


Start metformin immediately 
Consider a second concurrent 

antihyperglycemic agent 

Start healthy behaviour interventions  
(nutritional therapy, weight management, physical activity) +/- metformin 

A1C <1.5% above target Symptomatic hyperglycemia and/or 
metabolic decompensation A1C ≥1.5% above target 

Initiate insulin +/- 
metformin 

If not at glycemic target 
within 3 months, start/

increase metformin 

If not at glycemic target 
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Clinical CVD? 

See next page 

AT DIAGNOSIS OF TYPE 2 DIABETES 

If not at glycemic target 

YES 

Start antihyperglycemic agent with 
demonstrated CV benefit 

empagliflozin (Grade A, Level 1A) 
liraglutide (Grade A, Level 1A) 

canagliflozin* (Grade C, Level 2) 

NO 

If not at glycemic target 

22% of all patients with T2DM have clinical CVD2 



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

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 

see Renal Impairment Appendix 
 

See Table Below 
 
 
 

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 

Clinical CVD? 

NO 

2018 

CHF: chronic heart failure; CVD: cardiovascular disease; DPP-4: dipeptidyl peptidase-4; eGFR: estimated glomerular filtration rate;  
GLP-1: glucagon like peptide-1; SGLT2: sodium/glucose cotransporter 2. 
1. Lipsombe et al. Can J Diabetes. 2018;42(Suppl 1):S88-103. 

Adapted from clinicaltrials.gov; Schnell O, et al. Cardiovasc Diabetol. 2017;16(1):128.  
ACS, acute coronary syndrome; CAD, coronary artery disease; CVD, cerebrovascular disease; PAD, peripheral artery disease. 

PATIENT CARDIOVASCULAR STATUS 

STUDY STATUS CV RISK  
FACTORS 

STABLE  
CAD-CVD-PAD ACS 

D
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 in
h

ib
it

or
s Completed SAVOR-TIMI 53 (saxagliptin)

Completed EXAMINE (alogliptin) 

Completed TECOS (sitagliptin) 

Completed CARMELINA (linagliptin) 

Completed CAROLINA (linagliptin) 

G
LP

-1
 r

ec
ep

to
r 

ag
on

is
ts

 Completed ELIXA (lixisenatide) 

Completed LEADER (liraglutide) 

Completed SUSTAIN-6 (semaglutide) 

Completed FREEDOM-CVO  
(exenatide in DUROS) 

Completed EXSCEL (exenatide QW) 

Completed HARMONY (albiglutide)

Completed REWIND (dulaglutide) 

S
G

LT
2

 
in

h
ib

it
or

s Completed EMPA-REG 
(empagliflozin) 

Completed CANVAS (canagliflozin) 

Completed DECLARE-TIMI (dapagliflozin) 

Differences in 
baseline patient 

characteristics and 
trial design make it 
difficult to compare 

results across CVOTs 



 
 
 

 

 

Iglay K et al. Curr Med Res Opin. 2016 Jul;32(7):1243-52. 

No CVD or 
CKD 
63% 

CVD, no CKD 
13% 

CKD, no CVD 
15% 

CVD and CKD 
9% 

CKD = GFR < 60 mL/min/1.73 m2 
and/or albuminuria) 
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Favours study drug  Favours placebo 
 

Trial 
Primary  
endpoint HR (95% CI) P 

value 

SAVOR-TIMI 
53 

(saxagliptin) 

 
3P-MACE 

 
1.00 (0.89 - 1.12) 

 
0.99 

EXAMINE 

(alogliptin) 

 
3P-MACE 

 
0.96 (≤1.16*) 

 
  0.32 

TECOS 

(sitagliptin) 
 
CARMELINA 
(linagliptin) 

 
4P-MACE 

 
 

3P-MACE 
 

 
0.98 (0.88 - 1.09) 

 
 

1.02 (0.89-1.17) 

 
0.65 
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be interpreted with caution 
due to differences in study design, populations and 

methodology 
CVOT, cardiovascular outcomes trial; MACE, major 

adverse cardiovascular events; PY, patient-years; SGLT2, 
di l 2

39 

Q statistic = 1.20; p=0.55; I2=0% 0%

3P M
ACE 

  

Cana
/Em

pa: 
RED

UCE  

Dapa
: SAF

E  



Q statistic = 0.60; p=0.74; I2=0% 0%
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Favours dapagliflozin Favours placebo 
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Favours  
Treatment 

Favours  
Placebo 

* Not commercially available in Canada 
3P, 3-point MACE; 4P, 4-point MACE 
Adapted from: Holman RR, Bethel MA, Mentz RJ, et al. N Engl J Med. 2017 [epub ahead of print]; Marso SP, et al. N Engl J Med. 2016;375(4):311-322; Marso SP, et al. N Engl J Med. 2016;375(19):1834-1844; Pfeffer MA, et 
al. N Engl J Med. 2015;373(23):2247-2257; Hernandez AF, et al. The Lancet. 2018 [epub ahead of print]. Eli Lilly and Company “Trulicity® (dulaglutide) demonstrates superiority in reduction of cardiovascular events for broad 
range of people with type 2 diabetes “ available at: Press https://investor.lilly.com/news-releases/news-release-details/trulicityr-dulaglutide-demonstrates-superiority-reduction.  
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Trial 

SGLT2i Placebo 

HR (95% CI) p-value 
n event/ 

N analysed (%)
Rate/ 

1000 PY
n event/ 

N analysed (%) 
Rate/ 

1000 PY 

EMPA-REG OUTCOME1 
Doubling of serum creatinine,* RRT or 
death from kidney causes 

81/4645 6.3 71/2323 11.5 0.54 (0.40, 0.75) <0.001† 

DECLARE-TIMI 582 
≥40% decrease in eGFR to <60 ml/
min/1.73 m2, new ESRD or death from 
kidney causes 

127/8582 3.7 238/8578 7.0 0.53 (0.43, 0.66) NR 

CANVAS Program3 
Doubling of serum creatinine, ESKD or 
death from kidney causes 

NR 1.5 NR 2.8 0.53 (0.33, 0.84) NR 

CREDENCE4 

Doubling of serum creatinine, ESKD or 
death from kidney causes 

153/2202 27.0 224/2199 40.4 0.66 (0.53, 0.81) <0.001 

Comparisons of trials should be interpreted with caution due to differences in study design, populations and methodology 
*Accompanied by eGFR ≤45 ml/min/1.73 m2; †Nominal p-value. 

1. Wanner C et al. N Engl J Med 2016;375:323; 2. Wiviott SD et al. N Engl J Med 2019;380:347; 3. Perkovic V et al. Lancet Diabetes Endocrinol 2018;6:691;  
4. Perkovic V et al. N Engl J Med 2019; doi: 10.1056/NEJMoa1811744  44 

Favours SGLT2i Favours placebo 
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Ren
al F

ailu
re  

Canag
liflo

zin 

Empa/d
apa 

(like
ly) 

 
 

RED
UCE 



Adapted from Neal B et al. N Engl J Med. 2017 Aug 17;377(7):644-657 and Radholm K et al. Circulation.2018;137:DOI: 10.1161/CIRCULATIONAHA.118.034222. 

                                 MACE            Pinteraction 

     HR (95% CI)               
HHF or CV death 
   HR (95% CI) 

eGFR (MDRD), mL/min/1.73 m2 

≥90 (normal) 

60 to <90 (mild RI) 

30 to <60 (moderate RI) 

Favours  
canagliflozin 

Favours  
placebo 

Favours  
canagliflozin 

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

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 

see Renal Impairment Appendix 
 

See Table Below 
 
 
 

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 

Clinical CVD? 

NO 

2018 

CHF: chronic heart failure; CVD: cardiovascular disease; DPP-4: dipeptidyl peptidase-4; eGFR: estimated glomerular filtration rate;  
GLP-1: glucagon like peptide-1; SGLT2: sodium/glucose cotransporter 2. 
1. Lipsombe et al. Can J Diabetes. 2018;42(Suppl 1):S88-103. 




