Blood Glucose-lowering Therapies (Type 2 Diabetes)
At diagnosis of type 2 diabetes
Start healthy behaviour interventions (nutritional therapy, weight management, physical activity) +/- metformin
A1C <1.5% above target

A1C ≥1.5% above target
Start metformin immediately
Consider a second concurrent
antihyperglycemic agent

If not at glycemic target within
3 months,
Start/Increase metformin
If not at glycemic target

Symptomatic hyperglycemia
and/or metabolic decompensation*
Initiate
insulin† +/- metformin

If not at glycemic target
Clinical CVD?
YES

NO

Add additional antihyperglycemic agent best suited to
the individual based on the following:

Start antihyperglycemic agent
with demonstrated
CV benefit empagliflozin
(Grade A, Level 1A)
liraglutide
(Grade A, Level 1A)
canagliflozin† †
(Grade C, Level 2)

Clinical Considerations

Choice of Agent

Avoidance of hypoglycemia and/or weight
gain with adequate glycemic eﬃcacy

DPP-4 inhibitor, GLP-1
receptor agonist or SGLT2 inhibitor

Other considerations:
Reduced eGFR and/or albuminuria
Clinical CVD or CV risk factors
Degree of hyperglycemia
Other comorbidities (CHF, hepatic disease‡)
Planning pregnancy‡
Cost/coverage
Patient preference

If not at glycemic target

see Appendix 7
See Table below

Add additional antihyperglycemic agent best suited to the individual by prioritizing
patient characteristics (Classes listed in alphabetical order)

HEALTHY BEHAVIOUR INTERVENTIONS

Class**

Eﬀect on
HypoCVD
glycemia
outcomes

Weight

Relative A1C
lowering
when added
to metformin

Other therapeutic
considerations

Cost

GLP-1 receptor
agonists

lira: SupeRare
riority in people with type
2 diabetes
with clinical
CVD
exenatide
LAR & lixi:
Neutral




to


$$$$
GI side-eﬀects
Gallstone disease
Contraindicated with personal/family history of
medullary thyroid cancer or MEN 2
Requires subcutaneous injection

SGLT2
inhibitors

cana &
Rare
empa:
Superiority
in people
with type 2
diabetes with
clinical CVD




to


$$$
Genital infections, UTI, hypotension, dose-related changes in LDL-C. Caution with renal
dysfunction, loop diuretics, in the elderly.
Dapagliflozin not to be used if bladder cancer.
Rare diabetic ketoacidosis (may occur with no
hyperglycemia). Increased risk of fractures and
amputations with canagliflozin
Reduced progression of nephropathy and
CHF hospitalizations with empagliflozin and
canagliflozin in persons with clinical CVD

DPP-4
Inhibitors

Neutral (alo, Rare
saxa, sita)

Neutral



Insulin

glar:
Neutral
degludec:
noninferior
to glar

Yes




to


Thiazolidinediones

Neutral

Rare





Rare

Neutral



Insulin
secretatogue:
Meglitinide

Yes





Sulfonylurea

Yes





Weight loss
agent (orlistat)

None





Alpha-glucosidase inhibitors
(acarbose)

Caution with saxagliptin in heart failure
Rare joint pain

$$$

No dose ceiling, flexible regimens
Requires subcutaneous injection

$$$$$

CHF, edema, fractures, rare bladder cancer
(pioglitazone), cardiovascular controversy
(rosiglitazone), 6-12 weeks required for
maximal eﬀect

$$

GI side-eﬀects common
Requires 3 times daily dosing

$$

More rapid BG-lowering response
Reduced postprandial glycemia with
meglitinides but usually requires 3 to 4 times
daily dosing
Gliclazide and glimepiride associated with less
hypoglycemia than glyburide
Poor durability
GI side eﬀects
Requires 3 times daily dosing

$$

alo, alogliptin; cana, canagliflozin; empa, empagliflozin; glar, glargine; lira, liraglutide;
exe LAR, exenatide long-acting release; lixi, lixisenatide; saxa, saxagliptin; sita, sitagliptin.

If not at glycemic targets
Add another antihyperglycemic agent from a diﬀerent class and/or add/intensify insulin regimen
Make timely adjustments to attain target A1C within 3-6 months
* May include dehydration, DKA, HHS
** Listed by CV outcome data
† Insulin may be required at any point for symptomatic hyperglycemia/metabolic decompensation or if unable to achieve
glycemic targets with other antihyperglycemic agents
† † Avoid in people with prior lower extremity amputation
‡ See product monographs

$

$$$

