
(n � 11)

Age (yr), mean � SD 45.2 � 9.9 44.7 � 9.3
Sex

Male n (%) 1 (11.1) 2 (18.2)
Female n (%) 8 (88.9) 9 (81.8)

Race
Caucasian n (%) 5 (55.6) 5 (45.5)
Black n (%) 4 (44.4) 6 (54.5)

BMI (kg/m2), mean � SD 31.8 � 3.9 32.3 � 3.5
HbA1c (%), mean � SD 7.5 � 1.0 7.5 � 1.0
FPG (mmol/liter), mean � SD 9.1 � 0.3 8.7 � 0.5
Systolic blood pressure

(mm Hg), mean � SD
124 � 17 132 � 18b

Diastolic blood pressure
(mm Hg), mean � SD

68 � 10 73 � 9

b.i.d., Twice daily.
a Baseline values assessed on day �2 during screening period,

verifying eligibility, prior to randomization.
b Two patients in the placebo group were receiving antihyperten-

sive medication.
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baseline in patients randomized to vildagliptin (312 � 60
ml�min�1�m�2) and to placebo (327 � 30 ml�min�1�m�2) and
did not change in either group after 1 d of treatment. How-
ever, on d 28, the OGIS180 was significantly increased in
patients receiving vildagliptin (333 � 40 ml�min�1�m�2) rel-
ative to that in patients receiving placebo (296 � 21). The
�LSM OGIS180 averaged 46 � 22 ml�min�1�m�2 (P � 0.015).

Model-derived parameters of �-cell function

The model-derived parameters are reported in Table 3.
The ISR at 7 mmol/liter glucose (ISR7) was significantly
increased in vildagliptin-treated patients relative to placebo-
treated subjects on both d 1 and 28 of treatment. The ISR at
8 mmol/liter glucose tended to be increased in vildagliptin-
treated patients on d 1 of treatment, and the difference rel-
ative to placebo-treated subjects achieved full statistical sig-
nificance on d 28. On d 28 there was also a significant
treatment effect of vildagliptin to increase ISR at 9 mmol/
liter glucose (�LSM, 177 � 102; P � 0.010) and ISR at 10
mmol/l (�LSM, 210 � 129; P � 0.021). However, the increase
in the model-derived slope of the glucose dose-response with

vildagliptin did not reach statistical significance. The deriv-
ative component of insulin secretion was associated with
substantial intersubject variability and was not significantly
affected by vildagliptin compared with placebo. Although
the time course of the potentiation factor differed somewhat
between the tests, there were no statistically significant dif-
ferences attributable to treatment (data not shown).

Discussion

Despite the known insulinotropic actions of the incretin
hormone, GLP-1, in both healthy subjects (24) and patients
with T2DM (25, 26) and the role of DPP-4 in degrading and
thereby limiting the actions of GLP-1 (27), the influence of
DPP-4 inhibitors on �-cell function is poorly understood. The
present modeling approach offers the first direct evidence
that a DPP-4 inhibitor improves �-cell function in humans
and that it does so by increasing insulin secretory tone.

This modeling-based demonstration of improved �-cell
function in response to an inhibitor of DPP-4 is consistent
with previous findings that indirectly suggested such an
improvement. Thus, although insulin levels were signifi-

FIG. 1. Plasma glucose (A), insulin (B), and C peptide
(C) and ISR (D) during 24-h sampling comprising three
standardized meals before (d �1) and after 28-d treat-
ment with vildagliptin (100 mg, twice daily) in drug-
naive patients with T2DM. Values are the mean � SE
(n � 9 patients).
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cantly lower in patients receiving the DPP-4 inhibitor, NVP
DPP728 (150 mg, twice daily, for 4 wk) than in placebo-
treated patients, the insulinogenic index (postmeal incre-
mental insulin AUC � incremental glucose AUC) was sig-
nificantly increased (18). In another recent study, drug-naive
patients with T2DM received placebo or vildagliptin (100
mg, daily, for 4 wk), and it was found that glucose levels
decreased substantially, but insulin levels were unchanged
(14). This, too, could reflect enhanced �-cell responsiveness
to glucose, perhaps with concomitant enhanced insulin sen-
sitivity, as suggested by the researchers, who likened this
effect to findings with 6-wk continuous infusion of exoge-
nous GLP-1 (10).

Indeed, in the present study there was a significant in-
crease in OGIS180 after 28-d treatment with vildagliptin. This
index of insulin sensitivity is calculated by modeling glucose
and insulin data from OGTTs and is strongly correlated to
several other measures of insulin sensitivity, including glu-
cose clearance during hyperinsulinemic euglycemic clamps
in lean and obese subjects with normal glucose tolerance as
well as in subjects with impaired glucose tolerance and with
T2DM (23). However, the OGIS180 using data from meal tests
has only been validated in nondiabetic subjects. Therefore,
despite the present indirect evidence, the idea that vilda-

gliptin improved insulin sensitivity in diabetic patients will
require additional confirmation, optimally with a more di-
rect approach, such as a two-step clamp.

In the current study, a significant augmentation of circulating
levels of the intact forms of both GLP-1 and GIP was observed,
and the magnitude of the effect on GLP-1 was similar to that
reported previously (14). Other DPP-4 inhibitors have previ-
ously been found to augment the intact form of GIP in pigs (28)
and dogs (29); however, the present findings are the first dem-
onstration of the ability of a DPP-4 inhibitor to augment intact,
biologically active GIP levels in humans.

Although both GLP-1 and GIP may have contributed to the
observed effect of vildagliptin to improve �-cell function, it
is by no means established that these incretin hormones are
the only mediators, because, at least in vitro, DPP-4 can de-
grade many other biologically active peptides (30). Some of
the potential substrates (e.g. pituitary adenylate cyclase ac-
tivting polypeptide, gastrin releasing peptide, and vasoac-
tive intestinal polypeptide) have been shown in animal stud-
ies to stimulate insulin release in a glucose-dependent
manner (31), and thus may contribute to the therapeutic
effects of a DPP-4 inhibitor such as vildagliptin. However, a
recent demonstration that the insulinotropic and antihyper-
glycemic actions of a DPP-4 inhibitor, which are clearly ap-
parent in wild-type mice, are absent in mice lacking receptors
for both GLP-1 and GIP (double incretin receptor knockout
mice) (32) would argue that substrates other than GLP-1 and
GIP are not major mediators.

In this context it would appear that GLP-1 is more likely
than GIP to mediate the effects of vildagliptin seen in the
present study because the glucose-dependent insulinotropic
effect of GLP-1 is maintained in patients with T2DM (2, 33),
whereas GIP has markedly reduced effectiveness to acutely
stimulate insulin release in patients with T2DM relative to
healthy subjects (34, 35). It is also likely that GLP-1 (rather
than GIP) contributed to the suppression of glucagon ob-
served in response to vildagliptin [similar in magnitude to
that reported previously (14)], because it is known that GLP-1
decreases glucagon levels (5, 33), whereas GIP, under certain
conditions, may increase glucagon levels (36).

The model-derived parameter, ISR7, is considered an in-
dex of basal secretory tone, whereas, as mentioned previ-
ously, the slope of the glucose dose response is a measure of
�-cell sensitivity to glucose. The lack of a statistically signif-
icant effect of vildagliptin on the slope, and the clear effect
to increase ISR7 may suggest that vildagliptin exerts a pro-
portionally greater impact at basal vs. postprandial glucose
levels and help to explain the influence of this agent on FPG.
It should be noted, however, that the main effect of vilda-
gliptin on GLP-1 is to increase its mean levels rather than the
postprandial peaks. This may explain a more marked effect on
the basal secretory tone (ISR7) than on the dose-response slope.

In a recent modeling study of a small group of women with
a broad range of glucose values, exogenous GLP-1 was found
to increase the slope of the glucose dose response and the
potentiation factor, as well as increasing ISR7 (25). The dif-
ference in outcomes of that study and the present findings
with vildagliptin are probably attributable to important dif-
ferences in experimental paradigms. In the earlier study,
GLP-1 was given acutely as an iv infusion (0.75 pmol/kg�min

FIG. 2. Plasma levels of intact GLP-1 (A), intact GIP (B), and glu-
cagon (C) during 13.5-h sampling comprising three standardized
meals before (d �1) and after 28-d treatment with vildagliptin (100
mg, twice daily) in drug-naive patients with T2DM. Values are the
mean � SE (n � 9 patients).
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for 90 min) at the start of a mixed meal, raising plasma levels
of intact GLP-1 approximately 10-fold. It is not surprising
that acute iv administration of high doses of GLP-1 has
additional influences on �-cell function not seen with a
DPP-4 inhibitor, which enhances the physiological effects of
endogenously released GLP-1.

With regard to the time course of effects of vildagliptin, a
statistically significant effect to reduce postprandial glucose
and glucagon and to increase active GLP-1 and GIP was seen
on d 1 of treatment. Although there was a tendency for FPG
to decrease on d 1, the significant reduction in FPG and the
improvement in insulin sensitivity, as reflected by the
OGIS180, appeared to require chronic treatment. This obser-
vation highlights the importance of making serial determi-
nations of each parameter of interest, particularly in any
future studies to explore the mechanisms underlying the
influence of vildagliptin on fasting glucose levels. The ap-
parently slower onset of significant improvements of FPG
may also suggest that a general improvement of the meta-
bolic state, due possibly to amelioration of glucolipotoxicity

may make a contribution (37–39). Interestingly, it was re-
cently reported that GLP-1 prevents glucolipotoxicity in cul-
tured human islets (40), possibly suggesting a novel mech-
anism by which a DPP-4 inhibitor could influence fasting
glucose levels. It is also possible that chronically elevated
GLP-1 levels can ameliorate glucolipotoxicity in peripheral
insulin-sensitive tissues, and this effect could contribute to
the apparent improvement of insulin sensitivity seen during
treatment with vildagliptin. Such an effect of GLP-1 is con-
sistent with reports that this peptide increases both insulin-
mediated glucose uptake (41) and noninsulin-mediated glu-
cose uptake (42). However, those effects were observed
during acute administration of GLP-1, whereas the effect of
vildagliptin on OGIS180 was not apparent on d 1 of treatment,
which argues for the effect being due to an overall improved
metabolic state. As noted above, a detailed understanding of
the many possible mechanisms by which vildagliptin exerts
an antihyperglycemic effect will require additional study.

In summary, the data obtained in this study were consis-
tent with previous clinical studies with vildagliptin or NVP

TABLE 3. Model-derived parameters of �-cell function before (d �1) and during treatment with vildagliptin (100 mg twice daily) or
placebo, together with the between-group difference in least squares mean (�LSM) derived from the ANCOVA model

Mean � SE d �1 d 1 � LSM (d 1) d 28 � LSM (d 28)

ISR at 7 mmol/liter glucose (pmol�min�1�m�2)
Vildagliptin 283 � 71 338 � 93 100 � 71a 328 � 77 101 � 51b

Placebo 228 � 38 197 � 30 184 � 29
ISR at 8 mmol/liter glucose (pmol�min�1�m�2)

Vildagliptin 368 � 96 471 � 151 160 � 127 427 � 79 141 � 76b

Placebo 295 � 55 259 � 42 233 � 38
Glucose sensitivity (pmol�min�1�m�2�mM�1)

Vildagliptin 88 � 26 137 � 62 62 � 57 101 � 33 38 � 26
Placebo 67 � 18 63 � 13 50 � 9

Rate sensitivity (pmol�m�2�mM�1)
Vildagliptin 983 � 358 921 � 355 293 � 407 625 � 263 �266 � 327
Placebo 780 � 292 552 � 258 782 � 290

Parameters include ISR at glucose levels of 7 and 8 mmol/liter reflecting insulin secretory tone, the slope of the �-cell dose response between
glucose levels of 7 and 9 mmol/liter, denoted as glucose sensitivity, and the parameter of the derivative component, reflecting the dependence
of ISR on the glucose rate of change (early insulin release), denoted as rate sensitivity.

a P � 0.05, b P � 0.005 vs. placebo as assessed by ANCOVA performed with log-transformed data.

TABLE 2. FPG, mean (AUC/time; AUC computed on the time period shown) glucose, ISR, intact (N-terminally-detected) GLP-1 and GIP
and glucagon (IRG) during the tests performed at before (day �1) and during treatment with vildagliptin (100 mg, twice daily) or placebo,
together with the between-group difference in least squares mean (�LSM) derived from the ANCOVA model

Mean � SE d �1 d1 � LSM (d 1) d 28 � LSM (d 28)

FPG (mmol/liter)a

Vildagliptin 9.1 � 0.9 7.2 � 0.9 �1.4 � 0.7 6.9 � 0.7 �1.6 � 0.7b

Placebo 8.1 � 0.7 8.1 � 0.9 8.1 � 0.8
24-h mean glucose (mmol/liter)

Vildagliptin 8.9 � 1.4 9.0 � 1.5 �0.5 � 0.2b 7.7 � 1.0 �1.2 � 0.4c

Placebo 7.7 � 0.7 8.1 � 0.9 8.0 � 0.7
24-h mean ISR (pmol�min�1�m�2)

Vildagliptin 248 � 28 241 � 24 11 � 11 218 � 24 �13 � 16
Placebo 206 � 17 195 � 16 195 � 20

13.5-h mean GLP-1 (pmol/liter)
Vildagliptin 7.7 � 2.8 17.6 � 3.3 9.4 � 1.5c 18.5 � 3.4 10.8 � 1.6d

Placebo 7.4 � 1.7 7.9 � 1.7 7.4 � 1.7
13.5-h mean GIP (pmol/liter)

Vildagliptin 41.0 � 5.5 99.4 � 11.1 49.3 � 9.4d 94.0 � 12.1 43.4 � 9.4d

Placebo 33.7 � 8.0 42.3 � 9.0 42.4 � 8.5
3.5-h mean IRG (ng/liter)

Vildagliptin 87.3 � 6.3 81.8 � 6.8 �10.7 � 4.8b 70.1 � 3.3 �6.7 � 6.9
Placebo 82.6 � 7.0 87.3 � 9.0 74.7 � 6.8

a FPG is that measured 24 h after prebreakfast dosing on d �1, 1, and 28.
b P � 0.05; c P � 0.01, d P � 0.001 vs. placebo as assessed by ANCOVA performed on log-transformed data.
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DPP728 and indicate that the DPP-4 inhibitor, vildagliptin,
decreases day-long glucose levels, decreases glucagon levels,
and augments plasma levels of the intact, biologically active
forms of GLP-1 and GIP. The novel finding that this incretin
degradation inhibitor improves �-cell function by increasing
insulin secretion at any given glucose level (i.e. insulin secretory
tone) may have important clinical implications regarding the
effects of vildagliptin in both fasting and fed states.
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