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EASD 2013: key highlights from the European Association
for the Study of Diabetes annual meeting
Datamonitor Healthcare attended the annual meeting of the European Association for the Study of
Diabetes (EASD), which took place in Barcelona, Spain, from 23 to 27 September 2013.
A large number of clinical trial results were presented at this year’s conference and Datamonitor
Healthcare identified the following key highlights from the meeting.






SAVOR-TIMI 53/EXAMINE: DPP-IV inhibitors Onglyza (saxagliptin; Bristol-Myers
Squibb/AstraZeneca) and Nesina (alogliptin; Takeda) failed to show reductions in
cardiovascular risk and remain undifferentiated in a largely homogeneous class –Both
dedicated CV trials revealed neutral outcomes and could not prove that there is a beneficial
effect on macrovascular outcomes associated with the use of Onglyza and Nesina,
respectively. While patients and physicians can be reassured about the safety of the DPP-IV
class, neutral results will not have a significant impact on drug sales.
HARMONY: Albiglutide (GlaxoSmithKline) demonstrated only moderate efficacy and will
struggle to compete with rival GLP-1 agonists – Despite a relatively benign side effect profile,
albiglutide will not outperform competitors Victoza (liraglutide; Novo Nordisk), Bydureon
(exenatide LAR; Bristol-Myers Squibb/AstraZeneca), or dulaglutide (Eli Lilly), due to its
moderate efficacy and the absence of positive effects on body weight.
AWARD: The trial program delivered excellent results for GLP-1 agonist dulaglutide, whose
sales Datamonitor Healthcare predicts to be on a par with Victoza’s by 2018. Superiority
over Byetta and sitagliptin as add-on to background therapy will help boost sales and
Datamonitor Healthcare expects dulaglutide to become the most successful GLP-1 agonist in
the near future.

SAVOR-TIMI 53/EXAMINE
DPP-IV inhibitors Nesina and Onglyza do not increase the risk for
cardiovascular events
Dipeptidyl peptidase-IV (DPP-IV) inhibitors Onglyza (saxagliptin; Bristol-Myers Squibb/AstraZeneca)
and Nesina (alogliptin; Takeda) demonstrated that they do not positively or negatively affect
cardiovascular disease risk in patients with type 2 diabetes. In line with US Food and Drug
Administration (FDA) safety guidelines, Bristol-Myers Squibb/AstraZeneca and Takeda carried out
dedicated cardiovascular (CV) outcomes trials for their oral antidiabetics: the SAVOR-TIMI 53 and
EXAMINE studies for Onglyza and Nesina, respectively. For both event-driven studies the primary
efficacy outcome was defined as the composite endpoint of cardiovascular death, non-fatal
myocardial infarction or non-fatal ischemic stroke. For this endpoint both studies demonstrated that
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Onglyza and Nesina were non-inferior compared to placebo (p<0.001) when added on to standard of
care therapy.
Over the course of almost four years the EXAMINE trial investigated the risk for major adverse
cardiovascular events (MACE) in 5,380 patients with type 2 diabetes that had experienced acute
coronary syndrome (ACS) prior to randomization (15-90 days). Limiting the study population to
patients with recent ACS is the key factor differentiating the EXAMINE from the SAVOR-TIMI 53
study, as the risk for MACE presumably was higher in the EXAMINE program. Demonstrating CV
benefit over a short period is more likely in a high risk population; however, no positive effect could
be shown. The two treatment cohorts in the EXAMINE study received either Nesina (alogliptin) or
placebo along with standard of care therapy. Overall, the rates of MACE were similar in patients
treated with Nesina (11.3%) and patients treated with placebo (11.8%; p<0.001 for non-inferiority),
with a hazard ratio (HR) of 0.98 (White and Heller, 2013; White et al., 2013).
The SAVOR-TIMI 53 study investigated the risk of MACE when adding Onglyza or placebo to standard
of care therapy. It enrolled nearly 16,500 type 2 diabetic patients at high risk for CV events and was
event driven, aiming at 1040 events, with a resulting mean duration of 2.1 years. Overall, in the
16,500 patient trial, Onglyza was non-inferior to placebo (7.3% vs 7.2%; p<0.001 for non-inferiority)
for the primary composite endpoint with a hazard ratio of 1.0 (Scirica et al., 2013; Raz and Bhatt,
2013).

Onglyza and Nesina lack differentiation in light of neutral cardiovascular
outcome trial results
In the absence of a positive effect on CV risk, Onglyza and Nesina remain undifferentiated within a
largely homogenous drug class. With only small differences in efficacy and safety between therapies
in the DPP-IV inhibitor class, later market entrants have struggled to differentiate themselves from
first-to-market Januvia (sitagliptin; Merck & Co), sales of which reached $4.1bn in 2012 (Merck & Co,
2013). Datamonitor Healthcare predicts that, in light of their neutral outcome, neither the EXAMINE
nor the SAVOR trial will boost the uptake of Nesina and Onglyza. Physicians see drugs within the
DPP-IV class as mostly interchangeable, which highlights the need for later market entrants to show
drug-specific positive effects outside of glycemic control. The SAVOR trial revealed that Onglyza had
a positive effect on albuminuria and therefore renal function; however, this may be seen as a classwide effect and is unlikely to have a large impact on Onglyza sales (White and Heller, 2013; Raz and
Bhatt, 2013; Scirica et al., 2013).
Despite two DPP-IV therapies demonstrating neutral results in cardiovascular outcome trials, the
overall impact of the drug class on cardiovascular events is still to be determined. Further DPP-IV
therapies are currently undergoing cardiovascular outcomes trials, including Januvia in the TECOS
trial (ClinicalTrials.gov identifier: NCT00790205) and Tradjenta (linagliptin; Boehringer Ingelheim/Eli
Lilly) in the CAROLINA trial (ClinicalTrials.gov identifier: NCT01243424). A positive result in any of
these trials would allow both, the therapy and the drug class, to advance up the diabetes treatment
algorithm.
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Worries around the safety of DPP-IV inhibitors in patients with heart
failure may influence class usage
There was a safety signal in the SAVOR-TIMI 53 study, which gave rise to concerns about the usage
of Onglyza and the DPP-IV class as whole in patients with heart failure. In the Onglyza-treated group
there was a statistically significant increase in the rate of hospitalization for heart failure (3.5% vs
2.8% with placebo; HR 1.27, p = 0.02). Although this did not result in increased mortality in the
Onglyza-treated group, principal investigators Prof. I. Raz and Prof. D. Bhatt admitted that there is
some concern that this safety signal is real. The usage of DPP-IV inhibitors may become restricted in
patients with heart failure, if similar signals are seen in the TECOS and CAROLINA trials.

HARMONY
Albiglutide does not appear as efficacious as other GLP-1 agonists
Following on from results presented at this year’s American Diabetes Association (ADA) meeting,
data for the HARMONY trial program showed that, in terms of efficacy, GlaxoSmithKline’s glucagonlike peptide-1 (GLP-1) agonist albiglutide lags behind its main competitors Victoza (liraglutide; Novo
Nordisk), Bydureon (exenatide; Bristol-Myers Squibb/AstraZeneca), and pipeline compound
dulaglutide (Eli Lilly). Its moderate efficacy, along with weight neutrality, indicates that albiglutide
has lower chances for commercial success than rival GLP-1 agonists. The HARMONY trial program
assessed albiglutide in different settings, such as monotherapy and as add-on to various
combinations of metformin, sulfonylureas, pioglitazone, Januvia (sitagliptin; Merck) and Lantus
(insulin glargine; Sanofi).
Showing added value of GLP-1 therapy compared to standard therapy is paramount for
reimbursement and price negotiations in Europe. Albiglutide and other GLP-1 agonists therefore
need to demonstrate excellent efficacy in settings where older standard therapies, such as regimens
involving metformin, sulfonylureas, pioglitazone, and/or insulin do not result in adequate glycemic
control.
Disappointingly, the HARMONY 1 study showed that after 52 weeks of treatment, albiglutide only
moderately reduced glycated hemoglobin (HbA1c) levels when added on to a
metformin/pioglitazone background regimen. Compared to placebo added on to background
therapy, albiglutide reduced HbA1c levels by 0.75% (Reusch et al., 2013). Although this was
statistically significant, the reduction is relatively modest when compared to the reductions
observed with other GLP-1 agonists, which tend to be over 1% when added on to background
metformin plus thiazolidinedione. The proportion of patients reaching a target HbA1c of 7% or lower
was 44.3% in the albiglutide and 14.8% in the placebo arms of the trial. In comparison, dulaglutide
(Eli Lilly) at 1.5mg and 0.75mg doses showed HbA1c reductions of 1.36% and 1.07% at 52 weeks
when added to metformin/pioglitazone therapy, and 71% and 59% of patients achieved a target
HbA1c of lower than 7% (Reusch et al., 2013; Wysham et al., 2013).
The HARMONY 5 study results also were disappointing for GSK, as albiglutide was unable to show
non-inferiority vs. pioglitazone when added on to background metformin and glimepiride. The
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adjusted mean HbA1c difference from baseline was -0.55% for albiglutide vs. -0.80% for pioglitazone
Stewart et al., 2013). In the albiglutide cohort 30% of patients achieved an HbA1c value of under 7%,
compared to 35% in the pioglitazone cohort. Although the 104-week study HARMONY 3 showed
superiority of albiglutide over sitagliptin and glimepiride when added on to metformin, the
difference in HbA1c values (0.3%) was modest (Johnson et al., 2013).

Albiglutide’s benign side effect profile does not offset efficacy issues
Albiglutide showed lower rates of nausea, vomiting, and other gastrointestinal (GI) side effects than
rival GLP-1 inhibitors. However, the lower rate of GI adverse events was accompanied by weight
neutrality, compared to significant weight loss normally occurring with the use of GLP-1 agonists
(Stewart et al., 2013). Physicians at the EASD meeting hypothesized that nausea, weight loss and
other GI effects are caused by an interaction of GLP-1 agonists with the central nervous system, and
that albiglutide’s size and/or structure affect this. The HARMONY trial program did not detect any
imbalances in pancreatitis and pancreatic cancer risk (Reusch et al., 2013).
Datamonitor Healthcare believes that, despite a relatively benign side effect profile, albiglutide will
encounter access barriers in Europe, predominantly in France and Germany. In a clinical setting,
physicians may add a GLP-1 agonist or pioglitazone to a patient’s regimen after the failure of
metformin plus sulfonylurea, and the failure to show non-inferiority or superiority vs. pioglitazone
will harm albiglutide. For cost-containment reasons GLP-1 agonists are less frequently used in
Europe compared to the US. Albiglutide’s inability to demonstrate that its use is associated with
better HbA1c reductions than generic pioglitazone will factor in cost/benefit calculations in favor of
inexpensive pioglitazone. Similarly, small HbA1c reductions compared to glimepiride and sitagliptin
will also impede drug uptake.

AWARD
Dulaglutide may soon overtake Victoza as leading GLP-1 agonist
Promising results from three trials of the AWARD program investigating GLP-1 agonist dulaglutide
(Eli Lilly) were presented at this year’s EASD meeting in Barcelona. Excellent efficacy and safety data
indicate that dulaglutide will become the most successful once-weekly GLP-1 agonist and
Datamonitor Healthcare predicts that dulaglutide sales in the US will match Victoza (liraglutide;
Novo Nordisk) sales ($1.75bn) by 2018.
The AWARD-1 trial looked at the safety and efficacy of dulaglutide compared to placebo and Byetta
(exenatide; Bristol-Myers Squibb/AstraZeneca) when added on to a background therapy of
metformin and pioglitazone. At 26 weeks, once-weekly dulaglutide provided superior glycemic
control compared to twice-daily Byetta and placebo (p<0.001). HbA1c values dropped by 1.30% and
1.51% for the lower (0.75mg) and higher (1.5mg) doses of dulaglutide, compared to a reduction of
0.99% with twice-daily Byetta and 0.46% with placebo (Wysham et al., 2013). This bodes well for
dulaglutide’s commercial success, especially since the occurrence of side effects was comparable
between groups and increased efficacy did not come at the expense of an increased rate or severity
of adverse events. Also, there were no increases in pancreatitis and pancreatic cancer in dulaglutidetreated patients, which is reassuring following reports about a heightened risk in patients using
incretin mimetics, such as GLP-1 agonists and DPP-IV inhibitors (Singh et al., 2013; FDA, 2013).
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Furthermore, dulaglutide treatment remained superior at 52 weeks, with HbA1c reductions of 1.07%
and 1.36% for the lower and higher doses of dulaglutide, compared to a 0.80% reduction with
Byetta. At this time point, 71% of patients receiving the higher dose of dulaglutide had achieved an
HbA1c level of less than 7%, compared to 49% in the Byetta group (Wysham et al., 2013).
In AWARD-5, dulaglutide’s safety and efficacy was compared to that of sitagliptin and placebo at 26
weeks, and to sitagliptin only at 52 and 104 weeks. Patients were on a background regimen of
metformin or metformin plus one oral antidiabetic. In the dulaglutide group HbA1c levels were
reduced by 1.01% and 1.22% (lower and higher dose) at 26 weeks, compared to a reduction of 0.61%
for the sitagliptin group, and an increase of 0.03% in the placebo group (Nauck et al., 2013).
Reductions were similar at 52 and 104 weeks and dulaglutide remained superior to sitagliptin
(Guerci et al., 2013).

Dulaglutide can capitalize on Bydureon’s and albiglutide’s shortcomings
The results from the AWARD clinical trial program demonstrate that dulaglutide’s efficacy and side
effect profile are very similar to that of Victoza, the leading GLP-1 agonist on the market. Dulaglutide
has already demonstrated superiority compared to twice-daily Byetta, but results from the AWARD6 trial comparing dulaglutide with Victoza are yet to be revealed. Datamonitor Healthcare believes
that dulaglutide will indeed be able to show non-inferiority to Victoza. In order to gain significant
market share, once-weekly GLP-1 agonists will have to measure up to Victoza’s efficacy, side effect
profile and convenient once-daily pen administration.
In light of the moderate efficacy results for once-weekly albiglutide and the failure of once-weekly
Bydureon (exenatide long-acting release; Bristol-Myers Squibb/AstraZeneca) to show non-inferiority
to Victoza, the excellent efficacy results from AWARD will boost the uptake of dulaglutide.
Compared to GlaxoSmithKline’s albiglutide, Eli Lilly’s dulaglutide also exhibits the weight loss typical
for GLP-1 agonists, which is an attractive feature for patients and physicians and partly responsible
for the success of the GPL-1 class.
Datamonitor Healthcare is of the opinion that the AWARD trial program delivered solid results and
that dulaglutide is likely to receive regulatory approval in the US in the second half of 2014 and in
the first half of 2015 in the EU. However, despite predicted approval, access barriers remain in
Europe, where cost constraints are likely to affect the pricing and/or inclusion of dulaglutide in
national reimbursement lists. Restricted use will occur predominantly in Italy and Spain, while
inclusion into reimbursement lists will be a problem in Germany.
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