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OBJECTIVE

The objective of this study was to assess the efﬁcacy and safety of triple therapy
with saxagliptin add-on versus placebo add-on to dapagliﬂozin plus metformin in
adults with type 2 diabetes.
RESEARCH DESIGN AND METHODS

Patients on stable metformin (‡1,500 mg/day) for ‡8 weeks with glycated hemoglobin (HbA1c) 8.0–11.5% (64–102 mmol/mol) at screening received open-label
dapagliﬂozin (10 mg/day) plus metformin immediate release (IR) for 16 weeks.
Patients with inadequate glycemic control (HbA1c 7–10.5% [53–91 mmol/mol])
were then randomized to receive placebo (n = 153) or saxagliptin 5 mg/day (n =
162) in addition to background dapagliﬂozin plus metformin IR. The primary
efﬁcacy end point was change in HbA1c from baseline to week 24.
RESULTS

There was a signiﬁcantly greater reduction in HbA1c at 24 weeks with saxagliptin
add-on (–0.51% [–5.6 mmol/mol]) versus placebo (–0.16% [–1.7 mmol/mol]) addon to dapagliﬂozin plus metformin (difference, –0.35% [95% CI –0.52% to –0.18%]
and –3.8 [–5.7 to –2.0 mmol/mol], respectively; P < 0.0001). Reductions in fasting
plasma glucose and 2-h postprandial glucose were similar between treatment
arms. A larger proportion of patients achieved HbA1c <7% (53 mmol/mol) with
saxagliptin add-on (35.3%) versus placebo add-on (23.1%) to dapagliﬂozin plus
metformin. Adverse events were similar between treatment groups. Episodes of
hypoglycemia were infrequent in both treatment arms, and there were no episodes of major hypoglycemia.
CONCLUSIONS

Triple therapy with the addition of saxagliptin to dapagliﬂozin plus metformin
was well tolerated and produced signiﬁcant improvements in HbA 1c in
patients with type 2 diabetes inadequately controlled with dapagliﬂozin plus
metformin.
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RESEARCH DESIGN AND METHODS
Study Design

This was a multicenter, randomized,
double-blind, placebo-controlled, parallel-

group, phase 3 study (ClinicalTrials.gov
identiﬁer NCT01619059). It was designed
and monitored in accordance with the
ethical principles of Good Clinical Practice as deﬁned by the International
Conference on Harmonization and the
Declaration of Helsinki. Institutional review boards or ethics committees at each
study site approved the protocol, and all
patients gave written informed consent.
The study design consisted of a
screening period and an open-label
treatment period before randomization
and a short-term (24 weeks), doubleblind treatment period (Supplementary
Fig. 1). Patients could then enter a longterm (28 weeks) extension, for a total of
52 weeks of triple-therapy treatment.
Patients with type 2 diabetes with glycated hemoglobin (HbA 1c) 8.0–11.5%
(64–102 mmol/mol) at screening and
taking stable metformin immediate release (IR) or extended release (XR)
($1,500 mg/day) for $8 weeks before
screening were included. Eligible patients also had to have a C-peptide concentration $1.0 ng/mL and BMI #45.0
kg/m2. At the end of the screening period, patients were switched to 16
weeks of open-label treatment with
the nearest multiple of metformin IR
500 mg and dapagliﬂozin (10 mg/day).
Major exclusion criteria for screening
and the open-label treatment period included pregnancy, cardiovascular disease
within 3 months of screening, estimated
glomerular ﬁltration rate ,60 mL/min/
1.73 m2, or serum creatinine $1.5 mg/
dL in men or $1.4 mg/dL in women, microscopic hematuria with no known cause
in men, and signiﬁcant hepatic disease.
Patients also were excluded if they received any antidiabetic medication other
than metformin for more than 14 days
during the 12 weeks before screening.
Patients with uncontrolled hypertension
(systolic blood pressure $160 mmHg
and/or diastolic blood pressure $100
mmHg) could enter the open-label period
provided that their antihypertensive therapy was adjusted as appropriate. If their
blood pressure remained at or above
these limits, however, they could not be
considered for randomization to doubleblind treatment.
The number of patients enrolled into
the open-label treatment period, beginning at week 216 of the study, with HbA1c
values in the lower range (8.0–9.0%
[64–75 mmol/mol]) was limited to

approximately 50% of the patients. The
remainder of the patients had HbA1c
.9.0% to 11.5% (75–102 mmol/mol). At
weeks 10 and 2, if fasting plasma glucose
(FPG) was .270 mg/dL, a patient could
not be randomized and was discontinued
from the study.
For inclusion into the randomized,
24-week, double-blind treatment period, patients had to have an HbA 1c
7.0–10.5% (53–91 mmol/mol) at week
2 of the open-label treatment period.
Following the open-label period, eligible
patients were randomized 1:1 using a
centralized blocked randomization
schedule and received placebo or saxagliptin 5 mg/day in addition to openlabel dapagliﬂozin 10 mg/day and
metformin IR for 24 weeks. Patients completing the double-blind period could enter the 28-week long-term extension, the
results of which will be presented in a
separate report.
Efﬁcacy End Points

The primary end point was the mean
change from baseline in HbA1c after 24
weeks of double-blind treatment with a
saxagliptin versus a placebo add-on to
dapagliﬂozin plus metformin. Secondary
end points were mean change from
baseline at 24 weeks in 2-hour postprandial glucose (PPG) following a liquid
meal tolerance test (MTT), mean change
from baseline at 24 weeks in FPG, and
the proportion of patients achieving a
therapeutic glycemic response, deﬁned
as HbA1c ,7.0% (53 mmol/mol), at 24
weeks. Other end points included the
proportion of patients rescued or discontinued from the study for lack of efﬁcacy, change from baseline in PPG area
under the concentration–time curve
from time 0 to 180 min change in serum
lipids from baseline, and change in body
weight from baseline.
The composition of the liquid MTT
was dependent on the investigational
site and consisted of 360–375 kcal: protein, 14.0–28.2 g; fat, 10.5–14.0 g; carbohydrates 42–45 g; sugars (as a component
of carbohydrates), 16.8–22.0 g. The MTT
was performed at baseline (day 1) and at
week 24. Blood was obtained for measurement of plasma glucose concentration 0, 30, 60, 120, and 180 min after
administering the liquid MTT.
Safety

Safety was evaluated based on adverse
events (AEs), hypoglycemia, laboratory
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In most patients with type 2 diabetes,
metformin is recommended as initial
therapy to improve glycemic control
and reduce the risk of diabetes-related
complications (1–3). When metformin
fails to maintain glycemic control, addition of antihyperglycemic medications
with mechanisms of action complementary to that of metformin should be considered (2,3). Dipeptidyl peptidase-4
(DPP-4) inhibitors and sodium-glucose
cotransporter 2 (SGLT2) inhibitors are
recognized as add-on options for dual
or triple therapy with metformin (2,3).
DPP-4 inhibitors reduce blood glucose
concentrations in patients with type 2 diabetes by inhibiting the degradation of
GLP-1, thereby stimulating insulin secretion and inhibiting glucagon secretion (4).
Because the action of GLP-1 on insulin secretion is glucose-dependent (4), DPP-4
inhibitors are associated with a low risk
of hypoglycemia. SGLT2 inhibitors are
the newest class of U.S. Food and Drug
Administration– and European Medicines
Agency–approved oral antidiabetes drugs
that reduce plasma glucose concentrations by inhibiting renal glucose reabsorption, resulting in increased renal glucose
excretion (5). The mechanism of action of
SGLT2 inhibitors is independent of insulin
and therefore is associated with a low risk
of hypoglycemia. SGLT2 inhibitors have
been shown to be effective in patients
at various stages of type 2 diabetes (6).
SGLT2 inhibitors also have the added beneﬁt of weight reduction because of caloric
loss in the urine (200–340 kcal/day) (5,7).
Thus, DPP-4 inhibitors and SGLT2 inhibitors have mechanisms of action that are
complementary to metformin.
Saxagliptin, a DPP-4 inhibitor, and dapagliﬂozin, an SGLT2 inhibitor, have demonstrated favorable safety and tolerability
proﬁles and improve glycemic control as
monotherapy (8–10), as add-on therapy
to metformin (11,12), as add-on to metformin plus a sulfonylurea (13,14), and together as dual add-ons to metformin (15)
in patients with type 2 diabetes. This study
assessed the efﬁcacy and safety of saxagliptin as an add-on to dapagliﬂozin plus
metformin in patients with type 2 diabetes and inadequate glycemic control with
dapagliﬂozin plus metformin.
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Statistical Analysis

Assuming an SD of 1.0%, with 133 patients per treatment group there was
90% power to detect a difference in
mean change in HbA1c from baseline of

0.4% (4.4 mmol/mol) between the saxagliptin add-on to dapagliﬂozin plus
metformin treatment group and the placebo add-on to dapagliﬂozin plus metformin treatment group. Assuming that
5% of the patients would not have a
measurement after baseline, a total of
approximately 280 patients (140 patients per treatment arm) needed to
be randomized.
The primary efﬁcacy data set included
all randomized patients who received at
least one dose of study medication during the double-blind treatment period.
The primary efﬁcacy end point was analyzed using a longitudinal repeatedmeasures analysis with terms for baseline
value, treatment group, time, the interaction of treatment group and time, and
the interaction of baseline value and
time, including only observations before
rescue. Point estimates and 95% CIs were
calculated for the adjusted mean changes
within each treatment group as well as
for the differences in adjusted mean
changes between treatment groups. If
the primary efﬁcacy comparison was signiﬁcant at the 0.05 level, then the secondary efﬁcacy end points were statistically
tested using a hierarchical closed testing
procedure.
The analysis of the mean change from
baseline at week 24 for 2-h PPG during a
liquid MTT was based on an ANCOVA
model using the last observation carried

forward method, with terms for treatment group and baseline value in the
model. The mean change from baseline
at week 24 for FPG was analyzed using
the same longitudinal repeated-measures model as for the primary efﬁcacy
end point. The proportion of patients
achieving HbA1c ,7.0% (53 mmol/mol)
at 24 weeks was summarized by treatment group and analyzed using previously published methods (16,17).
RESULTS
Patients

The ﬁrst patient visit for the 24-week
short-term study period occurred on
29 June 2012 and the last patient visit
on 18 June 2014. Of the 857 enrolled
patients, 482 entered and received
treatment during the open-label period,
and 431 (89.4%) completed this period
(Supplementary Fig. 2). A total of 315
were randomized and entered the
24-week, double-blind treatment period, and 94.6% (298) completed the
short-term period of the study. Patient
demographics and baseline characteristics were balanced across treatment
groups (Table 1). Most patients (87.9%)
were white, and 52.7% were female.
Mean age was 54.6 years. Mean duration
of diabetes was 7.7 years, and mean baseline HbA1c was 7.91% (63 mmol/mol).
Baseline HbA1c at randomization was similar in the placebo (7.86% [62 mmol/mol])

Table 1—Demographics and baseline characteristics at randomization
Placebo add-on to dapagliﬂozin
plus metformin (n = 162)

Saxagliptin add-on to dapagliﬂozin
plus metformin (n = 153)

Total population (N = 315)

54.5 6 9.3

54.7 6 9.8

54.6 6 9.6

Women
Race
White
Black
Asian
Other

86 (53.1)

80 (52.3)

166 (52.7)

141 (87.0)
9 (5.6)
8 (4.9)
4 (2.5)

136 (88.9)
11 (7.2)
5 (3.3)
1 (0.7)

277 (87.9)
20 (6.3)
13 (4.1)
5 (1.6)

BMI, kg/m2

31.4 6 5.3

31.4 6 5.2

31.4 6 5.3

Duration of diabetes, years

7.4 6 5.8

8.1 6 7.0

7.7 6 6.4

7.86 6 0.93 (62 6 10.2)

7.97 6 0.83 (64 6 9.1)

7.91 6 0.88 (63 6 9.6)

99 (61.1)
42 (25.9)
21 (13.0)

85 (55.6)
50 (32.7)
18 (11.8)

184 (58.4)
92 (29.2)
39 (12.4)

Age, years

HbA1c, % (mmol/mol)
HbA1c category
,8% (64 mmol/mol)
8–,9% (64–,75 mmol/mol)
$9% (75 mmol/mol)
FPG, mg/dL

158 6 34.6

164 6 34.4

161 6 34.6

2-h PPG, mg/dL

206 6 53.1

209 6 50.1

207 6 51.6

Fasting C-peptide, ng/mL
eGFR, mL/min/1.73 m2

2.6 6 1.2

2.4 6 1.0

2.5 6 1.1

93.9 6 20.6

92.8 6 21.6

93.4 6 21.1

Data are mean 6 SD or n (%). eGFR, estimated glomerular ﬁltration rate (calculated by the Modiﬁcation of Diet in Renal Disease formula).
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abnormalities, and vital signs. Hypoglycemic episodes were classiﬁed as minor
(symptomatic or asymptomatic, with
plasma glucose concentration ,63 mg/dL,
regardless of need for external assistance);
major (symptomatic, requiring third-party
assistance because of severe impairment
in consciousness or behavior, with or without plasma glucose concentration ,54
mg/dL, and prompt recovery after glucose
or glucagon administration); and other (a
suggestive episode not meeting the criteria for major or minor). Prespeciﬁed AEs of
special interest included severe cutaneous
events, decreased lymphocyte count, decreased thrombocyte count, opportunistic
infection, pancreatitis, fracture, hypersensitivity, worsening renal function, genital
infections, urinary tract infections, bladder
neoplasm, breast neoplasm, volume depletion, and heart failure. Suspected cardiovascular AEs were blindly adjudicated
by an independent committee managed
by the Montreal Heart Institute. Reported
liver injury AEs were blindly adjudicated by
an independent hepatic adjudication committee that determined the probability of
drug-induced liver injury as the cause of
reported liver-related abnormalities.

Diabetes Care Volume 38, November 2015

care.diabetesjournals.org

and saxagliptin (7.97% [64 mmol/mol])
groups (Table 1).
Efﬁcacy

add-on to dapagliﬂozin plus metformin treatment was associated with a
larger reduction in HbA1c from baseline than placebo add-on to dapagliﬂozin plus metformin, irrespective of
baseline HbA 1c (Supplementary Table
1). Adjusted mean reductions in HbA 1c
from baseline to 24 weeks were largest in patients with baseline HbA 1c
$9% ($75 mmol/mol): –1.21% (–13.2
mmol/mol) for saxagliptin add-on to
dapagliﬂozin plus metformin versus
–0.26% (–2.8 mmol/mol) for placebo
add-on to dapagliﬂozin plus metformin. Reductions in 2-h PPG and FPG
were similar between treatment arms
(Table 2). A larger proportion of patients
achieved HbA1c ,7% (53 mmol/mol) with
saxagliptin add-on to dapagliﬂozin plus

metformin (35.3%) compared with placebo add-on to dapagliﬂozin plus metformin
(23.1%; Table 2).
Few patients were rescued or discontinued for lack of glycemic control in the
saxagliptin add-on to dapagliﬂozin plus
metformin group (4 of 153) or the placebo add-on to dapagliﬂozin plus metformin group (7 of 162). The adjusted
mean (95% CI) change from baseline in
PPG area under the concentration–time
curve from time 0 to 180 min at week 24
was numerically greater with saxagliptin
add-on to dapagliﬂozin plus metformin
(–6,211 mg/dL z min [–7,231 to –5,191])
than with placebo add-on to dapagliﬂozin plus metformin (–5,258 mg/dL z min
[–6,236 to –4,279]). The mean percentage changes in fasting serum lipids from
baseline at week 24 were small and similar between the 2 treatment groups
(Supplementary Table 2). There were
similar small reductions in body weight
over the 24-week treatment period with
saxagliptin (–0.53 kg) and placebo
(–0.51 kg) add-on to dapagliﬂozin plus
metformin.
Safety

Figure 1—Change in HbA1c. Adjusted mean change in HbA1c from baseline to 24 weeks (A) and
time course of adjusted mean change in HbA1c from baseline (B). DAPA, dapagliﬂozin; MET,
metformin; PBO, placebo; SAXA, saxagliptin. aRandomized patients with a baseline measurement and at least one measurement after baseline. bRandomized patients with a baseline measurement and a measurement at week 24. cRandomized patients who received at least one dose
of double-blind medication.

The proportion of patients with AEs was
similar between treatment groups
(Table 3). Few patients discontinued,
and there were no deaths. The most
common AEs ($5% of patients) were
nasopharyngitis and urinary tract infections. The proportion of patients with
serious AEs was small and similar in
both treatment groups. Discontinuations as a result of AEs were higher
with the placebo add-on (1.9%) than
with the saxagliptin add-on (0.7%) to
dapagliﬂozin plus metformin. Hypoglycemic episodes were infrequent, and there
were no cases of major hypoglycemia or
discontinuations due to hypoglycemia.
There were no AEs of decreased lymphocyte or thrombocyte counts, pancreatitis,
opportunistic infections, kidney infections, bladder or breast neoplasms, or
pancreatic cancer.
During the 24-week double-blind
treatment period, one patient (0.6%) in
the placebo add-on to dapagliﬂozin plus
metformin group and one patient (0.7%)
in the saxagliptin add-on to dapagliﬂozin
plus metformin group had cardiovascular events (atrial ﬁbrillation with placebo and pulmonary embolism with
saxagliptin) that were conﬁrmed upon adjudication. Neither event was considered
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At 24 weeks, the adjusted mean (95% CI)
change from baseline in HbA 1c was
signiﬁcantly greater with saxagliptin
(–0.51% [–0.63 to –0.39]; –5.6 mmol/mol
[–6.9 to –4.3]) compared with placebo
(–0.16% [–0.28 to –0.04]; –1.7 mmol/mol
[–3.1 to –0.4]) add-on to dapagliﬂozin
plus metformin (difference –0.35%
[–0.52 to –0.18]; –3.8 mmol/mol [–5.7
to –2.0]; P , 0.0001) (Fig. 1A, Table 2).
A clear separation in HbA 1c was observed between the treatment groups
at the earliest time point assessed
(6 weeks), which continued to the
end of the study (Fig. 1B). Saxagliptin
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Table 2—Adjusted mean change from baseline at 24 weeks for primary and secondary efﬁcacy end points
Placebo add-on to dapagliﬂozin
plus metformin (n = 162)
HbA1c
Baseline mean 6 SD, % (mmol/mol)
Change from baseline, %
Change from baseline, mmol/mol
Difference in saxagliptin vs. placebo, % (mmol/mol)

Saxagliptin add-on to dapagliﬂozin
plus metformin (n = 153)

7.85 6 0.92 (62 6 10.1)
7.95 6 0.83 (63 6 9.1)
20.16 (–0.28 to –0.04)
20.51 (–0.63 to –0.39)
–1.7 (–3.1 to –0.4)
–5.6 (–6.9 to –4.3)
20.35 (–0.52 to –0.18) (–3.8 [–5.7 to –2.0])
204 6 52.0
231 (–37.5 to –25.0)

FPG, mg/dL
Baseline mean 6 SD
Change from baseline
Difference saxagliptin vs. placebo

157 6 33.94
25 (–10.4 to –0.2)

Patients with HbA1c ,7% (53 mmol/mol)
x/n*
Adjusted %
Difference vs. saxagliptin + metformin, %

39/160
23.1 (16.9 to 29.3)

208 6 50.6
237 (–43.6 to –30.7)
26 (–14.9 to 3.1)

164 6 34.3
29 (–14.3 to –3.9)
24 (–11.0 to –3.6)

,0.0001

0.2014

NT

51/150
35.3 (28.2 to 42.4)
12.2 (3.4 to 21.0)

NT

Data are adjusted mean change from baseline (95% CI) or as indicated. NT, not tested because of hierarchical testing procedure. *Number of
responders/number of patients with nonmissing baseline values and week 24 values (last observation carried forward).

to be related to treatment. Two patients
(1.2%) in the placebo add-on to dapagliﬂozin plus metformin group and one patient (0.7%) in the saxagliptin add-on to
dapagliﬂozin plus metformin group had
events of heart failure (worsening of
heart failure and peripheral edema, and
edema, respectively); none of the events

were considered to be treatment
related.
One patient in the saxagliptin add-on
to dapagliﬂozin plus metformin group
had a serious AE of hepatic cancer, and
two patients in each treatment group had
AEs of hepatic disorders that were adjudicated and conﬁrmed; only one event

Table 3—AEs
Placebo add-on to
dapagliﬂozin plus
metformin (n = 162)

Saxagliptin add-on
to dapagliﬂozin plus
metformin (n = 153)

At least 1 AE

70 (43.2)

73 (47.7)

At least 1 SAE

5 (3.1)

5 (3.3)

AE leading to discontinuation

3 (1.9)

1 (0.7)

SAE leading to discontinuation

0 (0)

0 (0)

AEs of special interest
Urinary tract infection
Genital infection
GFR decrease
Fracture
Heart failure
Severe cutaneous
Hypersensitivity
Hypotension, dehydration,
hypovolemia

6 (3.7)
4 (2.5)
2 (1.2)
1 (0.6)
2 (1.2)
1 (0.6)
2 (1.2)
2 (1.2)

8 (5.2)
0 (0)
0 (0)
1 (0.7)
1 (0.7)
0 (0)
0 (0)
0 (0)

Hypoglycemia*
Major
Minor
Other

4 (2.5)
0 (0)
2 (1.2)
3 (1.9)

2 (1.3)
0 (0)
1 (0.7)
1 (0.7)

Adjudicated cardiovascular event

1 (0.6)

1 (0.7)

Adjudicated liver AE

2 (1.2)

2 (1.3)

AEs

Data are n (%). GFR, glomerular ﬁltration rate; SAE, serious AE. *Hypoglycemic episodes
were classiﬁed as minor (symptomatic or asymptomatic with plasma glucose concentration
,63 mg/dL, regardless of need for external assistance); major (symptomatic requiring thirdparty assistance owing to severe impairment in consciousness or behavior, with or without
plasma glucose concentration ,54 mg/dL and prompt recovery after glucose or glucagon
administration); and other (suggestive episode not meeting the criteria for major or minor).

in a patient receiving placebo (elevated
alanine transaminase) was considered to
be possibly related to treatment.
There were small changes (,1
mmHg) in systolic and diastolic blood
pressure from baseline to 24 weeks in
both treatment arms.
CONCLUSIONS

In the United States, only 52% of adults
with diagnosed diabetes have HbA 1c
,7.0% (53 mmol/mol) (18). Thus there
is a need for new therapeutic approaches that get more patients to their
individual glycemic goal without increased risk of hypoglycemia or weight
gain. Failure to escalate treatment when
blood glucose becomes uncontrolled is
common (19) and exposes patients to
needless periods of hyperglycemia
(20,21). In accordance with clinical treatment guidelines, most patients receive
initial therapy with metformin followed
by the stepwise addition of other oral
antidiabetes drugs as glycemic control
worsens (2,3). DPP-4 inhibitors and
SGLT2 inhibitors are recommended as options for add-on therapy to metformin in
patients inadequately controlled with
metformin monotherapy (2,3). Addition
of a DPP-4 inhibitor to a combination of
an SGLT2 inhibitor and metformin results
in a triple drug combination that works
in a complementary manner and targets
several of the pathologic defects present
in type 2 diabetes (22) without the increased risks of hypoglycemia and weight
gain, which are common with other
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2-h PPG, mg/dL
Baseline mean 6 SD
Change from baseline
Difference saxagliptin vs. placebo

P value
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protect against SGLT2 inhibitor–induced
genital infections.
In patients with type 2 diabetes, hypoglycemia is associated with increased
morbidity and mortality (28,29), whereas
body weight reduction is associated with
improved glycemic control and a reduction in cardiovascular risk factors (30,31).
Thus hypoglycemic potential and effects
on body weight, among other factors, are
important attributes to be considered
when choosing a drug as an add-on to
dual therapy, as highlighted in clinical
treatment guidelines (1–3). Both saxagliptin and dapagliﬂozin are associated
with a low rate of hypoglycemia when
used in combination with metformin
(11,12), and they either are weight neutral
(saxagliptin) (9,10,12,32) or reduce body
weight (dapagliﬂozin) (11,33–35). The
ﬁndings of this study of triple therapy
of a saxagliptin add-on to dapagliﬂozin
plus metformin are generally consistent
with the mechanisms of action of saxagliptin and dapagliﬂozin and with the
results from previous clinical studies investigating the efﬁcacy and safety of
these agents as monotherapy (8–10)
and add-on therapy (11,12,32–36) and
when used together as a dual add-on to
metformin (15). Moreover, saxagliptin
was effective in patients with advanced
disease whose hyperglycemia was
poorly controlled despite receiving
metformin and dapagliﬂozin.
In summary, this study demonstrated
that triple therapy using a combination
of a DPP-4 inhibitor as an add-on to a
background SGLT2 inhibitor plus metformin therapy in patients with advanced type 2 diabetes who were not
at target for glycemic control was well
tolerated and resulted in signiﬁcant reductions in HbA1c, with a greater proportion of patients achieving HbA 1c
,7% (53 mmol/mol) compared with
dual therapy of dapagliﬂozin plus metformin. Importantly, the improvements
in glycemic control with a saxagliptin
add-on to dapagliﬂozin plus metformin
were achieved without any increased
risk of hypoglycemia and were not associated with an increase in body weight.
Thus, saxagliptin added to dapagliﬂozin
plus metformin therapy provides an effective and well-tolerated treatment option of triple oral therapy in patients
with advanced disease that is poorly
controlled with dapagliﬂozin plus metformin. The 52-week long-term extension
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of this study is ongoing and will provide
additional data on the durability and
long-term safety of triple therapy with
saxagliptin added to dapagliﬂozin plus
metformin.
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