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INTRODUCTION
By Barbara Kennedy, Executive Director, Cardiac Health Foundation Of Canada
In October 2015, the Cardiac Health Foundation of Canada (the Foundation) was honoured to
host a roundtable discussion on the care gaps in cardiovascular (CV) risk in type 2 diabetes.
The roundtable, moderated by Dr. Shafiq Qaadri, MD, involved leading experts in the field of
Cardiology (Dr. David Fitchett, MD, FRCPC), Endocrinology (Dr. Jeremy Gilbert, MD, FRCPC)
and Family Medicine (Dr. Richard Tytus, MD, FCFP).
The discussion resulted in the publication of a whitepaper entitled “Stopping the Tsunami:
Overcoming Care Gaps in Cardiovascular Risk and Protection in type 2 diabetes.”
Aligned with its mission to raise awareness about cardiovascular disease (CVD) and
risk prevention for people with type 2 diabetes, the Foundation has again partnered
with these experts to publish an update to the first whitepaper.
The inspiration for the update to the initial whitepaper is two-fold:
First, Canada continues to see a rapid rise in the incidence rates of type 2 diabetes that is greatly impacting individuals
and the healthcare system. In 2015, the estimated prevalence of diabetes in Canada was 9.3% of the population or 3.4 million
Canadians. By 2025, the number is expected to increase to 5 million.[1] CVD is the most common cause of death among
people with diabetes, and up to 60 % of patients with type 2 diabetes will die from it.[2]
Second, in 2016, findings from ground-breaking research, and the availability in Canada of new therapeutic option to reduce
the risk of major CV events, brought cardio-protection to the forefront of type 2 diabetes management.
In sum, these developments present new and exciting possibilities for preventing ‘the tsunami’.
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Dr. David Fitchett, Cardiologist:

of diabetes, including major CV events.
In regards to medication, studies with newer
antihyperglycemic treatments have been mandated

Diabetes is an important risk factor for CVD. People
with diabetes have a high lifetime risk of developing
CVD that is two to four times greater than an

As a result of the epidemic of obesity and type 2
diabetes, there could be a tsunami of potentially fatal
CV events in the future, even in young people. We
also recognize that CVD starts to develop before the
patient has a diagnosis of diabetes, with a significant
proportion having both symptomatic and silent
coronary heart disease at the time of the diagnosis
of diabetes.
As a cardiologist, I see patients with obesity and
diabetes who have already had a serious cardiac
event who are struggling to modify their lifestyle with
increased exercise, a healthy diet, and cessation of
smoking. Our challenge is to find strategies to help
them overcome these hurdles.
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to reduce the risk of developing eye and kidney
complications of diabetes. However today, the
choice of glucose lowering agents especially
in patients with established CVD is likely more
important than achieving tight glucose targets.
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Dr. Richard Tytus,
Family Physician:
Medical care management to decrease CV event
risk should start when type 2 diabetes is initially
diagnosed, especially for patients with type 2
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CARDIOVASCULAR OUTCOMES TRIALS 2016 UPDATE
driven by a significant reduction
in deaths due to CV causes in the
liraglutide group (22 %).[4]

The results of CVOTs

for three different dipeptidyl
peptidase-4 (DPP-4) inhibitors
(alogliptin, saxagliptin, sitagliptin)
and a glucagon-like- protein-1
(GLP-1) receptor agonist
(lixisenatide), in patients with type
2 diabetes who are at high risk for
CV events, have all demonstrated
safety. They did not, however,
show any CV benefits from these
medications, and therefore no
added benefit with respect to CV
health in diabetes.[2]

Two other glucagon-like- protein-1
(GLP-1) receptor agonists –
semaglutide and liraglutide – have
had positive CVOT results.
The LEADER trial, presented at
the America Diabetes Association
(ADA) meeting in June 2016,
demonstrated a significant
reduction of 13% in the primary
endpoint of Major Adverse
Cardiovascular Event of CV
death, non-fatal MI or non-fatal
stroke (MACE-3), predominantly

SUSTAIN-6, presented at the
European Association for the
Study of Diabetes (EASD) in
September 2016 semaglutide
demonstrated a significant
reduction in the MACE-3 primary
endpoint (26%) driven mainly by a
39% reduction in non-fatal stroke
with no difference in CV death.
Semaglutide is a GLP-1 anologue
that is administered once weekly
and is currently not available in
Canada.
Although each demonstrated
a CV benefit, the CV outcomes
reported in the LEADER
and SUSTAIN-6 trials do not
necessarily confirm a class effect
for other GLP-1s.[6],[7]
Sodium glucose linked
transporter 2 (SGLT2) inhibitors is
another class of

The roundtable and meeting summary was sponsored by the Boehringer Ingleheim and Lilly Canada Diabetes Alliance.

Published January 2017

antihyperglycemic medications
recently introduced in Canada.
CVOTs for SGLT2s include
the completed EMPA-REG
OUTCOME™ study for
JARDIANCE™ (empagliflozin).
Findings from EMPA-REG
OUTCOME, presented in
September 2015 at the European
Association for the Study of
Diabetes (EASD), demonstrated
the superiority of empagliflozin
when added to standard of care,
for patients with type 2 diabetes
and established CVD. The results
demonstrated a significant
reduction of 14% in the MACE-3
primary endpoint. This significant
outcome was driven primarily
by a 38% relative risk reduction
in CV death.[6] In a secondary
analysis, empagliflozin was also
associated with a significant
reduction in hospitalizations for

congestive heart failure (4.1% vs.
2.7%).[7] Results from trials with
other SGLT2 medications are
not yet available and therefore
no conclusions can be drawn
on whether this might be a class
effect.[2]
Following these trials, two
updates were made in 2016 to the
Canadian Diabetes Association’s
(CDA) 2013 Clinical Practice
Guidelines for the Prevention
and Management of Diabetes in
Canada to include data findings
from EMPA-REG OUTCOME in
February, followed by LEADER
in November. The latest update
contains the recommendation
that where glycemic targets are
not currently met in patients
with type 2 diabetes and clinical
cardiovascular disease, “an
antihyperglycemic agent with
demonstrated cardiovascular

benefit (empagliflozin or
liraglutide) should be added
to reduce the risk of major
cardiovascular events”.[8]
As a result of data from
EMPA-REG OUTCOME, in July
2016 Health Canada granted
an additional approval over and
above glycemic control. In this
update, Health Canada indicated
empagliflozin to “reduce the
incidence of cardiovascular
death in patients with type 2
diabetes mellitus and established
cardiovascular disease who have
inadequate glycemic control”.[9]
As of the publication date of this
paper, while liraglutide is currently
part of the armamentarium for
treatment of type 2 diabetes in
Canada, it does not have a CV
indication on label. Semaglutide
is not yet available in Canada.
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