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Introduction
The latest 2018 ADA/EASD Consensus Guidelines1 were compiled by five 
clinical experts from the USA and five from Europe; they were released in 
their final form on 15 October 2018 at the EASD congress. 

In this report, Professor Chantal Mathieu, from the Department of 
Endocrinology, Leuven, Belgium and currently vice-president of the EASD, 
emphasised the key consensus messages based on the committee’s thorough 
review of the new evidence (2015-2018) and the detailed 2015 position 
paper.2

KEY CONSENSUS APPROACHES

• A greater focus on lifestyle interventions, with increased emphasis on weight loss and obesity 
management, including bariatric surgery

• Making the patient central in the selection of the treatment approach and developing a tailored 
management plan for the individual 

• Advising on the selection of glucose-lowering agents, according to specific patient profiles

• Placing GLP-1 receptor agonists as the preferred first injectable for the treatment of type 2 
diabetes.

Initiating glucose-lowering therapy

The consensus view remains that 
metformin is foundational therapy, 
reflecting not only its extensive safety 
and tolerability data, but also the real-
ity of metformin therapy as the back-
ground therapeutic approach used in 
all the recent cardiovascular outcomes 
trials (CVOTs) of newer agents.

Stepwise intensification was also 
endorsed, except for persons whose 

HbA1c was more than 1.5% above the 
individual selected target, where com-
bination therapy can be initiated from 
the outset. Professor Mathieu pointed 
out that the selection of agents would 
depend on the individual person’s 
characteristics, such as age, lifestyle, 
comorbidities such as atherosclerotic 
cardiovascular disease, chronic kidney 
disease (CKD) or heart failure.

This report was made possible 
by an unrestricted educational 
grant from Novo Nordisk. 
The content of the report is 
independent of the sponsor.
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“The beneficial 
effect on 
cardiovascular 
outcomes was 
especially evident 
with liraglutide, 
followed by 
semaglutide.” 

Professor Mathieu

Implications of new evidence from CVOTs

The major change from prior con-
sensus reports is based on the new 
evidence concerning sodium-glucose 
cotransporter 2 (SGLT-2) inhibitors 
and glucagon-like peptide 1 (GLP-
1) receptor agonists and their ability 
to improve cardiovascular outcomes 
(mortality, non-fatal myocardial 
infarction and non-fatal stroke), as 
well as secondary outcomes such as 
heart failure and progression of renal 
disease. This has led to an important 
new early clinical pathway of selecting 
additional glucose-lowering agents in 
those patients with established ath-
erosclerotic cardiovascular disease 
(commonly affecting 15-25% of type 2 
diabetes patients) (Figure 1).1

A recent meta-analysis3 was pivotal 
in the development of this consensus 
view, according to Professor Mathieu. 
This systematic review and meta-anal-
ysis, including the Liraglutide Effect 
and Action in Diabetes: Evaluation 
of Cardiovascular Outcome Results 
(LEADER) trial,4 showed a signifi-
cant 10% relative risk reduction in 
the three-point major adverse car-
diac events (MACE) of cardiovascu-
lar mortality, non-fatal myocardial 
infarction and non-fatal stroke. “The 
beneficial effect on cardiovascular 
outcomes was especially evident with 
liraglutide, followed by semaglutide,” 
Professor Mathieu noted.

Among GLP-1 receptor agonists, 
liraglutide, studied in the LEADER 
trial (n  = 9 340), demonstrated an 
Absolute Risk Reduction (ARR) of 
1.9% with a hazard ratio (HR) of 
0.87 (95% CI 0.78, 0.97; P = 0.01 for 
superiority) for the primary compos-
ite outcome of three-point MACE 
compared with placebo over 3.8 years. 
Each component of the composite 
contributed to benefit, and the HR for 
cardiovascular death was 0.78 (95% 

TO AVOID 
CLINICAL 

INERTIA REASSESS 
AND MODIFY 
TREATMENT 

REGULARLY (3-6 
MONTHS)

If further intensification is required or patient is unable 
to tolerate GLP-1 RA and/or SGLT2i, choose agents 
demonstrating CV safety:
• Consider adding the other class (GLP-1 RA or SGLT2i) 

with proven CVD benefit
• DPP-4i if not on GLP-1 RA
• Basal insulin
• TZD
• SU

ASCVD predominates

If HbA1c above target

Proven CVD benefit means it has label indication of reducing CVD 
events. For GLP-1 RA strongest evidence for liraglutide > semaglutide 
> exenatide extended release. For SGLT2i evidence modestly stronger 
for empagliflozin > canagliflozin.
Be aware that SGLT2i vary by region and individual agent with regard 
to indicated level of eGFR for initiation and continued use.
Both empagliflozin and canagliflozin have shown reduction in HF and 
to reduce CKD progression in CVDTs.
CV, cardiovascular; DPP-4i, dipeptidyl peptidase 4 inhibitor; GLP-1 RA, 
glucagon-like peptide 1 receptor agonist; SGLT-2i, SGLT-2 inhibitor; SU, 
sulphonylurea

Figure 1. Choosing glucose-lowering medication 
in those with established atherosclerotic 
cardiovascular disease

Use metformin unless contraindicated or not 
tolerated
If not at HbA1c target: 
• Continue metformin unless contraindicated (remember 

to adjust dose/stop metformin with declining eGFR)
• Add SGLT2i or GLP-1 RA with proven cardiovascular 

benefit (see below)
If at HbA1c target: 
• If already on dual therapy, or multiple glucose-

lowering therapies and not on an SGLT2i or GLP-1 RA, 
consider switching to one of these agents with proven 
cardiovascular benefit (see below)

OR reconsider/lower individualised target and introduce 
SGLT2i or GLP-1 RA
OR reassess HbA1c at 3-month intervals and add SGLT2i 
or GLP-1 RA if HbA1c goes above target

GLP-1 RA with 
proven benefit

SGLT2i with 
proven CVD 

benefi, if eGFR 
adequate

EITHER/
OR



MARCH 2019  I  3

Latest clinical guidelines for type 2 diabetes – Interpreting the 2018 ADA/EASD Guidelines

“In LEADER the 
non-statistically 
significant benefit 
in hospitalisation 
for heart failure 
indicates that 
liraglutide is safe 
to use in people 
who cannot tolerate 
SGLT-2 inhibitors 
or if the latter are 
contraindicated.” 

Professor Mathieu

CI 0.66, 0.93; P = 0.007; ARR 1.7%). 
The LEADER trial also showed a HR 

of 0.85 (95% CI, 0.74, 0.97; P = 0.02; 
ARR 1.4%) for all-cause mortality.1,4 

Patients with established cardiovascular disease

In patients with atherosclerotic car-
diovascular disease, the consensus 
guideline therefore recommends the 
use of a GLP-1 receptor agonist with 

proven cardiovascular disease benefit 
or a SGLT-2 inhibitor with proven 
CVD benefit if  the eGFR is adequate 
(Figure 1).1

Patients with heart failure or CKD

Patients with type 2 diabetes are 
also at increased risk of heart fail-
ure. The significant reduction in hos-
pitalisation for heart failure in the 
EMPA-REG OUTCOME (empagli-
flozin) and CANVAS CVOT (cana- 
gliflozin) trials suggests that SGLT-2 
inhibitors are the recommended choice 
for people with type 2 diabetes and 
heart failure (Figure 2).1 “In LEADER, 
the non-statistically significant ben-
efit in hospitalisation for heart failure 
indicates it is safe to use in people who 
cannot tolerate SGLT-2 inhibitors or 
for those in whom they are contraindi-
cated,” Professor Mathieu noted.

In type 2 diabetes patients with 
CKD, renal outcome benefit with 
SGLT-2 inhibitors has been shown 
in both the abovementioned trials. 
For the GLP-1 receptor agonists, the 
LEADER trial4 showed a 22% reduc-
tion in the time to the first renal event, 
which is indicative of these agents’ 
value if  an SGLT-2 inhibitor is not 
tolerated or if  eGFR is less than ade-
quate (currently recommended for 

SGLT-2 inhibitor therapy to be above 
60ml/min/1.73m2).

• Avoid TZD in the setting of HF
Choose agents demonstrating CV safety:
• Consider adding the other class with proven CVD 

benefit
• DPP-4i (not saxagliptin) in the setting of HF (if not 

GLP-1 RA)
• Basal insulin
• SU

PREFERABLY
SGLT2i with evidence of reducing HF and/or CKD 

progression in CVOTs if eGFR adequate
OR

If SGLT2i not tolerated or contraindicated or if eGFR less 
than adequate2 add GLP-1 RA with proven CVD benefit

HF or CKD predominates

If HbA1c above target

Caution with GLP-1 RA in ESRD.
Degludec or U100 glargine have demonstrated CVD safety.
Choose later generation SU to lower risk of hypoglycemia.
CV, cardiovascular; DPP-4i, dipeptidyl peptidase 4 inhibitor; GLP-1 RA, 
glucagon-like peptide 1 receptor agonist; SGLT-2i, SGLT-2 inhibitor; SU, 
sulphonylurea

Figure 2. Choosing glucose-lowering medication 
in those with established heart failure and CKD
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Selection of glucose-lowering medication in 
patients without atherosclerotic cardiovascular 
disease/CKD but where weight gain must be 
minimised
The consensus statement recommends 
that in these patients, GLP-1 receptor 
agonists are the preferred choice over 

insulin when HbA1c is 1.5% or more 
above individualised HbA1c target 
(Figure 3).1

If triple therapy required or SGLT2i and/or GLP-1 RA  
not tolerated or contraindicated use regimen with 

lowest risk of weight gain
PREFERABLY

DPP-4i (if not an GLP-1 RA) based on weight neutrality

First-line therapy is metformin
If HbA1c is ≥17mmol/mol (1.5%) above individualised  

HbA1c target consider early combination therapy

Implement strategies for  
maximising weight loss

If HbA1c above target

If HbA1c above target

If HbA1c above target

If DPP-4i not tolerated or contraindicated or  
patient already on GLP-1 RA, cautious addition of:

•  SU •  TZD •  Basal insulin

SGLT2i if  
eGFR adequate

GLP-1 RA with 
good efficacy for 

weight loss

GLP-1 RA with 
good efficacy for 

weight loss

SGLT2i if  
eGFR adequate

Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide.
Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR for initiation and continued use.
Choose later generation SU with lower risk of hypoglycaemia.
Low dose TZD may be better tolerated though less well studied for CVD effects.
GLP-1 RA, glucagon-like peptide-1 receptor agonist; T2DM, type 2 diabetes; SGLT-2i, SGLT-2 inhibitor; SU, sulphonylurea

TO AVOID 
CLINICAL 

INERTIA REASSESS 
AND MODIFY 
TREATMENT 

REGULARLY (3-6 
MONTHS)

Figure 3. Choosing glucose-lowering medication if there is a compelling need to minimise weight gain 
or promote weight loss

EITHER/
OR

In those WITHOUT 
established ASCVD or CKD

General lifestyle advice
• Medical nutritional therapy

• Eating patterns
• Physical activity

Non-surgical 
energy restriction for 

weight loss
Weight loss of 15kg can 

lead to remission of T2DM in 
patient <6 years’ duration, 

consider evidence-based 
weight loss programs

Consider 
medication 
for weight 

loss

Consider 
metabolic 
surgery
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Patients without atherosclerotic cardiovascular 
disease or CKD but where there is a compelling 
need to minimise hypoglycaemia

The selection of recommended medi-
cation to be added to metformin 
in patients without cardiovascular 
disease/CKD, but where there is a 
patient-focused reason to avoid hypo-
glycaemia, e.g. professionals such as 

drivers, pilots and those who travel 
frequently, is shown in Figure 4.1 The 
consensus view also notes that if  cost 
is a major issue for the patient, older 
agents can be used safely, with due 
regard for their known side-effects.

Figure 4. Choosing glucose-lowering medication if there is a compelling need to minimise 
hypoglycaemia

Consider the addition of sulphonylurea OR basal insulin:
• Choose later generation SU with lower risk of hypoglycaemia
• Consider basal insulin with lower risk of hypoglycaemia

First-line therapy is metformin
If HbA1c is ≥17mmol/mol (1.5%) above individualised HbA1c target 

consider early combination therapy

Identify patient groups at highest risk of 
hypoglycaemia and set and/or adjust HbA1c 
target to minimise risk of hypoglycaemia

In those WITHOUT established ASCVD or CKD

If HbA1c above target

If HbA1c above target

If HbA1c above target

If HbA1c above target If HbA1c above target If HbA1c above target If HbA1c above target

Continue with addition of other agents as outlined above

SGLT2i 
or TZD

DPP-4i

SGLT2i 
or TZD

GLP-1 RA

GLP-1 RA  
or DPP-4i  

or TZD

SGLT2i if  
eGFR adequate

SGLT2i 
or DPP-4i  

or GLP-1 RA

TZD

Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR for initiation and continued use.
Low dose TZDs are better tolerated.
Degludec/glargine U300 < glargine U100/detemir < NPH insulin.
DPP-4i, dipeptidyl peptidase 4 inhibitor; GLP-1 RA, glucagon-like peptide 1 receptor agonist; SGLT-2i, SGLT-2 inhibitor
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Conclusion

“The consensus statement places very 
significant emphasis on a patient- 
centred approach whereby the manage-

ment plan is developed in consultation 
with the patient, helping to ensure that 
desired targets are reached.”
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